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OBJECTIVE r Tetracycline and a combination o f  sulphamethoxazole and trimethoprim have been shown t o  be 
highly effective in terminating infections with chloroquine resistant strains of Plasmodium falciparum. 
investigations by Rieckmann et al. (1971), Clyde et al. (1971) and Colwell  et al. (1972) have demonstrated 
that tetracycline treatment alone was sufficient to produce radical cures o f  both experimentally and 
natural ly acquired P_r falciparum infections in  subiects who exhibited low density parasitemias and mild 
degrees o f  illness. Beniapongs and associates (1970) reported that a combination o f  sulphamethoxazole- 
trimethoprim (SeptrinRt Burroughs Wellcome and Co.), which was original ly formulated fo r  treatment o f  
bacterial infections, ef fected radical  cures o f  falciparum malaria in  patients residing in an area highly 
endemic fo r  chloroquine resistant strains. 

However, the slow rate o f  these two alternative regimens, ref lected by  delayed clearances o f  patent 
parasitemia, does not permit their use fo r  treatment o f  patients wi th moderate to severe degrees o f  illness. 
Subsequently, the ef f icacy o f  a combinafion o f  quinine and tetracycline was examined i n  acutely ill Thai 
patients residing in areas o f  chloroquine resistant falciparum malaria. A preliminary subcurative course o f  
quinine was employed as an adiunctive agent f o r  in i t ia l  control o f  symptoms and parasitemia. These 
investigations showed that the quinine-tetracycline regimen was highly ef fect ive in  controlling the symptoms 
and in  producing a radical cure o f  the infection. A major disadvantage of this combination treatment-was 
the prolonged course o f  drug administration (i.e., 13  days). The purpose o f  our invertigations was t o  
examine the eff icacy o f  shorter courses o f  these alternative regimens in  patients with acute falciparum 
malaria, with respect t o  onset o f  action, cure rate, cost and patient acceptability. 

DESCRIPTION I The investigations were init iated in  1971 during the summer peak of malaria transmission 
a t  Phrabuddhabat, Saraburi Province in  Central Thailand. When transmission subsided, the studies were 
relocated to  Trot Province in  Southeast Thailand. Both areas are hlghly endemic for chloroquine resistant 
strains o f  falciparum. 

Subiects considered fo r  admission t o  the study were acutely ill patients, aged 1 2  to 60 years, with single 
P. - falciparurn infections. Those with a history o f  antimalarial drug intake during the preceding four days 
and those with evidence o f  renal and cerebral complications were excluded. Selected subiects were assigned 
t o  one o f  two treatment groups and the drug combinations were concurrently init iated on the f i rs t  day  o f  
observation. Subiects assigned t o  one group were given 540 mg o f  quinine base, orally, every eight hours 
for  only one day and 250 mg o f  tetracycline, orally, every six hours f o r  seven days. Subiects assigned 
t o  the other treatment group were administered a similar course o f  quinine and two tablets o f  
sulphamethoxazole-trimethoprim (Bactrim, Roche Co.) every 12 hours f o r  f i ve  days. Each tablet o f  Bactrim 
contains 400 mg of a long acting sulfonamide, sulphamethoxazole, and 80 mg o f  a fo late antagonist, 
trimethoprim. 

Blood smear examinations were obtained dai ly  fo r  the f irst seven days and a t  weekly intervals f o r  the 
next three weeks. When patients were available, blood smears were also obtained two months a f te r  
commencement of therapy, The method o f  Earle and Perez (1932) war employed fo r  quantif ication o f  
asexual and sexual forms o f  P_: falciparum. A radical cure was presumed i f  asexual parasitemia cleared 












