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M A J O R A R T I C L E

Invasive Fusariosis in the Voriconazole Era:
Single-Center 13-Year Experience

Jessica M. Stempel,1,2 Sarah P. Hammond,1,2,3 Deanna A. Sutton,4 Linda M. Weiser,1 and Francisco M. Marty1,2,3

1Brigham and Women’s Hospital, 2Harvard Medical School, and 3Dana-Farber Cancer Institute, Boston, Massachusetts; and 4Fungus Testing Laboratory,
University of Texas Health Science Center, San Antonio, Texas

Background. Invasive fusariosis remains an aggressive, albeit infrequent infection in immunocompromised
patients.
Methods. We identified all cases of invasive fusariosis between January 2002 and December 2014. We recorded

patient characteristics including clinical presentation, treatment, and outcomes at 6 and 12 weeks after diagnosis, as
well as species identification and antifungal drug susceptibilities.
Results. Fifteen patients were diagnosed with proven (12, 80%) or probable (3, 20%) fusariosis. Median age was

60 years (range, 26–78), and 10 patients were male. Underlying conditions included hematological malignancies (13,
87%), juvenile idiopathic arthritis (1, 7%), and third-degree burns (1, 7%). Five patients underwent hematopoietic
stem-cell transplantation before diagnosis. Six patients (40%) received systemic glucocorticoids, and 11 patients
(73%) had prolonged neutropenia at the time of diagnosis. Clinical presentations included the following: skin/
soft tissue infection (8, 53%), febrile neutropenia (4, 27%), respiratory tract infection (2, 13%), and septic arthritis
(1, 7%). Twelve patients were treated with voriconazole: 6 (40%) with voriconazole alone, 4 (27%) with voriconazole
and terbinafine, and 2 (13%) with voriconazole, terbinafine, and amphotericin. One patient (7%) was treated with
terbinafine alone, and another with micafungin alone. Four patients underwent surgical debridement (4, 27%). Sus-
ceptibility testing was performed on 9 isolates; 8 demonstrated voriconazole minimum inhibitory concentrations ≥4
µg/mL. The cumulative probability of survival was 66.7% and 53.3% at 6 and 12 weeks after diagnosis.
Conclusions. Mortality associated with invasive fusariosis remains high. Cumulative mortality at our center was

lower than previous reports despite elevated voriconazole minimum inhibitory concentrations. Combination therapy
should be studied systematically for fusariosis.
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Fusarium is a genus of widely distributed saprophytic
molds capable of causing disease in plants, animals,
and humans [1]. Invasive fusariosis (IF) is uncommon
and predominately affects immunocompromised hosts,
particularly those with underlying hematological malig-
nancy (HM), neutropenia, and glucocorticoid exposure
[2–4]. Disseminated fusariosis is the most challenging

and life-threatening manifestation with an estimated
mortality rate between 66% and 75% [3, 5]. It is interest-
ing to note that fungemia is a distinct feature of dissem-
inated fusariosis relative to other opportunistic mold
infections [3, 6]. Historically, amphotericin was used to
treat IF. However, after voriconazole was approved by
the US Food and Drug Administration in 2002, it has be-
come the preferred treatment despite studies that have
failed to demonstrate consistent in vitro activity [7–9].
Nonetheless, the therapeutic response to voriconazole
in the clinical setting has been encouraging. Terbinafine
use for invasive mold infections has increased; however,
its reported use in cases of IF is limited [10, 11]. The aim
of this study is to assess the clinical response of patients
with IF to voriconazole—either as a single agent or as
combination therapy. Furthermore, we document the
use of terbinafine as a possible antifungal option for
the treatment of IF, refractory to other antifungal classes.
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METHODS

