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Mycograb for the Treatment
of Invasive Candidiasis

To THE Eprror—Pachl et al. [1] report
the results of a double-blind study com-
paring Mycograb (NeuTec Pharma), a
monoclonal antibody targeting heat shock
protein 90, combined with a lipid-asso-
ciated formulation of amphotericin B,
with a placebo plus a lipid-associated for-
mulation of amphotericin B, for the treat-
ment of patients with invasive candidiasis.
The main results are an improved overall
response rate by day 10, a faster clearance
of the fungal cultures and a reduced Can-
dida-attributable mortality rate by day 33
among patients receiving the combina-
tion. Unfortunately, the methodology is
questionable, and crucial data are lacking.

Seven (12.5%) of the 56 patients re-
ceiving combination therapy and 6 (9.8%)
of the 61 patients receiving monotherapy
were included in the study because they
had symptomatic candiduria. Although
symptomatic candiduria requires antifun-
gal therapy;, it is recognized that this dis-
ease is ill defined [2, 3]. Patients with can-
diduria are usually excluded from studies
on culture-confirmed invasive candidiasis.

Three patients were excluded from the
modified intent-to-treat population in the
Mycograb group after treatment was
started. One was withdrawn on the first
day without indication regarding the rea-
son for withdrawal, and 2 patients died on
the first day of therapy. The reason for
excluding these 2 patients who experi-
enced a fatal outcome is not valid. They
had the appropriate disease, received the
study drug, and died. An early death is an
assessable outcome in a patient with con-
firmed invasive candidiasis, and this out-
come is considered to be a drug failure,
even if another cause could also have con-
tributed to it. By adding these 2 patients
to the modified intent-to-treat population,

the reduction in the attributable mortality
rate by day 33 among the combination
group is no longer significant (OR, 0.34;
95% CI, 0.10-1.12; P = .097).

The comparison of Kaplan-Meier plots
of time to the last positive culture is im-
pressive. However, we have to note that
~35% of the patients in the Mycograb
group had negative cultures before starting
therapy, compared with ~21% in the con-
trol arm with negative cultures. Although
the difference might not be statistically sig-
nificant at baseline, it may have a sub-
stantial impact on the comparison of Kap-
lan-Meier plots of time to the last positive
culture, because the Mycograb group had
an advantage of 14% at day 0.

In addition, there is no information on
overall mortality at day 33 among the
modified intent-to-treat population. We
appreciate that the investigators tried to
identify as precisely as possible the cause
of death among these patients, and we
know that this is very difficult, especially
in the presence of another infection.
Therefore, data on overall survival at day
33 is critical. Day 12 is too early to con-
clude that candidiasis has been fully con-
trolled and has not left any visceral dam-
age that might result in a delayed death.
An overall survival curve through day 33
is mandatory for such a study.

The results of this study look promising.
However, data provided in the article by
Pachl et al. [1] are insufficiently convinc-
ing to warrant the use of Mycograb and
a lipid-associated formulation of ampho-
tericin B for the treatment of candidiasis.
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Reply to Herbrecht et al.

To tHE Eprror—This is in response to
the letter by Herbrecht et al. [1] regarding
the double-blind trial comparing combi-
nation therapy with Mycograb (NeuTec
Pharma) plus lipid-associated amphoter-
icin B with amphotericin B monotherapy
[2]. The protocol was designed to assess
the efficacy of Mycograb against all forms
of culture-proven invasive candidiasis
commonly seen in hospital practice. Al-
though restricting study entry to patients
with candidemia [3-5] provides a more
homogeneous study population, this re-
striction does not allow for the assessment
of efficacy of combination therapy against
other forms of invasive candidiasis that are
equally prevalent and that can be difficult
to eradicate with monotherapy. Candi-
demia with deep-organ involvement may
carry a worse prognosis than candidemia
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