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OBJECTIVE : To study the effectiveness of the combination of sulfadoxine ( s )  500 mg and pyrime- 
thamine (Py)  25 mg given in two dose regimens in suppressing parasitemias in an area with known 
chloroquine resistant falciparum malaria. 

BACKGROUND : The combination of a sulfone or sulfonamide with pyrimethamine in the chemo- 
suppression of chloroquine resistant falciparum malaria has been previously shown to be efficacious. 
The longer half life of a long acting sulfonamide, such as sulfadoxine (t, , ,  = 150-200 hrs), should 
render this, in combination with a matched (in terms of t, , ,) dihydrofolic acid reductase, a better 
chemosuppressive agent. 

DESCRIPTION : Seven hundred and fifty six semi-immune study subjects from four villages in 
Prachinburi Province, Northeast Thailand were assigned to one of five drug study groups. Subjects 
received, under a double blind design, one of the following medications : 

a. Sulfadoxine 1000 mg - pyrimethamine 50 mg biweekly 

b. Sulfadoxine 500 mg - pyrimethamine 25 mg biweekly 

c. Diformyldapsone 200 mg - pyrimethamine 12.5 mg weekly 

d. Diformyldapsone 400 mg - pyrimethamine 25 mg weekly 

e. Placebo weekly 

Each study subject was visited weekly, at which time the medication was given and swallowed under 
supervision, a capillary blood drawn for a thick- thin malaria smear, and a history of illness since 
the prior visit noted. For those subjects receiving a biweekly medication regimen, placebo tablets 
were given on the alternate weeks ; thus study subjects received two tablets weekly. 

PROGRESS : Six hundred eighty -eight study subjects completed the 26 week trial ( 92 x ) .  Figure 
1 shows that the weekly falciparum attack rates (based on a new asexual parasitemia) were lower 
during the medication phase of the trial in the four treatment groups compared with the placebo 
group. It can be further seen that an increased number of falciparum parasitemias were detected in 
the low dose DFD- Py group (weeks 7, 9 and 19) ; in the high dose DFD -Py group (week 10); 
and in the low dose S -  Py group (week 10). Figure 2 shows the cumulative infection rates of 
individual study subjects in the course of the 26 week trial and in the subsequent follow- ups. The 
data indicate an 8 -fold reduction in the cumulative parasitemic rate for P. falciparum in the high 
dose S-  Py group, while a 4.4 fold reduction was noted in the high dose DFD - Py group when 
compared to the placebo group. 

Statistical evaluation comparing the various drug regimens was undertaken. Highly significant results 
were obtained which showed that S ( 1000 mg ) - Py ( 50 mg ) given biweekly ; S ( 500 mg ) -Py (25 mg ) 
given biweekly; DFD (400 mg) -Py (25 mg) given weekly ; and DFD (200 mg)-Py ( 12.5 mg) 