We retrospectively identified all cases of IF diagnosed and treat-
ed at Brigham and Women’s Hospital and Dana-Farber Cancer
Institute, in Boston, Massachusetts, between January 2002 and
December 2014. The data were accrued by review of patient
medical records and microbiology and pathology results.
We collected baseline patient characteristics including age,
gender, underlying conditions, presentation affected sites, and
concomitant medications. All cases were classified according
to the 2008 European Organization for Research and Treatment
of Cancer/Invasive Fungal Infections Cooperative Group and
National Institute of Allergy and Infectious Diseases Mycoses
Study Group Consensus Group criteria for invasive fungal dis-
ease (IFD) [12]. Possible cases of IF and noninvasive infections
were excluded. Probable and proven cases were further reviewed
to identify risk factors for IFD including prolonged neutrope-
nia, recent glucocorticoid exposure, and transplant status, as
well as survival at 6 and 12 weeks after diagnosis. Prolonged
neutropenia was defined as an absolute neutrophil count
≤500 cells/µL for >10 continuous days. Disseminated fusariosis
was confirmed by growth in blood cultures, or evidence of in-
fection in multiple noncontiguous sites, confirmed on biopsy to
be caused by Fusarium. Survival and responses were defined
using the criteria of Segal et al [13] as (1) the time between
the date of diagnosis and 6 and 12 weeks or (2) death from
any cause. Survival was assessed by Kaplan–Meier analyses.
Fungal species determination was made by morphological
and phenotypic identification. Susceptibility and synergism
testing were performed adhering to CLSI M38-A2 methods,
with minor modifications to allow for combination testing, at
The Fungus Testing Laboratory in San Antonio, Texas.

RESULTS

Patient Characteristics
We identified 15 cases of IF during the study period. An addi-
tional 78 patients with non-IF were also identified—onychomy-
cosis (36), skin or respiratory tract colonization (31), and
noninvasive sinusitis (11)—and were excluded from this cohort.
Twelve patients were diagnosed with proven IF and 3 with prob-
able IF [12]. The baseline cohort characteristics are outlined in
Table 1.
Individual clinical and microbiological details are delineated

in Table 2. The most common underlying condition was HM in
13 (87%) of the patients. Of these 13 patients, 5 (33%) had
undergone a hematopoietic stem-cell transplant (HSCT). The
median time between HSCT and the diagnosis of IF was 166
days (range, 22–2709 days). The underlying conditions of the
remaining 2 patients were severe third-degree burns over 80%
body surface area and juvenile idiopathic arthritis (JIA) on
chronic oral glucocorticoids. Eleven patients (73%) had prolonged

neutropenia with a median of 32 days (range, 18–244 days). All
patients with prolonged neutropenia had received recent che-
motherapy. Six patients (40%) were receiving glucocorticoids
during the month before or at the time of diagnosis.

Clinical Characteristics
Eight patients (53%) presented with skin lesions (local cutane-
ous or disseminated; see example in Figure 1), 4 (27%) with fe-
brile neutropenia, 2 (13%) with respiratory symptoms, and 1
patient (7%) with septic arthritis of the knee. Disseminated

Table 1. Baseline Characteristics for 15 Patients With Invasive
Fusariosis

Patient Characteristics

N 15
Median age, years (range) 60 (26–78)

Male gender, number (%) 10 (67)

Underlying disease, number (%)
Hematological malignancies 13 (87)

Othersa 2 (13)

Immunologic risk factors for IFD, number (%)b

Neutropenia 11 (73)

Exposure to glucocorticoids 6 (40)

Invasive Fusariosis, number (%)
Proven 12 (80)

Probable 3 (20)

Clinical presentation, number (%)
Cutaneous lesions 8 (53)

Febrile neutropenia 4 (27)

Respiratory symptoms 2 (13)
Septic arthritis 1 (7)

Positive fungal antigen testing, number (%)c n = 11

1→3-β-D-glucan 4 (36%)
Galactomannan EIA 1 (9%)

Treatment, number (%)

Voriconazole 6 (40)
Voriconazole, terbinafine 4 (27)

Voriconazole, terbinafine, amphotericin 2 (13)

Terbinafine 1 (7)
Micafungin 1 (7)

Surgical debridementd 4 (27)

