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It is a good study in which authors
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hyponatremia in various species of
malaria. This study also compared
severity of hyponartremia with
severity of malarial infection with
appropriate statistical methods. There
is good review on recent literature
and evidence on pathophysiology
and management of htyponatremia in
malaria cases.
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1. Introduction

ABSTRACT

Objective: To determine the prevalence of hyponatremia and its association with severity and
species of malaria.

Methods: This is a prospective study, done at Father Muller Charitable Hospital Mangalore,
in Karnataka, India. Serum sodium and parasite counts were estimated in all positive cases
of malaria patients under 15 years admitted in hospital between August 2010 to July 2012. Data
regarding all positive cases of malaria under 15 years admitted in hospital between Jan 2010 to
June 2011 were obtained. Data was analysed by Chi—square test, Fisher’s exact test and student ¢
test. P value less than 0.05 was taken significant.

Results: A total of 60 patients with malaria who met the inclusion criteria were enrolled for
study. Plasmodium vivax was the common species causing malaria (53.3%). Hyponatremia
was reported in 39 (62¢,) patients. Of the 39 cases, 2 (3%) patients had severe hyponatremia, 19
(31.67%) patients had moderate hyponatremia, whereas 18 (30%) patients had mild hyponatremia
on admission respectively. Mean sodium for falciparum malaria (131.03+4.31) mEq/L cases was
significantly lower than that of vivax malaria cases [(134.2+3.3) mEq/L, t=2.20, P=0.029]. Severity of
hyponatremia increased with severity of infection.

Conclusions: Hyponatremia is common in children with malaria and its severity increases with
severity of infection. It's more common and more severe in falciparum malaria than vivax malaria.
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Out of these species, studies have shown that P. falciparum

is responsible for majority of the deaths, and severe

Malaria is endemic in the tropics and subtropics causing
247 million infections worldwide. According to UNICEF,
around the world one child death occurs due to malaria
every 30 seconds. India contributes 759%—77% of total malaria
cases in Southeast Asia region. 95% of the population of
moderate to high risk of malaria in SEAR is living in India
and highest numbers of death were reported from Indialt.2l.
It is caused by four species of plasmodium including
Plasmodium vivax (P. vivax), Plasmodium falciparum (P.

Jfalciparum), Plasmodium malariae, and Plasmodium ovale.

complications like cerebral malaria, anemia and renal
failuref3.41.

Hyponatremia is often been associated with malaria
and is well recognised complication of severe malarialsl.
It has been show that mortality from hyponatemia is high
particularly when not diagnosed and managed early. The
pathophysiology of hyponatremia in malaria remains unclear
but various proposed mechanisms are administration of
hypotonic fluids, the syndrome of inappropriate antidiuretic

hormone secretion (SIADH), cerebral salt wasting, renal
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losses and excessive sweating[6.7].
The aim of this study is to determine the prevalence of
hyponatremia and its association with severity and species

of malaria.

2. Materials and methods

This was a prospective study carried out in Father Muller
charitable hospital. Tt is a 1200 bedded multi-specialty,
tertiary referral hospital in Mangalore, a picturesque city
in southern India, on the shore of the Arabian Sea. Malaria
is endemic in this city and has already killed more than
300 people in the past 15 yearsl8l. This study was carried
out from August 2010 to July 2012 for a period of 2 years. All
smear positive malaria patients aged between 0-15 years
who were willing to participate were included in the study.
Children with pre—existing renal disease were excluded
from the study. Informed written consent was taken at the
time of admission. Serum sodium levels were estimated
by ion selective electrode method on admission, before
administering antimalarial drugs. Severity was assessed by
parasite countl9l.

Hyponatemia was defined as serum sodium <135 mEq/L.
Hyponatremia was graded as mild if serum sodium is
between 131-135 mEq/L, moderate if 126—130 mEq/L, and
severe if <125 mEq/L. Available data was analysed by mean,
Chi-square test, Fisher’s exact test and student ¢ test. A P

value less than 0.05 was considered significant.

