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Cryptococcal Meningitis : 12 Years Experience in a
Single Tertiary Health Care Center

Background: Cryptococcal infections are frequent in human immunodeficiency
virus (HIV)-infected patients. This infection may occur in other immunocompromis-
ed patients, and the diagnosis is often delayed in these cases. There are a few reports
on cryptococcal meningitis in non-HIV-infected patients in Korea. We reviewed the
clinical features and efficacy of antifungal therapy in 33 patients who were treated at
asingle tertiary health care center of Korea.

Materials and Methods: The medical records of 33 consecutive patients who were
admitted to one tertiary hospital for cryptococcal meningitis between 1995 and
2008 were reviewed retrospectively. Cryptococcal meningitis was confirmed by
positive cerebral spinal fluid (CSF) cultures or compatible clinical features plus a
positive cryptococcal antigen test of CSF.

Results: Of the 33 patients analyzed, 30 cases were non-HIV patients. The
outcomes were complete cure in 23 cases, relapse after initial treatment in four
cases, and death due to treatment failure in six cases. The main initial manifestations
were headache (84.8%), fever (54.5%), and seizure (33.3%). Factors significantly
associated with unfavorable outcomes, including mortality and relapse, were afebrile
condition, mental change, hearing impairment, initial high opening pressure of CSF
(>250 mmH,0), and low initial absolute neutrophil count. On multivariate analysis,
afebrile condition was an independent predictor of an unfavorable outcome (odds
ratio 17.3; 95% confidence interval 1.0-28.3; P=0.045).

Conclusions: It is necessary to observe closely cryptococcal meningitis patients
without fever on admission.
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Table 1. General Characteristics of the Patients with Cryptococcal meningitis
Baseline characteristics
Total cases (male : female)

33 cases (20: 13)

Age (mean+SD* range) (year) 51.7+13.2 (27-74)
Duration of hospitalization (mean+SD) 57.4+43.2 days
Underlying conditions-cases (%)

Use of immunosupressant 15 (45.4%)
Steroid 7(21.2%)
Others 8 (24.2%)

Viral hepatitis carrier 8 (24.2%)

Transplantation 7(21.2%)
Kidney 4(12.1%)

Liver 3( 91%)
Hypertension 7(21.2%)
Malignancy 5(15.1%)

Hematologic 3(91%)

Solid 2(6.0%)
Diabetes mellitus 5(15.1%)

HIV infection 3(91%)

“SD, standard deviation
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Table 2. Gerebrospinal Fluid findings in the Patients of Cryptococcal meningitis
Variables

WBC? count, cells/uL (mean+SD") 2254272
Glucose, mg/dL (mean+SD) 50.7+34.8
Protein, mg/dL (mean+SD) 156.6+146.8
Opening pressure, mmH,0 (mean+SD) 177127
Opening pressure >250 mmH,0 8/33" (24.2%)
Antigen positive 33/33°(100%)
CSF culture 29/33° (87.8%)
India ink 7/33° (21.3%)

“WBC, white blood cell; "SD, standard deviation
‘positive cases/total patients

Table 3. Clinical Features of the Patients of Cryptococcal meningitis

Symptoms and signs Count (%)
Headache 28 (84.8)
Fever 18 (54.5)
Seizure 11(33.3)
Vomiting 8(24.2)
Meningeal irritation sign 7(21.2)
Decreased mentation 4(12.1)
Speech disturbance 2(6.0)
Hearing impairment 2(6.0)
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Table 4. Treatment Outcome of Cryptococcal meningitis
Outcome (cases)

Treatment modality

Favorable Unfavorable®
AMB"+FC +fluconazole 13 3
AMB-+fluconazole 4 4
Fluconazole+FC 1 1
fluconazole only 5 2
Total 23 10

’mortality 6 cases
°AMB, amphotericine B; °FC, flucytosine

Table 5. Risk Factors for Poor Prognosis of Cryptococcal meningitis in Patients;
Univariate analysis

Favorable Unfavorable
Variables outcome outcome P value
(n=23) (n=10)
Age (mean=SD?) 51.7+12.6 51.8+15.2  0.851
CSF WBC® cells/pL (mean+SD) 237279 193+267 0.673

ANC’ <2,000 cells/pL, cases 1/23( 4.3%) 2/10(20.0%) 0.043

Immunosuppressant 11/23 (47.8%)  4/10 (40.0%)
Steroid 5 2 0.665°
Others 6 2

Hearing impairment, cases
Afebrile, cases

0/23( 0.0%) 2/10(20.0%) 0.027

7/23 (30.4%)  8/10(80.0%) 0.020
Decreased mentation, cases 1/23( 4.3%) 3/10(30.0%) 0.038
CSF opening Pressure >250 mmH,0, cases  3/23 (13.0%)  5/10 (50.0%) 0.036

“SD, standard deviation; "CSF WBC, cerebrospinal fluid white blood cell; ANC, absolute
neutrophil count
“Linear by linear association
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