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Communicable Diseases

Malaria prophylaxis for long term visitors

Public Health Laboratory Service Malaria Reference Laboratory

Advice recently given' on prophylaxis against malaria has been
aimed at the traveller who is going to require protection for a
relatively short time, say, less than a year. This article is aimed
at the person who is likely to need prophylaxis for several years
either continuously or intermittently. Any change from the
previously recommended schedule has been determined by the
long term toxicity of the drugs. Though our advice discusses
drug treatment, other prophylactic measures, such as the use
of mosquito nets and mosquito repellents and covering arms
and legs at dusk, are important adjuncts in prevention of
malaria. The risk of contracting malaria in the place visited
must be taken into account and balanced against the risk of the
drugs. Those that are likely to be used are chloroquine, pro-
guanil, and pyrimethamine, the last named being either alone
or in combination with dapsone (Maloprim) or sulfadoxine
(Fansidar).

Drug toxicity

The toxicity of chloroquine was reviewed by Weniger in
1979,2 including both the short and long term effects. Its use in
very large doses for the treatment of other diseases gives a good
indication of the possible dangers when it is used for malaria
prophylaxis. A few cases of ototoxicity or myopathy have becn
reported that may have been due to chloroquine, but the only
well documented serious toxic effect in those using chloroquine
for malaria prophylaxis is on the retina, and this is irreversible.
The effect is cumulative, and 60 g is suggested as a critical
dose above which retinopathy may develop. Many people have
taken much larger amounts without any evidence of retinal
damage and Appleton (quoted by Weniger) concluded that a
once weekly dose of 300 mg chloroquine base could be taken
safely for at least five years. In 1982 a World Health Organisation
paper' took the view that the period could be extended to seven
and a half years. Amodiaquine seems to be at least as toxic as
chloroquine and may also cause pigmentation of the skin.
Long term use of proguanil as a prophylactic is remarkably

free from side effects4; but many strains of parasite are resistant
to proguanil, and breakthroughs must be expected.

Pyrimethamine is now usually used only in combination with
dapsone (in Maloprim) or sulfadoxine (in Fansidar). High
dosage may be associated with megaloblastic anaemia. At
prophylactic dosage any tendency to exacerbate anaemia (for
example, in pregnancy) may be reversed by the concurrent use
of folic or folinic acid. This addition does not counteract the
antimalarial effect.4
The toxic effects of sulphone used for long periods are well

known to the leprologists, who at one time used much larger
doses. Toxicity was uncommon and- consisted mainly; of
methaemoglobinaemia and mild anaemia, not necessarily
associated with G6PD deficiency.5 These side effects are
usually mild, but rarely agranulocytosis may occur, and cases
have been recorded when sulphone has been used in com-
bination with pyrimethamine (and also when used with pro-
guanil) as prophylaxis against malaria.4 Such reactions have

usually occurred after the use of the drugs for a short time;
they do not seem to be due to a cumulative effect. The toxic
effect may possibly be due to the combination of pyrimethamine
and dapsone. Occasionally Maloprim has been used inad-
vertently in place of dapsone in dermatology, and it is more
toxic than dapsone alone'-but the dose of both the pyri-
methamine and the dapsone was much higher than would be
used for the prophylaxis of malaria.
Maloprim has been used by expatriate families in West

Africa for several years without untoward effects (Jopling,
personal communication); and also in similar circumstances in
South East Asia, where haemoglobin and white cell counts are
checked every six months (Peters, personal communication).
The problems associated with the use of a long acting sul-

phonamide in combination with pyrimethamine usually occur
early in the administration of the drug and are often due to
the individual's sensitivity to sulphonamide. There have been
reservations about its long continued use. The World Health
Organisation states that this combination is not recommended
for prolonged use.' The Centers for Disease Control, Atlanta,8
recommend that "routine hemograms" should be obtained
from persons taking Fansidar for longer than six months. It is
possible that sensitivity to sulphonamide could develop during
long continued use of this combination.
Long acting sulphonamides have been used for prolonged

periods (in combination with trimethoprim) for treating other
diseases without serious side effects, but haematological
monitoring is considered essential.9

Discussion

As usual, the possible toxicity of the antimalarial must be
balanced against the risk of malaria. Someone staying in West
Africa for a year has a greater risk of malaria than would be
expected from a five years' residence in most parts of Asia. In
the latter continent prophylaxis may often be stopped during
seasons of the year when there is no transmission, but this is
not possible in tropical Africa. Unfortunately, advice has often
to be given on scanty information.'0

