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In uction

Cryptococcal meningitis is a major cause of HIV-associated morbidity and mortality in Africa, estimated to kill 500, 000 people/year.[1]
It is the commonest cause of meningitis in many parts of SubSaharan Africa.[2, 3, 4] Optimal treatment regimens involve the use of 2
weeks of amphotericin B, which is neither available nor feasible in most centres in SubSaharan Africa. Improved oral treatment regimens
are needed as current treatments in the developing world have a 10 week mortality of up to 70%.[1] Fluconazole 1200mg/day is more
rapidly fungicidal than 800 mg/day.[5] Therefore we examined the added benefit of adding oral flucytosine to fluconazole 1200 mg/day
on the treatment of cryptococcal meningitis.

Objectives: 1) [Primary] To determine whether adding flucytosine to high-dose fluconazole in the first 2 weeks of
cryptococcal meningitis treatment improves the killing of organism in the cerebrospinal fluid (EFA)
Mortality and Grade 111 and IV Adverse Events

2) [Secondary]
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Quantitative cultures/Early Fungicidal Activity (EFA):

LPs performed Days 1, 3, 7, 14 (other days if clinically indicated). CSF plated in serial ten-fold dilution. The
dilution with the least colonies, but at least 30 CFU per 200 yl, was used to calculate CFU/ml.

EFA was calculated using the slope of the linear regression of log CFU/mI against time for each patient.

[EFA has been shown to be independently associated with 2 and 10 week survival][6]
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Discussion and Conclusions

« Flucytosine (100 mg/kg/d) added to fluconazole 1200 mg/d lead to a marked and significant increase in rate of clearance of infection.
[Accepting the limitations of comparisons between trials, the EFA of this combination (-0.28 log CFU/mI/d) is the closest an oral
regimen has come to the fungicidal activity of AmB (-0.31 log CFU/ml/d for AmB 0.7 mg/kg monotherapy in Thailand)[7]]

e There was an association between EFA and survival with a strong trend to improved mortality in the combination arm.

« Neutropenia was more frequent in the combination arm but this was rarely clinically significant and rarely limited treatment

« Until intravenous amphotericin B becomes feasible in developing world setting our results argue that wider access to flucytosine should
pe a priority in resource limited settings.
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