3. Results

A total of 60 cases of malaria who met the inclusion
criteria were enrolled for study. Majority of the patients were
between the age group of 1215 years. P. vivax was the most
common species causing malaria (53.3%). Hyponatremia
was reported in 39 (62%) patients. Of the 39 cases, 2 (3%)
patients had severe hyponatremia, 19 (31.67%) patients had
moderate hyponatremia, whereas 18 (30%) patients had mild
hyponatremia, on admission respectively. In the remaining
21 patients the sodium level was normal on admission. Mean
serum sodium was (132.70+4.10) mEqg/L, at admission. Mean
sodium for falciparum malaria (131.03£4.31) mEqg/L cases
was significantly lower than that of vivax malaria cases
(134.2+3.3) mEq/L, t=2.20 P=0.029). Though hyponatremia is
prevalent in both types, it’s more common and more severe
in falciparum malaria (Table 1). Only in faciparum malaria
cases serum sodium level <125 mEq/L were detected.
Severity of hyponatremia increased with severity of infection

(Table 2).
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Table 1

Serum sodium level in different species of malaria and their relationship.
Species <125 mEg/L  125-130 mEg/L. 131-135 mEq/L  >135 mEq/L
P. vivax 0 6 12 14

P. falciparum 2 13 6 7

X’=8.68, P=0.034.

Table 2
Relationship between serum sodium with severity of malaria infection.

<125 mEq/L 125-130 mEq/L_ 131-135 mEq/L. >135 mEq/L

Parasite count

<1000 0 0 1 0
1000—10000 0 2 6 12
>10000 2 17 11 9

Fisher’s exact test, P=0.012.

4. Discussion

Malaria caused by P. vivax and P. falciparum is endemic
in many parts of India including Mangalorel8l. Despite
intensive efforts over the last century to understand and
control malaria, it remains a leading cause of morbidity and
mortality in humans. An estimated 300—500 million people
infect malaria each year, resulting in 1.5-2.7 million deaths
annuallyl10l. Hyponatremia is well recognised complication
of malaria in pediatric age group. It is commonly observed
with falciparum malaria than vivax malarial10.11],

This study confirms that hyponatremia is not uncommon
in pediatric malaria cases, and is associated with severe
disease. Incidence of hyponatremia (62%) was comparable
with other studies done by Wolfswinkel ME et al.Is] with
469 and Hoorn EJ et al.l11] with 45.59%. Whereas studies
done by Viani et al.12l with 25% and Ladhani et al.[13] with
8% had been reported lower incidence of hyponatremia in
malaria. Both these studies were carried out in children
with imported malaria. Our study showed hyponatremia
was common and severe with falciparum malaria than vivax
malaria. It is comparable with studies done in various other
part of the worldis.7.11].

Even though hyponatremia in malaria is common, its
pathophysiology remains unclear. Suggested mechanisms
are SIADH, cerebral salt wasting, administration of hypotonic
fluid, gastrointestinal loss due to vomiting or diarrhea,
excessive sweating, renal loss etc. An understanding of the
pathophysiology is of major importance because it might
direct management strategies|5.11.14]. Previously it was thought
that hyponatremia in malaria was associated with adverse
outcome and should be managed aggressivelyl15], but recent
study done by Hanson J et al.ll6] showed that hyponatremia in
severe malaria is associated with preserved consciousness and
requires no therapy beyond rehydration.

Hyponatremia is common in children with malaria and its

severity increases with severity of infection. It is more common
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and more severe in falciparum malaria than vivax malaria.
The precise pathophysiological mechanism of hyponatremia is
unclear and requires further research.
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Comments

Background

Malaria is endemic in the tropics and subtropics causing
247 million infections worldwide. India contributes 75%—77%
of total malaria cases in Southeast Asia region. Hyponatremia
is a recognised complication in adult with malaria. Exact
prevalence and pathogenesis of this condition in children
with malaria is unknown.

Research frontiers

There are very few studies on hyponatremia in malaria.
Exact pathogenesis of hyponatremia in malaria is unknown.
This study includes all forms of malaria. It also correlates
severity of malaria with severity of hyponatremia.

Related reports

This study confirms that hyponatremia is not uncommon in
pediatric malaria cases. Results of this study are comparable
with study done by Wolfswinkel ME et al. and Hoorn EJ et
al. These are the two recent studies in this field.

