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Vitamin A as adjunct therapy for cerebral malaria: what is the

evidence?
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Severe malaria continues to cause significant
morbidity and mortality in several settings in Africa
despite the availability of efficacious and potent
antimalarial drugs. This has led to an increased interest
in adjunctive therapies that target the underlying
pathophysiology of severe malaria as additional
approaches to management that may further reduce
morbidity and mortality. Several adjunctive therapies
have been tested over the years including
dexamethasone, exchange blood transfusion, N-
acetylsysteine, anti-TNFE, mannitol and levamisole.
However despite numerous clinical trials, to date,
effective adjunctive treatments have been elusive.
Most trials have been underpowered and in a recent
review many were found to have inadequate
methodological quality.

It is apparent therefore that different
approaches to adjunctive therapy for severe malaria
have been evaluated. One additional approach has
been exploring the utilization of micronutrients in
the management of malaria. Whereas micronutrients
are well known to have antioxidant effects, their
interaction with malaria is not well characterized.
Their role for the treatment and prevention of malaria
has however been a soutce of intrigue with studies
reporting conflicting results on their impact. Zinc,
vitamin A and E, carotenoids, vitamins B and C and
folic acid have been reported to have modulatory
effects on the pathogenesis of malaria'. Beneficial
protective effects of vitamin A or zinc on malaria-
related morbidity have been demonstrated in some
settings****. In Burkina Faso, combined
supplementation with vitamin A and zinc reduced
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the burden of clinical attacks of malaria in young
children by 30%°. In contrast to these studies that
have suggested potential protective effects of vitamin
A or zinc supplementation, other studies have shown
the reverse. A randomized, placebo-controlled trial
in Burkina Faso of zinc supplementation failed to
show a protective impact on malaria episodes’. In
addition, a study done in 2006 found that iron and
folic acid supplements instead increased malaria-
related hospitalization and deaths by 12 per cent. In
a more recent study in Tanzania, giving supplements
containing iron, folic acid, copper and vitamins to
about 600 children aged 6 months to 5 years with
iron deficiency increased their likelihood of
contracting malatia by 41 per cent®. These conflicting
findings indicate that currently, there is no consensus
on the exact impact of micronutrients on malaria
treatment and prevention.

In this issue of the African Health Sciences,
Mwanga et al report results of a randomized
controlled trial evaluating the effect of vitamin A
adjunct therapy for cerebral malaria in children
admitted to Mulago hospital’. As a leading cause of
childhood mortality in sub-Saharan Africa,
interventions to ameliorate mortality due to cerebral
malaria are a public health priority. Vitamin A is an
essential nutrient required for maintaining immune
function, playing an important role in the regulation
of cell-mediated immunity and in humoral antibody
responses. Vitamin A has been shown to suppress
growth of P.falciparum, scavenge free radicals, and
exhibit synergistic action with quinine in parasite
clearance'"!"". Mwanga et al studied 142 children aged
6 months to 5 years, who were randomized to receive
either Vitamin A or placebo and antimalarial
treatment with intravenous quinine. The results show
that whereas there were no significant differences in
outcome measures between the two treatment arms,
there was a trend towards ecarlier resolution of
convulsions and lower mortality (8.1%) in children
who received Vitamin A supplementation compared
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to 16.2% in the placebo. Whereas this difference in
mortality did not reach statistical significance; it draws
attention to the potential role of Vitamin A as adjunct
therapy for cerebral malaria. Vitamin A is a
particularly attractive option for this role as it is a
relatively affordable, easy to administer and readily
available intervention that could be appropriate for
use in several malaria endemic countries. However,
before any such recommendations are made, a
sufficiently powered study with different dosing
regimens are warranted to provide more conclusive
evidence for the role Vitamin A could play as adjunct
therapy. Furthermore reduction in severe malaria
related mortality will also be achieved through
embracing the use of intravenous artesunate as the
preferred first line drug for the management of
severe malaria. In several settings in sub-Saharan
Africa, additional interventions will include improved
health secking behavior that will promote early
treatment seeking, strengthening of referral systems,
improved triage and emergency treatment
approaches and finally better supportive care for
hospitalized patients.
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Editorial commentary on: Malaria parasitaemia among long distance

truck drivers in the Niger delta of Nigeria
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Erhabor et al' describe the prevalence of
asymptomatic malaria in a unique study population
of truck drivers, who have otherwise featured in
medical literature for risky sexual behaviour and
associated high HIV prevalence rates®. Their findings
suggest that limited access to adequate health care
facilities and preventative strategies exposes truck
drivers to infection with plasmodium facliparum, the
most virulent species of the genus plasmodium that
causes malaria, accounting for millions of deaths in
Africa’.

Curtailing vectorial-transmission of p.
Jaleiparnm is one of the key strategies towards control,
eradication and ultimate elimination of this disease
in Africa. Indeed, increased coverage of preventative
measures such as insecticide treated nets and Indoor
residual spraying, has resulted in malaria control and
eradication in some parts of Africa’. A secondary
consequence of success in malaria control in children
< 5 years of age is a shift in disease burden to older
population’s highlighting the elusiveness of this
parasite and intricacies required in eliminating this
deadly parasite from the face of the world”.

Thought interesting, their findings of higher
point prevalence of asymptomatic malaria among
truck drivers with low CD4 counts would have been
more informative if the HIV status of the truck
drivers had been studied. HIV disease impairs
acquired immunity to malaria seen in older children
and adults in endemic areas and has been associated
with increased frequency of both parasitemia and

clinical malaria in HIV-infected adults®®. Increase
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prevalence of HIV in this population could as well
explain their findings.

Despite limitations, the key finding of high
rates of asymptomatic malaria coverage in an
otherwise ‘unsuspected’ population of truck driver
is telling of the need to cast the net wide to eradicate
the parasite in hosts that efficiently harbour the
parasite, propagating spread of malaria to vulnerable
populations by aiding the parasite vectors
‘mosquitoes’ in transmitting the parasite from place
to place.
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