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OBJECTIVE: To determine the comparative efficacy of amodiaquine and chloroquine against falciparum 
malaria in Thailand. 

BACKGROUND: interest in 4 - aminoquinolines other than chloroqulne was reawakened by Schmidt as quoted 
by Rieckmann, (1) who found in owl monkeys that two chloroqufne--resistant strains of P. falciparum were 
more susceptible to amodiaquine than to chloroquine. Rieckmann obtained similar findings both in vitro 
and in vivo although radical cures were not achieved in volunteers. Fitch demonstrated that owl monkey 
erythrocytes infected with chloroquine resistant P. falciparum had a deficiency o f  chloroquine-'4C uptake, 
but not deficiency of amodiaquine - 14C uptake (2). Therefore, we compared the therapeutic efficacy o f  
the two drugs in a chloroquine-resistont endemic area. Preliminary results of this study have been 
tabulated (3). 

DESCRIPTION: The study was performed ot Trod Hospital in Southeast Thailand in 1973 and 1974. Details 
of the research methods have recently been given (3). The area i s  forested and malaria i s  endemic 
throughout the year. Chloroquine given either orally or parenterally (but not amodiaquine) i s  used frequently 
to treat patients with the clinical diagnosis of malaria. Chemoprophylaxis i s  not practiced in the community. 
All patients were ful ly informed on the nature of the drug trial and consent was gronted voluntarily. They 
a l l  had mild or moderate falciparum malaria and on asexual count greater than 1,000 per cu.mm. Alternate 
patients were assigned to chloroquine or amodiaquine. chloroquine i s  7 - chloro- 4 (4' - diethylamino- 1' 
-methyl butylamino) quinoline. The dosage form used was not enteric coated ("Nivaquine" tablets by  
May and Baker which contalnrd 150 mg of chloroquine base). ~modiaquine i s  7-chloro-4 (3, diethylamino 
methyl 1-4,-hydr~x~anil ino) quinoline, and the dosage form was a non-enteric coated tablet (Camoquine 
by Parke- Davis) which contained 200 mg of the base. A 1.5 g course of both drugs was administered 
during three, days; 600 mg on the first day was followed by 300 mg six hours later and 300 mg on 
each of the succeeding two days. 

Because only a minority of patients were cured by 1.5 g of amodiaquine given during three days, a 2.0 g 
course during four days was studied in an additional group of patients. Most patlents received 400 mg 
(two tablets) initially followed by 400 mg six hours later on day 0, then 400 mg on the mornings o f  days 
1, 2 and 3. A l l  medications were administered by the study physicians. 

Direct quantitative parasite counts (4) were performed before treatmeht, twice doily in hospital for at least 
three days and on days 14, 21 and 28 from the beginning of therapy. Doily hematocrits and leukocyte counts 
were done. Fifty millillters of urine were obtained daily and frozen. The specimens were later analyzed 
for amino- qulnoline content. Ten milliliters of urine (ph 8.3) were extracted with 25 ml of a 4: 1 solvent 
of chloroform and isopropanol. Ten grams of anhydrous sodium sulfate were then added to the extract 
and the solutions filtered. The dried filtrates were dissolved In a few drops of methanol and then spotted 
on TLC plotes precooted with silica gel. The plates were developed with a mixture of ethyl acetate, 
methanol and ammonium hydroxide (85 r 10 a 5) and then sprayed with acidified iodoplatinate. Control urine, 
containing added chloroquine or amodiaquine were processed similarly and used as standards. The Rf for 
chloroquine was 0.85 and for amodiaquine was 0.96. 

CHLOROQUlNE 1.5 g. in hospital, chloroquine cleared parasitemio in only three of the 13 patients 
(Table 1) despite the mildness of many of the infections (average parasite count only 13,920). One of 
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