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OBJECTIVE : Recent investigations of both natural and experimentally induced falciparum malaria in  man 
have shown that  tetracycline is highly ef fect ive i n  terminating infections o f  chloroquine resistant strains o f  
this parasite. However, ifs relat ively delayed onset of action and prolonged course o f  administration l imlt 
i ts  value as a suitable antimalarial agent. 

Mlnocycline (7-dimethylamino-6-demethyl-6-deoxytetracycline) is a new synthetic addit ion to  the 
tetracycl ine family o f  antibiotics. Its preparation, structure and some o f  i ts properties have been reported 
by  Mar te l l  and Booth (1967). Preliminary investigations o f  this new analogue have shown that mlnocycline 
I s  more potent and has a broader antibacterial spectrum than tetracycline. The purpose o f  our studies 
was t o  evaluate the therapeutic eff icacy o f  minocycline In acutely ill sublects naturally infected wi th 
Plasmodium falciparum. 

DESCRIPTION : The study was conducted a t  Prapokklao Hospital in the capi ta l  city o f  Chantaburi 
Province, which i s  located approximately 300 km southeast o f  Bangkok and 10 km north o f  the Gu l f  o f  
Thailand. This area was selected because o f  the occurrence o f  year round transmission o f  falciparum 
malaria. During 1970, over 3,000 patients with confirmed P, falciparum infectjons were treated and 
fo l lowed on the wards or in the outpatient department. Personal observations o f  the staff physicians 
indicated that radical cures o f  P. falciparum infections fol lowing conventional doses o f  chloroquine were 
infrequent. Moreover, chloroquGe resistant strains o f  falciparum are highly endemic in  Trat Province 
which i s  only 35 km eas't o f  Chantaburi City. 

Acutely ill male subiects, aged 14-60 years, infected wi th P. falciparum were considered for  study. Those 
with renal or cerebral complications and those wlth a history o f  antimalarial drug intake during the 
preceding 7 days were excluded. Selected subiects were alternately assigned t o  one o f  2 treatment 
groups. Individuals in  one group were given 640 mg o f  quinine sulfate, thrice dal ly  f o r  3 days, fo l lowed 
b y  100  mg o f  oral minocycllne twice dai ly  f o r .  7 days. Those in  the other treatment group were 
administered a similar course o f  quinine fo l lowed b y  250 mg o f  tetracycline, 4 times dally fo r  1 0  days. 
Control o f  in i t ia l  symptoms wlth quinine was indicated because o f  the relat ively delayed onset o f  action 
o f  tetracycline. Seven sublects in the quinine-minocycline (QM) group and 8 in  the quinine-tetracycline 
(QT) group were init ial ly hospitalized fo r  6-8 days. The others were treated and fol lowed on an 
outpatient basis. 

During the treatment phase, a l l  sublects were examined daily f o r  clinical manifestations and appropriate 
medications were dispensed. Blood smear examinations i n  subiects among both treatment groups were 
performed dai ly  for  the f irst ten days and then a t  weekly intervals fo r  the next 3 weeks. When subjects 
were available, blood smears were also obtained 2 months af ter  commencement o f  therapy. Quantlflcation 
o f  asexual and sexual parasitemias was performed by  the method o f  Earle and Perez (1932). Serum 
specimens fo r  detarminations of bilirubin, and alkaline phosphatase and glutamate-o~aloacetate transaminase 
act iv i t ies were obtained before treatment, and on the 10th and 31st days of observation. 

PROGRESS: Twenty-nine subjects were chosen f o r  the Q M  regimen. Treatment and follow-up examin- 
ations were successfully completed in 28, aged 15 t o  50 years (mean 25.2). Asexual parasitemias among 
individuals in  the Q M  group upon admission to the study ranged from 390 to  90,650 per cmm with a 




