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Amphotericin B induced ocular toxicity in
cryptococcal meningitis
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SUMMARY We report a case of acute visual loss after a test dose (1 mg) of intravenous amphotericin
B administered to a patient with systemic lupus erythematosus and with cryptococcal meningitis.
Her visual acuity was normal prior to the injection of amphotericin B. The meningitis subsequently
responded to miconazole and flucytosine treatment. Our findings suggest that amphotericin B
should be withheld in the treatment of cryptococcal meningitis if disease of the optic nerve is
strongly suspected.

Amphotericin B has been used as a first-line treat-
ment in cryptococcal meningitis.' We report a case
of acute visual loss after a test dose (1 mg) of intra-
venous amphotericin B administered to a patient
with systemic lupus erythematosus and cryptococcal
meningitis. We believe that this is the first report of
an intravenous test dose of amphotericin B leading to
ocular toxicity in cryptococcal meningitis.

CASE REPORT
A 26-year-old Chinese woman was first diagnosed as
suffering from systemic lupus erythematosus with
diffuse proliferative glomerulonephritis in 1984. She
was maintained on low-dose prednisolone (5 mg/day)
and azathioprine (125 mg/day).
She presented to the medical clinic in September

1987 with a four-week history of low grade fever and
headache. The clinical examination showed absence
of neck rigidity with no localising sign. The appear-
ances on funduscopic examination and visual acuity
were normal. Her white cell count was 11 x 109/1 and
the erythrocyte sedimentation rate was 94 mm in the
first hour. Her renal and liver function tests and C3
and C4 levels were normal. Plasma C-reactive pro-
tein was 20 mg/l (normal range 0-9.9 mg/l), and the
antinuclear antibodies titre was 1:80. Urine and
blood cultures were negative. A computerised tomo-
graphy of the brain did not show any lesion.
A lumbar puncture was subsequently performed

because of persistent headache and fever. The cere-
brospinal fluid was clear, with a pressure of 30 cm
H20. Microscopic examination showed white cells
(30x 106/1 with 100% polymorphs) and no red cell.
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The protein and glucose concentrations in the cere-
brospinal fluid were 0 4 g/l and 2-8 mmol/l respec-
tively (simultaneous blood sugar 5 8 mmol/l). Cryp-
tococcus neoformans was identified with Indian ink
stain and later isolated on culture. Bacterial and viral
cultures were negative in the cerebrospinal fluid.
The patient was prescribed amphotericin B and

flucytosine. A test dose of 1 mg amphotericin B in
20 ml 5% dextrose solution was administered intra-
venously over 20 minutes. She developed fever,
chills, and a rigor after receiving the test dose, so
amphotericin B was withheld. Ten hours later the
patient complained of bilateral visual impairment.
Her visual acuity was reduced to light perception at
60 cm for the right eye and 30 cm for the left eye. Her
fundi looked normal, with no papilloedema or optic
atrophy. The intraocular pressure was normal. Her
visual acuity deteriorated rapidly. The visual evoked
potentials of both eyes were unrecordable three days
later, and she was totally blind.
Four days later she developed ophthalmoplegia,

with failure of abduction of both eyes and impaired
upward and downward gaze of the left eye. A
repeated computerised tomography of the brain 10
days later did not show any lesion. Intravenous
miconazole 600 mg thrice daily and oral flucytosine
1.5 g four times daily were given for a total duration
of 10 weeks. Repeated lumbar puncture performed
after six and eight weeks' therapy showed no pleo-
cytosis or cryptococcus, and the cultures were
negative.
Her ophthalmoplegia subsided five weeks after

treatment. The visual failure persisted, with no light
perception and loss of light reflexes bilaterally.
Bilateral optic atrophy developed 10 weeks after the
administration of amphotericin B.
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Discussion

Patients with systemic lupus erythematosus on im-
munosuppressive therapy are more susceptible than
usual to cryptococcal infection. Cryptococcal men-

ingitis may cause progressive visual disturbances such
as decreased visual acuity, papilloedema, increased
blind spot, optic atrophy, and extraocular muscle
paresis.2 Acute blindness with normal funduscopic
appearance has not previously been recognised in
cryptococcal meningitis. Marked visual loss shortly
after intrathecal injection of amphotericin B has been
previously reported in two patients with cryptococcal
meningitis.' Adhesive arachnoiditis or toxic neuritis
has been suggested as a possible cause.' Our patient,
whose vision was previously normal, received an

intravenous test dose of amphotericin B and devel-
oped acute bilateral blindness within 24 hours.
Blurring of vision is a well recognised but uncommon
complication of intravenous amphotericin B, but
acute blindness has never been reported.' We cannot
prove that the amphotericin B was the culprit, but a

possible idiosyncratic reaction of optic nerves to-
wards the drug is highly likely in view of the temporal
relation between the acute onset of blindness and the
administration of the test dose. Cryptococcus neo-

formans may rarely invade the optic nerve, 2 and
whether this would predispose the optic nerve to
further injury by the amphotericin B remains spec-
ulative.
Amphotericin B has potential renal and neuro-

logical toxicity. Since such a low testing dose could

cause acute blindness in patients with cryptococcal
meningitis, extreme caution should be exercised in
administering it to these patients. We suggest that it
should not be used as a first-line drug in patients with
possible optic nerve involvement. Miconazole has
been used successfully in treating cryptococcal men-
ingitis.f Our patient also showed a good clinical and
laboratory response to the combination therapy of
intravenous miconazole and oral flucytosine. Our
findings suggest that miconazole and flucytosine
should be considered as the initial treatment in
cryptococcal meningitis in preference to ampho-
tericin B if optic nerve pathology is strongly sus-
pected.
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