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Correspondence

Because of the present high cost of producing the Journal,
and thle great pressure on our space, correspondents are
asked to keep their letters short.

Treatment of Acute Malaria
SIR,-I have read with much interest the excellent and

balanced leading article on antimalarial drugs (Journal,
August 1, p. 266). I have two minor criticisms to make.
Chloroquine may act more quickly than quinine as a
schizonticide (though I doubt if the difference is sufficient
to be of great significance), but it is much more expensive-
a point of no small importance in impoverished communi-
ties. Most of us will agree that there is little risk of pre-
cipitating blackwater fever with quinine therapy unless the
patient has previously used quinine irregularly as a sup-
pressant. Those who, like myself, experienced three malaria
seasons in Macedonia in the 1914-18 war and have re-
peatedly seen the dramatic action of this drug when given
intravenously to comatose cases will be unwilling to admit
that it is completely outmoded by the synthetic schizonti-
cides until these have been tried out in similar circum-
stances. As a suppressant, of course, it is both ineffective
against a severe challenge and dangerous because of its
tendency to predispose to blackwater fever. The second
point is the statement that proguanil " is the only drug
known to be a true causal prophylactic in P. falciparum
infection." In the last sentence of a recent paper Sir
Gordon Covell' writes, "The action (of pyrimethamine)
appears to be that of a true causal prophylactic against
this species of parasite," and from the data he gives this
conclusion appears justifiable.
My main object in writing this letter is to comment on

the article by Sir Gordon Covell and others (p. 258) and to
suggest, in the light of ideas which have crystallized since
his experiments were planned, a possible explanation of the
discrepancy between Covell's results with pyrimethamine
against the Madagascar strain of Plasmodium vivax and
Coatney's results using the Chesson strain.

It has bee3n conclitsively shown that pyrimethamine, like
proguanil,2 acts on the asexual parasites of Plasmodium in
the blood stream at the time of nuclear division.3 4 This
observation is in conformity witE its known action as an
antagonist to one of the folic-folinic acid series, and no
doubt has some relationship to the observation made by
Jacobson5 on the action of aminopterin (a folinic acid
antagonist) on the dividing nucleus of cells in tissue cul-
ture. It is not unreasonable to postulate that, if pyrimeth-
amine does in fact destroy the exoerythrocytic forms of the
parasite, it acts by the same mechanism-that is, by interfer-
ing with nuclear division. The Chesson strain of vivax,
used by Coatney, is an " early-relapsing " race of the para-
site. By giving pyrimethamine over a period of 8 to 10
weeks an effective concentration of the drug is ensured at
the time when the exoerythrocytic forms of this parasite,
prior to producing erythrocytic infection, reach the vulner-
able stage of nuclear division. Hence the so-called "sup-
pressive cure" which Coatney achieved by this method and
reported at the annual meeting of the American Society of
Tropical Medicine and Hygiene (proceedings in the press).
A glance at Covell's chart on page 258 reveals a very
different picture. From this it is clear that the exoerythro-
cytic forms of the Madagascar strain can remain latent for
30 to 40 weeks. There is no reason to suggest that recurring
schizogony of these parasites takes place in this interval,
and, in the absence of such division, pyrimethamine is
without effect when given at this time. Hence the relapses
which occurred in Covell's patients. The remedy in infec-
tions with the late-relapsing strains of vivax might be to
give a weekly dose of pyrimethamine between the tenth
and twentieth weeks after the primary attack and again

between the thirtieth and fortieth weeks, but this suggestion
is feasible only where the habits of the particular strain
as regards relap'se have been accurately defined. The impor-
tant point, as brought out in your leading article, is that if
further evidence confirms that pyrimethamine destroys exo-
erythrocytic forms it will, when taken prophylactically, pre-
vent late relapses of benign tertian malaria.-I am, etc.,

London, N.W.1. J. S. K. BOYD.
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SIR,-With reference to Sir Philip Manson-Bahr's letter
(Journal, August 1, p. 284), I should like to assure the writer
that I do not find myself "in a quandary regarding the
effective drug treatment of malaria," and that I do not advo-
cate a proposal of " back to Methuselah " in the sense that
synthetic antimalarials should be discarded in favour of
quinine.

In my opinion the drugs of choice for the treatment of
an acute attack of malaria in a non-immune subject are
chloroquine, amodiaquine (" camoquin "), or mepacrine. I
would use quinine only if none of these was available. As
Sir Philip recalls in his letter, it was the routine use of
mepacrine among our troops in prophylaxis as well as
in treatment which banished malaria as a dominant factor in
the war in the Far East. In the experience gained at Horton
over the past 23 years, mepacrine administered in adequate
loading dosage (a minimum of 6 tablets of 0.1 g. on the
first day) generaily has a more rapid action on Plasmodium
falciparum than has quinine. This was particularly notice-
able in the case of a European strain of this parasite with
which a series of experiments were carried out in 1931.1
With this strain quinine was not only less rapid in action
than mepacrine, but was also entirely ineffective in the
production of radical cure. Two of the patients in this
series developed blackwater fever, and in each case quinine
was considered to have been the exciting cause. Chloro-
quine and amodiaquine have an advantage over mepacrine
in that while they are at least as rapid in action they do
not produce yellow discoloration of the skin.
The sole object of my letter (Journal, July 4, p. 41) was

to emphasize that, although both proguanil and pyrimeth-
amine have been shown to be highly effective in the pro-
phylaxis of malaria, neither of them is suitable for the treat-
ment of an acute attack in a non-immune subject without
reinforcement by some more rapidly acting schizonticidal
drug.-I am, etc.,
Horton, Surrey. G. COVELL.
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The Backward Child
SIR,-Having left Columbus in the beginning of May

and having been travelling during the last month, I have
only recently seen my letter on the backward child and,
Dr. L. Crome's comments on it (Journal, April 25, p. 936,
and May 16, p. 1108).

Dr. Crome states that the evidence gleaned from his brain-
pathological material does not lend support to the theory that
lesions in the geni'culate bodies present the main cause of mental
deficiency. He calls this theory " Dr. Gellner's hypothesis.'
However, I never presented such a hypothesis. In the letter to
which Dr. Crome refers I wrote that "pathological changes in
the above-mentioned ganglia (the corpora quadrigemina and the
corpora geniculata) and in their afferent and efferent tracts may
play one of the most important roles in the causation of rhentat
defect." My topographical reference embraces the whole length
of the visual and auditory pathways from receptor organ to cere-
bral cortex. This shows that my hypothesis is not primarily
concerned with the actual anatomical level affected by the impair-
ment, but with the circumstance that mainly or even exclusively-
disturbances affecting to some degree the integrations of the
visual or the auditory system will lead to a mental defect. Both
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