Case Reports
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Pyrimethamine is an effective anti-parasitic
medication with a narrow therapeutic index. We
report a child with toxoplasmosis who developed
hyperpigmentation and profound thrombocytopenia
during a course of treatment with pyrimethamine.
These two wunusual complications occurred in
addition to folate deficiency and megaloblastic
anaemia which are recognized adverse effects of this
medication.

Case report

A seven year old girl, weighing 20kg, presented with
rapidly progressive generalized hyperpigmentation
and lethargy of two weeks duration. Multiple
ecchymotic patches had appeared on the day of
admission. She was ingesting a daily dose of
pyrimethamine as treatment for toxoplasmosis with
multi-system involvement. Toxoplasmosis had been
diagnosed because of cervical lymphadenopathy and
hepatosplenomegaly of two years duration,
progressive peripheral eosinophilia and high titre of
toxoplasma specific IgM antibodies. There was no
choreoretinitis. A twenty one day course of
pyrimethamine was administered starting with a
loading dose of 40mg (2mg/kg/day) on two
consecutive days followed by a daily dose of 20mg
(1mg/kg/day). She had taken pyrimethamine for a
total of 17 days without complying with prophylactic
folic acid 5 mg daily.

On physical examination she looked ill and apathetic.
She was afebrile and had oral ulcers and large
ecchymoses over trunk and limbs. There was
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hyperpigmentation of the skin more marked in the
extremities and in palms, soles, skin creases and
buccal mucosa. Blood pressure was normal.
Hepatosplenomegaly and lymphadenopathy had
reduced in size. Full blood count showed a
haemoglobin of 8.6 g/dl, a platelet count 10x10°/L
and a white cell count of 8.5x10°/L. There were oval
macrocytic  erythrocytes and  hyper-segmented
neutrophils in the blood picture with reduced platelets
and no blast cells. Bone marrow biopsy was
performed after platelet transfusion and before any
other intervention. Marrow confirmed megaloblastic
anaemia, while showing megakaryocytes that were
increased in number and activity. Large
megakaryocyte with increased budding are shown in
Figure 1.

Figure 1: Bone marrow showing megakaryocyte with
increased platelet budding

Red blood cell folate level was 36.6ng/ml (normal
range: 252.6 - 813.7ng/ml) and serum B, level was
908.9 pg/ml (normal range: 208 - 963 pg/ml). Serum
electrolytes, blood glucose, liver enzymes and serum
creatinine were normal.

Pyrimethamine was discontinued and a thrice daily
dose of folic acid 5 mg started. On the seventh day
after stopping pyrimethamine a normal platelet count



was regained. By three weeks, haemoglobin was
11.2g/dl and the oral ulcers resolved completely.
Hyperpigmentation began fading only after two
months. At four months, apart from a firm spleen of
1.5 cm below the costal border, she was completely
well.

Discussion

Our patient developed hyperpigmentation, acute
profound thrombocytopenia, megaloblastic anaemia
and folate deficiency while on pyrimethamine.
Although pigmentation is described in some patients
with megaloblastic anaemia it is very rare following
pyrimethamine use and the few reported cases are in
adults'*?.

Four children previously reported to develop
hyperpigmentation while on pyrimethamine all had
AIDS and were receiving azidothymidine,
pyrimethamine and ketoconazole, causing uncertainty
regarding  which  medication @ had  caused
hyperpigmentation4.

Megaloblastic anaemia due to folate deficiency
caused by pyrimethamine-induced enzyme inhibition
is associated  with  mild to moderate
thrombocytopenia but profound life threatening
thrombocytopenia is very rare. Pancytopenia is
another haematological complication but we found
normal white cell counts”.

Bone marrow showed increased megakaryocytic
activity (figure 1) suggesting a peripheral destruction
of platelets rather than a reduced production due to
folate deficiency. A diagnosis of immune
thrombocytopenia was considered and we found that
this complication has been reported once before after
pyrimethamine. Recovery in seven days of stopping
pyrimethamine was in keeping withthe mean
recovery period (8 days) of drug induced
thrombocytopenia®.

This case report demonstrates that pyrimethamine
can cause severe thrombocytopenia and generalized
hyperpigmentation with significantly low folate
levels.
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