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patients
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This is a report of three cases of cryptococcal meningoencephalitis in 33 years old female,
72 years male and 42 year female, who were on immunosuppressive therapy. The variabil-
ity of symptoms in non-HIV patient with cryptococcal meningoencephalitis poses diagnostic
challenge and requires high level of suspicion to consider it as a differential diagnosis.
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INTRODUCTION

Cryptococcus neoformans, yeast like fungus, is the
etiologic agent of cryptococcosis. The infection is
acquired from the environment by inhalation of
aerosolized infectious particles. Cryptococcosis oc-
curs mostly in individuals with AIDS and other forms
of impaired immunity (Harrison’s Principles of In-
ternal Medicine, 17" ed). Its distribution is world-
wide. This infection may present with pulmonary
infection- cough, chest pain and fever but gener-
ally present with meningitis or some other mani-
festation of extrapulmonary dissemination (Dupont,
1989). In patient with meningitis although head-
ache and neck stiffness may not be severe, but
other signs such as confusion, drowsiness, photo-
phobia and cranial nerve palsies may be
found(Manson’s Tropical Diseases, 22™ Ed).

Observations
Case 1
A 33 year old female was diagnosed to be suffer-

ing from autoimmune hepatitis after relevant inves-
tigations and liver biopsy followed by histopatho-
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logical examination. She was prescribed oral ste-
roids in the form of prednisolone (30 mg /day) and
tablet azathioprine (50 mg/day) to which she re-
sponded satisfactorily. She remained in follow up
with gradually improving liver function tests and
prednisolone was tapered to maintenance dose 10
mg/day in due course of follow up.

After 9 months of therapy she complaint intermit-
tent mild grade fever along with mild global head-
ache and without any other suggestive foci for 12-
15 days. On physical examination mild grade pal-
lor, icterus and hepato-splenomegaly was present.
Her laboratory parameters were normal except for
mild microcytic anaemia (Hb-10.9 gm% , MCV-73.2)
and mildly elevated Bilirubin level (3.0 mg/dl ) with-
out much alteration of liver enzymes. Peripheral
blood smear for malaria parasite was repeatedly
negative. Blood and urine culture didn’t show any
growth. HIV ELISA was negative. Contrast en-
hanced CT scan of brain was normal. Lumbar
puncture was done to encounter a high opening
pressure and the CSF study revealed protein 61.3
mg/dl, glucose 13 mg/dl and cell count 13 cells/
c.mm with lymphocytic predominance (96%). CSF
Cryptococcal antigen (CRAG) was positive in 1:256
titre. The India Ink staining of CSF showed field
studded with budding yeast cells and culture in
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SDA medium showed growth. Amphotericin B was
given at the dose of 0.7 mg /kg BW for 14 days
under electrolytes and renal parameter monitor-
ing. At the end of 14 days again CSF study was
done and the India ink stain again showed the fields
with budding yeast cell. Amphotericin B was ex-
tended in same dose for the next 14 days and a
repeat CSF study showed presence of yeast cells
but the number of yeast cells had decreased. Am-
photericin B was further extended but the patient
succumbed soon to the florid illness.

Case 2

A 72 year old male was diagnosed to be suffering
from Pemphigous Foliacious after skin biopsy fol-
lowed by histopathological examination. He was
prescribed oral steroid- Prednisolone (40 mg/day)
and tablet Azathioprine(50 mg/day) to which he re-
sponded satisfactorily.

After one year of therapy he presented with low
grade fever along with global headache and with-
out any other suggestive foci for 20 days. On physi-
cal examination he had pallor and mild neck rigid-
ity. His laboratory parameters were normal and HIV
ELISA was negative. Contrast enhanced CT scan
of brain was normal. Lumbar puncture showed high
opening pressure and the CSF study revealed pro-
tein 54 mg/dl, glucose 25 mg/dl and cell count of
40 cells/c.mm with lymphocytic predominance
(86%). CSF cryptococcal antigen (CRAG) was posi-
tive in 1:128 titre and the India Ink staining showed
field studded with budding yeast cells. Culture in
SDA media showed growth. This patient was
treated successfully with Amphotericin B.

Case 3

A 42 year female, known patient of SLE, was on
immunosuppressant for 2 years, presented with
mild fever, vomiting and behavioural abnormalities
for 8 days. Her laboratory parameters and CT scan
of brain were normal.HIV ELISA was negative and
CD, count was 294 cells /c.mm. Lumbar puncture
showed high opening pressure and the CSF study
revealed protein 64 mg/dl, glucose 93 mg/dl, cell
count 14 cells/c.mm with lymphocytic predomi-
nance (90%). CSF cryptococcal antigen (CRAG)
was positive in 1:128 titres and the India Ink stain-
ing showed field studded with budding yeast cells.
Culture confirmation of the aetiological agent was
done. Patient was treated successfully with Am-
photericin B.

On Cryptococcal meningites
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DISCUSSION

Cases have been reported in the past about oc-
currence Cryptococcal meningoencephalitis in non-
HIV cases of immunosuppression. Clinical presen-
tation of cryptococcal meningoencephalitis in HIV
seronegative patients is variable. Fever is observed
in approximately 50 per cent of cases. Severity,
duration and presence of headache are quite vari-

Fig. 1: India Ink stain showing budding Cryptococcus neoformans
in CSF

able (Pappas et al, 2001). Many patients present
with signs and symptoms of subacute meningitis
or meningoencephalitis. Headache, lethargy, coma,
personality changes, and memory loss typically
develop over 2 to 4 weeks. Kiertiburanakul et
al,(2006) showed that the most common associ-

Fig. 2: Growth of Cryptococcus in SDA medium
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ated conditions included immunosuppressive drug
treatment (41%), presence of systemic lupus
erythematous (16%), malignancies (16%), and dia-

A

Fig. 3: Pemphigous foliacious

betes mellitus (14%). Diagnosis of cryptococcal
meningoencephalitis is difficult due to presence of
nonspecific signs and symptoms. The disease
should be suspected in patient presenting with fe-
ver, headache, neurological features, and sub-
acute or chronic meningitis. Lumber puncture fol-
lowed by cytology, biochemistry ,culture ,and
cryptoccocal antigen test are essential tools in di-
agnosis. Treatment of cryptococcal meningoen-
cephalitis consists of antifungal therapy including
induction, consolidation, and maintenance phases
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using high dose Amphotericin B for more than 6
weeks followed by oral antifungal fluconazole in
maintenance therapy (Perfect et al, 2010).

Cryptococcal meningoencephalitis should be a dif-
ferential diagnosis in patients with immunosuppres-
sion due to any cause presenting with features
suggestive of CNS infection. Certain cases are dif-
ficult to treat because they don’'t respond ad-
equately to available antifungals particularly in re-
gions where Flucytocine is not available.
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