Chloroquine should be used where indicated, but for not
longer than five years: Breaks in continuity of use are likely to
be possible during leave outside the malarious area or, in some
localities, in the season when there is no transmission. At the
end of five years' use, proguanil should be used with the under-
standing that protection is less certain.
The combinations (Maloprim and Fansidar) should be used

only where they are clearly indicated; their relative advantages
have been discussed previously.' Probably their toxic effects
will appear early in the susceptible individual. Where necessary
they can probably be used for at least a year, but an examination
of the blood at the end of six months is recommended. Recom-
mendations for their use for more than a year should carefully
balance the possible risk from the drug against the risk of
malaria. More information should become available to help in
making this decision, so that it may be possible to recommend
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their continued use for longer. Otherwise there seems no
alternative to putting more reliance on proguanil in spite of its
obvious shortcomings.
The occurrence of pregnancy during long term residence in a

malarious area should be regarded in the, same way as for the
short term visitor. In general, Fansidar and Maloprim should
be avoided, but where the chance of infection is high, as in
tropical Africa, the very real risks of malaria in pregnancy
must be balanced against the possible toxic effects of the
drugs.
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Letter fromn. . . Chicago

Below the diaphragm and above

GEORGE DUNEA

It was 4 am as the phone rang, and the room was dark and cold.
"It's service calling, doctor, Mrs B wants to speak to you." I put
on a cup of tea to restore my equanimity before dialling. "Hello
doctor," I recognised the sing song voice, "I didn't know if I
should call you-but my mouth has been awfully dry and I have
been drinking a lot of water and passing a lot of urine and the
pit of my stomach feels funny and my colitis is acting up-and
did you say I should take the bran or the Metamucil, doctor ?"
"Mrs B, do you know it is 4 o'clock in the morning ?" I tried.
"Doctor, I am sorry, but...." "Mrs B," I cut her off, "is Mr B
out of town again ?" "Yes," she replied, "and do you know that
my throat is so dry I can hardly swallow, and why does my
stomach feel so high? Should I be taking more vitamins ?"
Some doctors would call Mrs B a crock,' assign her to the

department of psychoceramics, or refer to her as turkey or a
gomer2 (get out of my emergency room). Psychiatrists are more
tolerant, at least according to Alistair Cooke, because if they
play their cards right they may look forward to a lifelong relation-
ship. 3 But other doctors might place Mrs B in the category of the
"hateful patient," perhaps halfway between the dependent
clingers who evoke aversion and the manipulative help rejectors
who cause feelings of guilt and inadequacy.4 For at bottom there
always remains the fear that an organic disease is lurking in the
background, waiting to declare itself or perhaps even yet to be
described. And did not Ms Polly Murray report some years ago
how she was labelled a hypochondriac and told she was bored
and depressed until at last she was found to have Lyme disease ?5
Perhaps it is these doubts that tend to make the hypochondriacs
such odious patients, especially those suspected of having read
all the textbooks and infiltrated all the postgraduate courses.6
They frequently outlive their doctors, battening on their elan
vital like Count Dracula, and often will have buried two or three
of them before moving on to a new victim. No wonder, then,
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that as they come with their lists of complaints, these "patients
with the little paper"7 give rise to the impulse of seizing the list
and tearing it up before symptom number four, underlined in
red, comes up for consideration.6

But Amelia B is not a hateful patient-except for her dis-
concerting habit of calling at 4 am. Yet her list of symptoms is
very long. For years she had suffered from "colitis," but did
quite well when the former doctor-needless to say now also
dead and buried-initiated a 10 years' course of treatment for
amoebiasis. Somewhere in the dim past she was also given
thyroid extract; and according to the prevailing fashions she
received bromides, belladonna, phenobarbitone, dicyclomine,
and diazepam. She also needs laxatives, bismuth, much re-
assurance, and diuretics when her stomach feels high. She calls
when her eyes pull up, worries that her throat goes all the way
down and looks blue, and might as well mention that her eyes
look blue also. Her kidneys are pressing together, and gas seems
to go up and wants to go down again. There is a pain in the navel
going to the back, she is not eating right because everything
turns sour, she has an acid vaginal discharge, and she needs a
barium enema but can't have it "because of her bowels." She
once visited another doctor-presumably also dead and buried
by now-who added a psychotropic drug to her therapeutic
salad, so that with the diuretic her serum sodium dropped to
112 mmol(mEq)/l. She was then thoroughly examined in a
teaching hospital for inappropriate secretion of antidiuretic
hormone.
Mrs B also has to take bran and Metamucil "for her bowels,"

sometimes prune juice as well, and vitamins and calcium lactate
"for her bones." She is only 52 years old but her skin, dry and
wrinkled, contrasts unfavourably with her young looking,
suntanned husband, who travels a lot but when in town brings
her to the doctor. He knows it is her nerves but just wants to be
sure. Mrs B does not have hypopituitarism. She has always had
a subclavian bruit, which the vascular people say should be left
well alone. She does not know how to drive, says everything is
fine between her and her husband. Long interviews to get to the
bottom of it all were tried but were unsuccessful. Everything at
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