ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Apr. 2008, p. 1585-1586
0066-4804/08/$08.00+0  doi:10.1128/AAC.01611-07

Vol. 52, No. 4

Copyright © 2008, American Society for Microbiology. All Rights Reserved.

Failure of Deferasirox, an Iron Chelator Agent, Combined with Antifungals in a
Case of Severe Zygomycosis'

Zygomycosis, an increasingly prevalent systemic fungal dis-
ease, mostly occurs in immunocompromised patients (6, 8).
First-line therapeutic strategy includes surgery and lipid am-
photericin B (2, 8). New iron chelators have recently been
reported to be successful experimentally (3) and in a patient
with refractory zygomycosis (5, 7). We report a case of abdom-
inal zygomycosis which was refractory to a combination of
antifungals, major surgery, and deferasirox, a recently ap-
proved iron chelator.

An 18-year-old leukemic woman presented a febrile neutro-
penia and abdominal pain after a first course of chemotherapy.
Ultrasound showed a small liver abscess. All bacterial and
fungal samples remained negative. Despite broad-spectrum
antibacterials, peritonitis signs led to an emergency laparotomy
that revealed an inflammatory parietal infiltration of the right
colon. A peritoneal lavage and a liver biopsy were performed.
Cultures of peritoneal samples remained negative. The micro-
scopic liver examination revealed zygomycosis. A synergistic
combination of liposomal amphotericin B (10 mg/kg of body
weight/day) and caspofungin was started (9). Two weeks later,
in the context of fever, posaconazole was added. Blood cell
count was restored slowly, and fever resolved. One week later,
after a clinical improvement, she was admitted to the intensive
care unit for severe sepsis. A computed tomography (CT) scan
revealed a right alveolar syndrome, multiple liver abscesses
(Fig. 1a), and a large infiltration of the colon wall. A bron-
choalveolar lavage and biopsy ruled out pulmonary zygomyco-
sis. A new surgical intervention consisted of a right colectomy
and a liver necrosectomy. Histopathology confirmed an exten-
sive zygomycosis. Deferasirox (25 mg/kg/day) was added. One
week later, peritonitis signs reappeared. The third surgical
examination was combined with a right thoracotomy because
of diaphragm necrosis extending to the lung. Diaphragm sam-
ples showed necrosis. Three weeks later, abdominal lesions of
zygomycosis increased (Fig. 1b) and motivated a surgical de-
bridement because of a complete liver necrosis. Major bleed-
ing occurred during the hepatic dissection, and a right hepa-
tectomy was required. In the postoperative setting, the patient
died of multiple organ failure.

The mortality of disseminated zygomycosis may reach
100% (8). Hepatic lesions are often considered as bowel
fungal metastases by dissemination to the liver via portal
venous circulation (4, 8). Through their marked angiotro-
pism, zygomycetes create thrombosis, infarction, and bleed-
ing (4, 8, 10). Because of the severity of this case, a combi-
nation of caspofungin, high-dose liposomal amphotericin B,
and posaconazole therapy was initiated (9). Zygomycetes
require iron storage for growth and pathogenicity (1). An
iron chelator like deferoxamine acts as a xenosiderophore
for zygomycetes, supplying previously unavailable iron (1).
In contrast, other drugs such as deferiprone and deferasirox,
the first orally bioavailable iron chelator, induce iron star-
vation for zygomycetes (1, 3, 5). Deferasirox decreases tis-
sue fungal burden synergistically with liposomal amphoter-
icin B (4). Deferasirox is also known to enhance the host
inflammatory response to zygomycetes (3). We added
deferasirox therapy 3 weeks after the diagnosis and for 1
month. But several potential factors may explain the defera-
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sirox failure here: its poor bioavailability in the context of
abdominal surgery or its lack of efficacy against the isolate
encountered. In disseminated zygomycosis, further studies
clarifying the role of iron chelators are thereby mandatory
@3, 5).
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FIG. 1. (a) Abdominal CT scan: multiple hypodense lesions and a
large liver abscess related to zygomycosis. (b) Three weeks after de-
ferasirox therapy onset, abdominal CT scan showed an increase of the
liver lesions with a subcutaneous involvement.
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