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SIR GORDON COVELL and his colleagues wrote in 1953: "It is clear that pyri
methamine unaided is not a satisfactory drug for the treatment of vivax malaria 
in a non-immune subject." The two main reasons for this conclusion were the 
slowness of clinical response, and the ,high relapse rate. 

For the past year at Tidworth Military Hospital we have treated and followed 
up 53 service men suffering from vivax malaria. Because of the disappointing 
results with pyrimethamine alone, we have been using a combination of the drug 
with quinine; In this paper we give our results to date. The following regime 
has been observed: 

As soon as the diagnosis of vivax malar~a has been confirmed by positive 
blood film, pyrimethamine 10 mg. and quinine 0.6 g. is given orally at twelve
hourly intervals for three doses. The patient is then discharged from hospital, 
and at h}s unit receives pyrimethamine 25 mg. weekly for eight consecutive 
weeks. At the end of this period the unit medical officer returns a follow-up 
card to the hospital, where it is filed. In this :way control is exercised and future 
follow-up made possible. 

Since May, 1953, we have been able to follow 53 of our patients who have 
been out of hospital for periods varying from six months to one year. Of these, 
50 had taken paludrine (proguanil), 1 had taken mepacrine, and 2 had taken 
virtually no regular prophylactic. In all, 43 (81.1 per cent.) had the primary 
attack suppressed. 

Of the patients, 38 had served in Korea, 9 in Malaya, 2 in West Mrica, 
3 in Hong Kong, Japan and Korea, and 1 in Jordan. All 53 men were acutely 
ill in the attack, rigors, headache and abdominal pain being the commonest 
presenting symptoms. Most cases gave a clear-cut history, but some of the 
Korean cases relapsed late, and in a minor epidemic of influenza presented a 
diagnos'tic problem. It is now our practice to examine the blood for parasites 
in all pyrexial patients who have served in malarial areas at all recently. 

Eleven (21.1 per -cent.) of the cases had palpable spleens. 

Results.-The clinical response to the combined therapy was good, most 
cases becoming afebrile within twenty-four hours and all in seventy-two hours .. 
Two patients. however, relapsed whilst in hospital and under treatment. These 
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and all subsequent relapses were treated with pamaquin 10 mg. and quinine 
0.6 g. t.d.s. for fourteen days in hospital. 

. In all 14 patients (26.2 per cent.) relapsed, their average time after completing 
the course being ninety days. 

Toxic Effects.-In the doses exhibited we did not encounter any toxic effects 
attributable to pyrimethamine or quinine. 

DISCUSSION 

Singh et al. (1953) treated 30 cases of vivax malaria with pyrimethamine in 
25 mg. single doses. They reported that all cases became afebrile after seventy
two hours, but there was no follow-up. Covell (1953) tried pyrimethamine on 
12 patients infected with the Madagascar strain of P. vivax, but the slow clinical 
response and high rela:pse rate proved disappointing. In this series a total of 
250 mg. of pyrimethamine was given in five doses of 50 mg. over five days. 
One-third of these patients relapsed between the 55th and 99th day. There 
was no indication that an eight-week course of the drug, given weekly, exerted 
any effect on the relapse rate. 

The drug was thought to have an effect on either the pre-erythrocytic or 
exo-erythrocytic stages of P. vivax, and it was hoped that because of the latter, 
late relapses might be inhibited. As this was not shown in Covell's series it is 
reasonable to suppose that the exo-erythrocytic forms of the parasite survived 
the· dose of pyrimethamine exhibited. I,t was for these reasons that in the 
present series, pyrimethamine has been combined with quinine. 

Results have been good as far as the acute attack is concerned. Patients 
prefer a hospital stay of three days to that incurred by treatment with pamaquin 
and quinine. The relapse rate, however, has been high, and compared unfavour
ably with that obtained on using the hitter drugs for fourteen-day courses. 

SUMMARY 

1. Fifty-three Service men have been treated for vivax malaria in the past 
year, using pyrimethamine and quinine. Of these, 26.2 per cent. have relapsed, 
on an average ninety days after treatment, although the immediate response 

. was good. 
2. No toxic effects of the drugs were met. 
3. The reasons for combining the drugs are discussed. 
4. Pyrimethamine and quinine in these doses is not the treatment of choice 

for cases of vivax malaria. 
We would like to thank Major-General W. R. D. Hamilton, C.B., O.B.E., at 

whose suggestion this work was undertaken, for his encouragement, and· also we 
acknowledge the co-operation of many unit medical officers in Salisbury Plain 
District. 
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