Cumulative Probability of Survival, %e

6-week survival 66.7

12-week survival 53.3

Abbreviations: EIA, enzyme immunoassay; EORTC/MSG, European Organiza-
tion for Research and Treatment of Cancer/Invasive Fungal Infections Cooper-
ative Group and National Institute of Allergy and Infectious Diseases Mycoses
Study Group; IFD, invasive fungal disease; JIA, juvenile idiopathic arthritis; OD,
optical density.
a JIA, severe third-degree burns.
b Neutropenia and steroid exposure as defined by the EORTC/MSG criteria [12].
c Positive (1→3)-β-D-glucan: >80 pg/mL; positive galactomannan EIA: >0.5 OD.
d One patient underwent surgical debridement alone, whereas 3 received
systemic antifungal therapy, concomitantly.
e Cumulative probability determined by Kaplan–Meier analysis.
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Table 2. Individual Patients With IFI Diagnosed Between January 2002 and December 2014

Patient
ID

IFD
Classificationa Fusarium Species Underlying Condition

Clinical
Presentation

Disseminated
IFD

Antifungal
Treatment

Susceptibility
Testing, MIC

Surgical
Debridement

Response
to Therapyb

Outcome,
Survival

1 Probable Fusarium NOS Multiple myeloma,
allogeneic HSCT

Pneumonia No Micafungin N/A – Failed Deceased,
38 days

2 Probable Fusarium NOS ALL Localized skin
infection

No Voriconazole N/A Yes Complete
response

Alive, 4131
days

3 Probable Fusarium proliferatum NHL, allogeneic HSCT Febrile
neutropenia

No Voriconazole N/A – Failed Deceased,
11 days

4 Proven Fusarium fujikuroi AML Localized skin and
intranasal
lesion

No Voriconazole N/A Yes Complete
response

Alive, 984
days

5 Proven Fusarium proliferatum AML/MDS Skin nodules Yes Voriconazole,
terbinafine

V: >8, P: >4, A:
2; V/T: 2,
0.125

– Partial
response

Alive, 368
days

6 Proven Fusarium NOS Third degree
burns > 80% TBSA

Localized skin
infection

No – N/A Yes Complete
response

Alive, 2069
days

7 Proven Fusarium verticillioides AML/MDS Sinusitis Yes Voriconazole V: 2, C: >16 – Complete
response

Alive, 1865
days

8 Proven Fusarium solani Multiple myeloma,
autologous HSCT

Skin nodules,
fungemia

Yes Voriconazole,
terbinafine,
amphotericin

V: 8, P: >8, A: 4,
T: >2

– Failed Deceased,
64 days

9 Proven Fusarium proliferatum Juvenile idiopathic
arthritis

Septic arthritis No Terbinafine V: 8, A: 1, T: 1;
M: >8

– Complete
response

Alive, 489
days

10 Proven Fusarium verticillioides ALL Skin nodules Yes Voriconazole V: 4, A: 8 – Complete
response

Alive, 3623
days

11 Proven Fusarium solani AML/MDS Febrile
neutropenia,
fungemia

Yes Voriconazole,
terbinafine

V: >8, A: 4 – Failed Deceased,
13 days

12 Proven Fusarium solani AML/MDS, allogeneic
HSCT

Localized skin
infection

No Voriconazole N/A Yes Complete
response

Deceased,
141 days

13 Proven Fusarium solani NHL, allogeneic HSCT Febrile
neutropenia,
fungemia

Yes Voriconazole,
terbinafine,
amphotericin

V: 16, P: >16, A:
4

– Failed Deceased,
18 days

14 Proven Fusarium NOS Hemophagocytic
lymphohistiocytosis

Febrile
neutropenia,
fungemia

Yes Voriconazole,
terbinafine

V: 4, P: 1, M: >8,
T: 1

– Failed Deceased,
12 days

15 Proven Fusarium solani AML Skin infection,
multiple sites

Yes Voriconazole,
terbinafine

V: 16, P: >16, A:
2; T: 2

– Partial
response

Deceased,
68 days

Abbreviations: A, amphotericin; AML, acute myeloid leukemia; C, caspofungin; EORTC/MSG, European Organization for Research and Treatment of Cancer/Invasive Fungal Infections Cooperative Group and National
Institute of Allergy and Infectious Diseases Mycoses Study Group; HSCT, hematopoietic stem-cell transplant; IFD, invasive fungal disease; IFI, invasive fungal infections; M, micafungin; MDS, myelodysplastic
syndrome; MIC, minimum inhibitory concentration; N/A, not available; NHL, non-Hodgkin lymphoma; NOS, not otherwise specified; P, posaconazole; T, terbinafine; TBSA, total body surface area; V, voriconazole; V/T,
voriconazole/terbinafine synergism.
a EORTC/MSG criteria [12].
b Treatment response based on Segal et al [13] consensus criteria.
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fusariosis was confirmed in 8 patients (53%). Five patients had
metastatic skin nodules, and 4 patients had positive blood cul-
tures for Fusarium (1 patient had both disseminated skin nod-
ules and fungemia).

