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Dear Editor,
Daniell [1] in his letter outlined the
possibility that the effective blood
concentration of orally administered
antifungal drugs might be reduced by
concomitant administration of acid-
suppressant therapy (AST). In fact
therapeutic drug monitoring of orally
administered posaconazole showed
high variability in blood levels,
especially when co-administered with
AST.

This in fact may be relevant for the
setting of patients with haemato-
logical malignancies receiving
antifungal prophylaxis mainly direct-
ed against mould infections
(Aspergillus spp., Mucor). Though it
is true that AST, by increasing gastric
pH, may limit the acid-dependent
transformation of these relatively in-
soluble compounds into their soluble
derivatives, another aspect is more
relevant here: AST is proven to in-
teract with the absorption of less
soluble molecules such as posacona-
zole, itraconazole and ketoconazole

but not with the absorption of more
soluble molecules such as voricona-
zole or fluconazole.

Because a ‘‘timely’’ and adequate
antifungal therapy decreases the
mortality rate, the goal of an oral
therapy is to reach a therapeutical
blood level.

The use of an oral antifungal
therapy with an azole (namely flu-
conazole) is no longer recommended
as a starting treatment for a life-
threatening disease such as can-
didemia. However, a de-escalation
therapy with fluconazole (also an oral
formulation) may be useful in order to
reduce the length of stay.

Many authors who have studied the
mortality related to the onset of an
adequate antifungal therapy did not
describe the molecules used. They
have, however, studied patients
treated only with intravenously ad-
ministered drugs such as caspofungin
[2].

On the other hand, Bassetti et al.
[3] found that 40 % of patients with
candida septic shock were treated
with azoles, but only fluconazole was
used. Again, Grim et al. [4] found that
40 % of patients were treated only
with fluconazole (177 patients). Fi-
nally, Garey et al. [5] studied, by
definition, only patients treated with
fluconazole.

No study was found in which other
lipid-soluble azoles (namely
posaconazole, itraconazole or keto-
conazole) were used as first-line or
de-escalation therapy for candidemia.

Therefore, although the observa-
tion by Daniell is timely and useful,
in our opinion it is not adequate for
patients with candidemia. It is more
relevant for haematological patients

that are often treated with these
lipophilic azoles.
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