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The treatment of kala-azar during
pregnancy
c. P. THAKUR, G. P. SINHA, V. SHARMA, D. BARAT

ABSTRACT
Background. Kala-azar in pregnant women is difficult to

treat because for them the two commonly used drugs,
sodium stibogluconate and pen.tamidine,are not considered
safe.Weassessedtheeffect of amphotericin B on pregnancy,
on the foetus and kala-azar,

Methods. Five pregnant women were administered
amphotericin B at a dose of 1mg/kg body weight daily start-
ing with 0.5 mg/kg body weight till a total dose of 20 mg/kg
body weight was given. The progress of pregnancy was
monitored ultrasonographically and the mothers and
children were followed for six months.

Results. All the 5 women were cured of the disease
and there was no harmful effect on the children.

Conclusion. Amphotericin B cures kala-azar during
pregnancy with no harmful effects on the foetus.
Natl Med J India 1993;6:263-5

INTRODUCTION
In spite of the increasing incidence of kala-azar in Bihar with
100000 cases in 19771 and 250000 in 1991,2 pregnancy in
affected women is uncommon because they either db not
conceive or the foetuses are aborted due to the disease or
following treatment with antimony or pentamidine. Text-
books of medicine>" and those on tropical diseases's? do not
discuss this problem and the World Health Organization's
recommendations mention nothing about the management
of kala-azar during pregnancy. 10 We found only three
references in the published literature: one case report, II one
letter" and one dealing with the mechanism of passage of
Leishman-Donovan bodies and trypanosomes across the
placenta. 13 The commonly used drugs-sodium stibogluconate
and pentamidine-have been found unsafe in pregnancy. 14

In 1991-92 we saw 5 pregnant women who had kala-azar and
we decided to give them amphotericin B because it cured the
disease quickly. We think this may be the first report on the
use of this drug in pregnant women with kala-azar.
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PATIENTS AND METHODS
Patient 1
In April 1991, a 23-year-old woman came from the kala-
azar affected district of Vaishali in her fourth month of
pregnancy. She had had fever for a month which had
been treated with chloramphenicol, ciprofloxacin and
chloroquine. On examination she was well nourished and
had a temperature ranging from 99 OFto 104 OF.Her spleen
was palpable 6 cm and liver 2 cm below the costal margin,
her total leucocyte count was 6200 per cmm, and the haemo-
globin was 7.6 g/dl. The electrocardiogram (ECG) and chest
X-ray were normal. Ultrasonography revealed a viable
foetus. Splenic aspirates stained with Giemsa contained
10-100 leishmania amastigotes per high power field
(leishmania index 5+) .15 ELISA, the indirect haernoggluti-
nation (IHA) and direct agglutination tests for kala-azar
were also positive. She was treated with amphotericin B in a
dose of 0.05, 0.1, 0.25, 0.5 and 1 mg/kg body weight on
days 1,2,3,4 and 5 respectively. The drug was then given on
alternate days in a dose of 1 mg/kg body weight till she
received a total dose of 20 mg/kg body weight. Amphotericin
B is available as a powder of which 50 mg was mixed with
10 ml sterile water and added to a 500 ml bottle of 5% glucose
and given slowly over 4 to 6 hours. During the first few days,
a low dose of hydrocortisone (5 mg) was given prior to the
infusion to prevent shivering, fever and thrombophlebitis.
Blood urea, serum creatinine, serum potassium, haemo-
globin, ECG changes and foetal progress were monitored
weekly. The patient was encouraged to take liberal quantities
of fresh fruit juice to compensate for potassium loss and
to prevent renal damage. She became afebrile by the fourth
infusion.

The creatinine, urea and potassium levels returned to
normal 2 weeks after treatment. Her spleen became smaller
and her bone marrow aspirates were free of amastigotes at
the end of treatment (Table I) and at a 6-month follow up
examination. Foetal growth monitored by ultrasonography
was normal and she subsequently delivered a normal child.
Both baby and mother were followed for one year and were
normal.

Patient 2
A 24-year-old woman in her fifth month of pregnancy came
to us with high fever. She was a resident of Patna but her
parents, whom she visited occasionally, lived in a village
where kala-azar was endemic. She had already been given
chloramphenicol, ofloxacin and ampicillin. On examination
she was well built, her spleen measured 7 em and liver 2 em
below the costal margin. Splenic aspirates showed 1-10
amastigotes per high power field (leishmania index 4+) .15

Immunological tests for kala-azar were also positive.
Ultrasonography showed a normal foetus. She was put on the
same course of amphotericin B as in the previous case and
her bone marrow aspirates became negative for amastigotes
at the end of treatment and at six months of follow up
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TABLEI. Clinical findings in 5 patients of kala-azar with pregnancy
before and after treatment with amphotericin B

Before After
treatment treatment

Intermittent fever
Weight (kg)
Splenic size (em)
Total leucocyte count (per cmm)
'Serum potassium (mEq/L)
Serum creatinine (mg/dl)
Splenic/bone marrow aspirate positive

for parasites

o
SI.8±S.7
O.8±O.86

7200±830
3.I±O.37
1.6±O.34

o

S
SO.6±6.3

7±1
S200±640

3.9±O.2
I.2±O.14

S

(Table I). She delivered a normal child and a year later
both mother and child were healthy.