Innovations & breakthroughs

Hence there is very scanty research on hyponatremia
in malaria. This study provides very useful research
information on hyponatremia in malaria especially in
children. This study includes both vivax and falciparum
malaria cases. Severity is assessed by malaria parasite
count.

Applications

It is good to know the prevalence and severity of
hyponatremia in pediatric malaria cases. Since hyponatremia
in malaria is benign, there is no need of aggressive
management other than dehydration correction.

Peer review

It is a good study in which authors evaluated prevalence
and severily of hyponatremia in various species of malaria.
This study also compared severity of hyponartremia with
severity of malarial infection with appropriate statistical
methods. There is good review on recent literature
and evidence on pathophysiology and management of
htyponatremia in malaria cases.

S213

References

[1] Shetty G, Avabratha KS, Gonsalves S, Dany A, Rai BS.
Thrombocytopenia in children with malaria—a study from coastal
Karnataka, India. Asian Pac J Trop Dis 2012; 2: 107—-109.

[2] Peter G, Manuel AL, Shetty A. Study comparing the clinical
profile of complicated cases of Plasmodium falciparum malaria
among adults and children. Asian Pac J Tropical Dis 2011; 1:
35-37.

[3] Crawely J, Chu C, Mtove G, Nosten F. Malaria in children. Lancet
2010; 375: 1468—1481.

[4] Gomes AP, VItorino RR, de Pina Costa A, de Mendonca EG, de
Almeida Oliveira MG, Siqueira—Batista R. Severe Plasmodium
falciparum malaria. Rev Bras Ter Intensiva 2011; 23: 358—369.

[5] Wolfswinkel ME, Hesselink DA, Zietse R, Hoorn EJ, Genderen
JJV. Hyponatremia in imported malaria is common and associated
with disease activity. Malar J 2010; 9: 140—148.

[6] Jasani JH, Sancheti SM, Gheewala BS, Bhuva KV, Vachani AB,
Dhairya L, et al. Association of the electrolyte disturbances (Na’,
K") with the type and severity of the malarial parasitic infection. J
Clin Diagn Res 2012; 6: 678—681.

[7] Brown S. Dysnatraemia in malaria. Int J Basic Med Sci Pharm
2012; 2: 1-6.

[8] Kakkilaya BS. Malaria in mangaluru. India: B.S. Kakkilaya’s
Malaria Web Site; 2013. [Online| Available from: http://www.
malariasite.com/malaria/MalarialnMangalore.htm [Accessed on
November 18, 2013].

[9] Gyasi DA, Adams M, Amoako S, Mahama E, Nsoh M, Amenga—
Etego S, et al. Estimating malaria parasite density: assumed white
blood cell count of 10,000/uL of blood is appropriate measure in
Central Ghana. Malar J 2012: 11: 238.

[10] Zaki SA, Shanbag P. Atypical manifestations of malaria. Res Rep
Trop Med 2011; 2: 9-22.

[11] Hoorn EJ, van Wolfswinkel ME, Hesselink DA, de Rijke YB,
Koelewijn R, van Hellemond JJ, et al. Hyponatremia in imported
malaria: the pathophysiological role of vasopressin. Malar J 2012;
11: 26.

[12] Viani RM, Bromberg K. Pediatric imported malaria in New York:
delayed diagnosis. Clin Pediatr (Phila) 1999; 38: 333—337.

[13] Ladhani S, Patel VS, El Bashir H, Shingadia D. Changes in
laboratory features of 192 children with imported falciparum
malaria treated with quinine. Pediatr Infect Dis J 2005; 24(11):
1017-1020.

[14] Wiwanitkit V. Hyponatremia, flux concentration and different
species of malaria. Iranian | Med Hypotheses Ideas 2010; 4: 17-21.

[15] Enewere GC, Ota MO, Obaro SK. Electrolyte derangement in
cerebral malaria: a case for a more aggressive approach to the
management of hyponatremia. Ann Trop Med Parasitol 2000; 94:
541-547.

[16] Hanson J, Hossain A, Charunwatthana P, Hassan MU, Davis TME,
Lam SWK, et al. Hyponatremia in severe malaria: evidence for an
appropriate anti—diuretic hormone response to hypovolemia. Am
J Trop Med Hyg 2009; 80(1): 141—145.