Mycological Characteristics
The species identified in 11 patients were Fusarium solani
(5, 33%), Fusarium proliferatum (3, 20%), Fusarium verticillioides
(2, 13%), and Fusarium fujikuroi (1, 7%). Elongation factor-1α
amplification and sequencing were also required for a single
isolate for confirmation (F fujikuroi). Samples from 4 patients
(27%) were not identified further than the genus. The median
minimum inhibitory concentration (MIC) for voriconazole
(9) was 8 µg/mL (1–16 µg/mL), median MIC for amphotericin
(7) was 4 µg/mL (1–8 µg/mL), and median MIC for terbina-
fine (4) was 1 µg/mL (0.125–2 µg/mL). One patient had syner-
gistic activity for voriconazole and terbinafine with a resulting
MIC of 2 and 0.125 µg/mL, after initially demonstrating an
MIC to voriconazole of >8 µg/mL.

Treatment and Outcome
Systemic antifungal therapy was administered to 14 of 15 patients
for a median of 9 weeks (range, 1–182 weeks). The patient with
severe third-degree burns underwent surgical debridement alone.
Three patients who received systemic therapy also underwent
surgical debridement of the affected areas (fungating skin lesion,
nasal mass, septic arthritis). One patient with proven fusariosis
was receiving posaconazole prophylaxis at the time of diagnosis.
Voriconazole was administered to 12 patients (80%) in the

cohort. Six patients received voriconazole alone, and 6 patients
were treated with combination therapy—4 patients (27%)
received voriconazole and terbinafine, and 2 patients (13%)
received voriconazole, terbinafine, and amphotericin. The 2

patients who received the latter therapy had disseminated IF
and a greater number of comorbidities. Three patients did not
receive long-term voriconazole: 1 was treated with surgery
alone, 1 received micafungin as a single agent, and 1 patient
with fusarial septic arthritis was treated with high-dose terbina-
fine (2000 mg/day).
Treatment success was seen in 9 of 15 patients (60%) by week

12. Complete resolution of IF was seen in 6 patients by 6 weeks
and in 1 patient by 12 weeks of initiating therapy. Two patients
had a partial response to systemic antifungal agents by the final
day of observation. Six patients (40%) failed to respond to ther-
apy. The overall cumulative probability of survival in the cohort
was 66.7% at 6 weeks and 53.3% at 12 weeks after diagnosis. The
median overall survival was 141 days (range, 11–4131 days).
The median survival of patients with disseminated fusariosis
was 53 days (range, 12–3623 days). Among HSCT recipients,
the median survival was 35 days (range, 11–141 days) after pre-
sentation. Only 1 patient with acute myelogenous leukemia in
this subgroup survived beyond 12 weeks after IF diagnosis.

DISCUSSION

The cumulative incidence of IF in the immunocompromised
population is universally low [5, 14]. Invasive fusariosis typically
presents as fever, skin, and soft tissue infection, respiratory tract
infection, or disseminated disease. Fungemia is a distinct feature
of IF and reflects a more critical presentation of this IFD [2, 5].
Our cohort included 15 patients with IF diagnosed over a 13-

year period. Similar to the published literature, HM was the pre-
dominant underlying condition, and F solani was the most
common species identified in this study [5, 14–16]. It is interest-
ing to note that F fujikuroi was isolated from a fungating necrotic
intranasal mass in 1 patient with proven IF. To our knowledge,
F fujikuroi has seldom been reported as a cause of human dis-
ease [17–19]. The infection resolved after surgical resection of
the nasal mass and 12 weeks of systemic voriconazole.
Most data on human fusariosis are available as retrospective

