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Single-Dose Amphotericin B for Cryptococcal Meningitis

To the Editor: Jarvis et al. (March 24 issue)1 
showed that a regimen that included a single 
dose of liposomal amphotericin B (10 mg per kilo-
gram of body weight) followed by 14 days of 
treatment with flucytosine (100 mg per kilogram 
per day) and fluconazole (1200 mg per day) was 
noninferior to the current treatment recom-
mended by the World Health Organization 
(WHO) for cryptococcal meningoencephalitis, 
with fewer adverse events. The need for better 
treatment regimens for cryptococcosis is urgent, 
because the estimated global rate of death asso-
ciated with the condition is 181,000 cases per 
year.2 The trial results are consistent with the 
pharmacodynamic properties of amphotericin B 
and could have a substantial effect on clinical 
practice. We believe that the main issue here is 
not whether liposomal amphotericin B works in 
single-dose regimens but rather whether it can 
be made available (and affordable) in places 
where it is needed most, including Latin America, 
Africa, and Southeast Asia. Liposomal ampho-
tericin B — not to mention 5-fluorocytosine — is 

scarce in most of these places. Only four coun-
tries in sub-Saharan Africa have access to liposo-
mal amphotericin B,3 and it is unavailable in 
most public health systems in Latin America.4 It 
is time for scientists, politicians, and members 
of industry to work together to make this treat-
ment available for the benefit of global public 
health.
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The authors reply: We agree with Falci and 
Pasqualotto that there is an urgent need to im-
prove access to antifungal treatments for HIV-
associated cryptococcal meningitis. The findings 
reported from the Ambition trial can galvanize 
this process. The trial that preceded it, Advanc-
ing Cryptococcal Meningitis Treatment,1 showed 
the superiority of flucytosine and led to a revi-
sion of WHO guidelines,1 which in turn resulted 
in increased demand, additional manufacturers, 
and substantial price reductions. In South Africa, 
the uptake of flucytosine has been associated 
with a dramatic improvement in outcomes of 
routine care.2 After publication of the Ambition 
trial, the WHO issued rapid guidance recom-
mending the single high-dose liposomal ampho-
tericin regimen,3 and guideline changes have al-
ready taken place in countries with a high burden 
of disease, including Botswana, Malawi, and 
Uganda. The partnership between Unitaid and 
the Clinton Health Access Initiative in providing 
antifungal agents in these countries has led to 
the provision of the Ambition regimen in routine 
care. Long-term access is crucial; the Global 

Fund and the President’s Emergency Plan for 
AIDS Relief, or PEPFAR, plan to provide fund-
ing for key antifungal drugs, and Gilead Sci-
ences has committed to expanded-access pric-
ing for AmBisome. Ongoing implementation work 
and widespread access to liposomal amphotericin 
and flucytosine will be critical to reducing global 
mortality from cryptococcal meningitis.4
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