Patient 3
A 19-year-old girl from Vaishali district, a kala-azar affected
area, in her third month of pregnancy presented with a
history of fever for one and a half months. She had already
received courses of chloramphenicol, ciprofloxacin,
chloroquine and antitubercular drugs. Her temperature
ranged from 98 OFto lO3 OFand she had occasional shivering.
Her spleen measured 8 cm and liver 2 cm below the costal
margin. The other routine investigations were normal. Her
splenic aspirates contained 1-10 amastigotes per high po~~r
field (leishmania index 4+ ).15She was put on amphotericin
B and during treatment had mild fever and shivering on the
day of infusion. At the end of treatment and 6 months of
follow up her biochemical test results were normal and bone
marrow aspirates free of amastigotes. She delivered a normal
baby and both mother and child were well one year later.

Patient 4
A young woman, aged 22, who had been married one and a
half years previously had irregular low grade fever for
6 months. She was diagnosed to have kala-azar and was given
a course of sodium stibogluconate in a dose of 20 mg/kg body
weight for 40 days in a rural hospital. She remained afebrile
for a month. During that period she conceived, and became
febrile 40 days later. Her spleen measured 6 em and liver
3 cm below the costal margin. Splenic aspirates contained
1-10 parasites per 100 high power field (leishmania index
2+ ).15The immunological tests for kala-azar were also posi-
tive. She was given amphotericin B daily and became afebrile
after the sixth infusion. She had an uneventful recovery
and at the end of treatment her spleen was just palpable.
She delivered a normal child and both mother and child were
normal after one year,

Patient 5
A 29-year-old woman from Munger had kala-azar in her fifth
month of pregnancy. She had intermittent fever, shivering
and a dry cough for 2 months. No foetal movements had been
felt for the previous 7 days. Her only son had died of kala-
azar 2 months ago. Her spleen measured 8 cm and liver 2 cm
below the costal margin, and splenic aspirate showed I-tO
parasites per 100 high power fields (leishmania index 2+ ).15
Immunological tests for kala-azar were positive. Ultrasono-
graphy revealed a 21-week viable foetus. She was started on
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amphotericin B. Foetal movements were discernible after
the second infusion and she became afebrile after the third.
At the beginning and end of treatment her body weight was
52 and 52.5 kg, total leucocyte count was 4500 and 7200 per
cmm, serum proteins were 7.2 and 8.2 g/dl, and serum
creatinine 1.4 and 2.2 mg/dl respectively. Her bone marrow
aspirates were free of parasites after treatment and at follow
up. She delivered a normal child.

DISCUSSION
All these patients were cured by amphotericin B and the
foetuses suffered no untoward effects. However, they had
certain common features: they were well nourished and kala-
azar had been diagnosed early. They were then treated with
amphotericin B without being given sodium stibogluconate
and pentamidine. They all gained weight and no patient
relapsed within 12 months of follow up (Table I).

Sodium stibogluconate is probably unsafe in pregnancy.
Pentamidine can induce abortion'! and we therefore decided
to use amphotericin B, though its safety during pregnancy
has not been established. 14 Amphotericin B is a very potent
drug. It kills both extracellular (promastigotes) and intra-
cellular (amastigotes) forms of leishmania at a concentration
of 1 tAg/ml.16It is 130--187 times more potent than sodium
stibogluconate in hamsters infected for a short term and
43-139 times more potent than sodium stibogluconate in
hamsters infected over a longer term. It is also 138 times
more potent than sodium stibogluconate in monkeys. 17 We
presumed that amphotericin B being such a potent drug
would kill parasites rapidly and that might save the preg-
nancy. Successful treatment of all cases of multi-drug
unresponsive kala-azar both in adults'<!? and children" with
amphotericin B encouraged us to use this drug in pregnant
women. We also found this drug to be more potent than the
others as it cured all cases of kala-azar while antimony cured
only 80%.

Amphotericin B is a toxic drug. It causes shivering a.nd
fever during infusion, )!!-23it may cause sudden cardiac
arrest 19.24and early and late kidney damage. 22.23Efforts have
been made to minimize the toxicity and retain the efficacy of
the drug by changing its delivery system by preparing
Iiposomal amphotericin B25.26or giving the drug. in 20%
intralipid-? instead of 5% glucose. However, as the hposomal
preparation is very costly and not freely available, we had no
choice but to use amphotericin B in glucose.

Thus, in a small number of pregnant women with kala-azar
we have found that amphotericin B is safe and does not seem
to harm the foetus.
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