analyses and case reports. The aggressiveness and low incidence
of IF hinders the execution of randomized controlled trials. Re-
ports displaying clinical improvement and tolerable side-effect
profiles support the use of newer antifungal drugs, such as pos-
aconazole and voriconazole, over amphotericin [20–22]. Never-
theless, their in vitro activity against Fusarium species is not
predictable. The unsatisfactory susceptibility profiles can be at-
tributed to several factors, including the species of Fusarium
causing disease and the inoculate size and incubation period
during susceptibility testing [23, 24]. Therefore, the choice of
antifungal should be determined on a case-by-case basis, de-
pending on the species and susceptibilities performed at an ex-
perienced center, whenever feasible to obtain.
It is worth noting that we report a patient with joint infection

who responded to treatment with terbinafine alone. The patient

Figure 1. Skin nodule, characteristic of disseminated invasive fusariosis.
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had a long-term history of JIA and presented with fusarial sep-
tic arthritis of the knee secondary to numerous arthrocenteses
for joint effusion and pain relief. Because the patient remained
culture-positive and without clinical improvement despite
treatment with amphotericin, amphotericin joint washouts,
and multiple surgical explorations, empiric voriconazole in
combination with terbinafine was initiated. Once the species
(F proliferatum) and antifungal sensitivity data were available,
voriconazole was discontinued due to an elevated MIC of 8
µg/mL and no synergism with terbinafine. The patient remains
on high-dose oral terbinafine. Regular liver function surveil-
lance consistently demonstrated normal hepatic function during
the pre-established observation period, although the patient re-
ported intermittent nausea at the time of initiation. Terbinafine
levels were not performed.
Fusarium is an uncommon cause of septic arthritis and rep-

resents a therapeutic challenge [25]. In immunocompromised
hosts, this manifestation can arise secondary to fungemia or
from direct inoculation [1, 26]. Amphotericin has reportedly
been the preferred antifungal drug in this setting. Terbinafine
is a fungicidal allylamine approved for systemic treatment of
dermatophytic infections. Because of its marked lipophilic
properties, terbinafine has excellent tissue penetration, which
makes it an optimal agent for skin and soft tissue disease
[27]. A high percentage of the drug binds to plasma proteins
once in the bloodstream, limiting the amount available for tis-
sue distribution. For this reason, higher doses of terbinafine were
required for our patient to guarantee delivery to the involved site.
This unique presentation of Fusarium causing persistent septic
arthritis, refractory to multiple antifungals and therapeutic ap-
proaches, suggests that the use of high-dose terbinafine may be
a viable alternative for treatment of joint IF. To our knowledge,
this is the first report of the use of high-dose systemic terbinafine
as a single agent for the treatment of fusarial arthritis.
Several in vitro studies have demonstrated that combination

therapy with terbinafine and azole antifungal drugs results in
increased synergistic effects [28–30]. However, data supporting
the clinical efficacy of these combinations are underwhelming
[11, 28, 31]. For this reason, this therapeutic modality should
be evaluated to better understand the possible antifungal syner-
gistic activity against IF.

CONCLUSIONS

In conclusion, 60% of patients in this cohort responded to ther-
apy. In addition, the observed 6- and 12-week survival rates in
this cohort was higher than that observed in previous studies
and case series [5, 32, 33]. However, the small number of
cases in this single-center study and the significant competing
risk of death related to underling HM in many cases in the co-
hort limit our ability to draw conclusions about the impact of
combination antifungal therapy for IF. The use of terbinafine,

either alone or combined with another agent, should be studied
systematically for the treatment of fusariosis, including refractory
IF and fusarial arthritis.

Acknowledgments

We thank Dora McCarthy (Fungus Testing Laboratory in San Antonio,
TX) for performing the antifungal susceptibility testing.
Potential conflicts of interest. F. M. M. has received research grant sup-

port and consulting honoraria from Astellas andMerck. S. P. H. has received
research grant support from Merck.
All authors have submitted the ICMJE Form for Disclosure of Potential

Conflicts of Interest. Conflicts that the editors consider relevant to the con-
tent of the manuscript have been disclosed.

References

1. Nelson PE, Dignani MC, Anaissie EJ. Taxonomy, biology, and clinical
aspects of Fusarium species. Clin Infect Dis 1994; 7:479–504.

2. Nucci M, Anaissie EJ, Queiroz-Telles F, et al. Outcome predictors of 84
patients with hematologic malignancies and Fusarium infection. Cancer
2003; 98:315–9.

3. Campo M, Lewis RE, Kontoyiannis DP. Invasive fusariosis in patients
with hematologic malignancies at a cancer center: 1998–2009. J Infect
2010; 60:331–7.

4. Nucci M, Marr KA, Queiroz-Telles F, et al. Fusarium infection in hema-
topoietic stem cell transplant recipients. Clin Infect Dis 2004; 38:
1237–42.

5. Nucci M, Anaissie E. Fusarium infections in immunocompromised pa-
tients. Clin Microbiol Rev 2007; 20:695–704.

6. Dien Bard J, Mangahis A, Hofstra TC, Bender JM. First case report of
bloodstream infection by Rhizomucor pusillus in a child with hemopha-
gocytic lymphohistiocytosis. Med Mycol Case Rep 2014; 5:20–3.

7. Nucci M, Marr KA, Vehreschild MJ, et al. Improvement in the outcome
of invasive fusariosis in the last decade. Clin Microbiol Infect 2014;
20:580–5.

8. Azor M, Gené J, Cano J, et al. In vitro antifungal susceptibility and
molecular characterization of clinical isolates of Fusarium verticillioides
(F. moliniforme) and Fusarium thapsinum. Antimicrob Agents Chemo-
ther 2008; 52:2228–31.

9. Alastruey-Izquierdo A, Cuenca-Estrella M, Monzón A, et al. Antifungal
susceptibility profile of clinical Fusarium spp.: isolates identified by
molecular methods. J Antimicrob Chemother 2008; 61:805–9.

10. Revankar SG, Nailor MD, Sobel JD. Use of terbinafine in rare and
refractory mycoses. Future Microbiol 2008; 3:9–17.

11. Neuburger S, Massenkeil G, Seibold M, et al. Successful salvage treat-
ment of disseminated cutaneous fusariosis with liposomal amphotericin
B and terbinafine after allogeneic stem cell transplantation. Transpl
Infect Dis 2008; 10:290–3.

12. De Pauw B, Walsh TJ, Donnelly JP, et al. Revised definitions of invasive
fungal disease from the European Organization for Research and Treat-
ment of Cancer/Invasive Fungal Infections Cooperative Group and the
National Institute of Allergy and Infectious Diseases Mycoses Study
Group (EORTC/MSG) Consensus Group. Clin Infect Dis 2008; 46:
1813–21.

13. Segal BH, Herbrecht R, Stevens DA, et al. Defining responses to ther-
apy and study outcomes in clinical trials of invasive fungal diseases:
Mycoses Study Group and European Organization for Research and
Treatment of Cancer consensus criteria. Clin Infect Dis 2008; 47:
674–83.

14. Pappas PG, Alexander BD, Andes DR, et al. Invasive fungal infections
among organ transplant recipients: results of the Transplant-Associated
Infection Surveillance Network (TRANSNET). Clin Infect Dis 2010;
50:1101–11.

15. Garnica M, Oliveira de Cunha M, Portugal R, et al. Risk factors for in-
vasive fusariosis in patients with acute myeloid leukemia and in hema-
topoietic cell transplant recipients. Clin Infect Dis 2014; 60:875–80.

Invasive Fusariosis in the Voriconazole Era • OFID • 5



16. Tortorano AM, Prigitano A, Dho G, et al. Species distribution and in vitro
antifungal susceptibility patterns of 75 clinical isolates of Fusarium spp.
from Northern Italy. Antimicrob Agents Chemother 2008; 52:2683–5.

17. Chang DC, Grant GB, O’Donnell K, et al. Multistate outbreak of Fusar-
ium keratitis associated with use of a contact lens solution. JAMA 2006;
296:953–63.

18. Al-Hatmi AM, van Diepeningen AD, Curfs-Breuker I, et al. Specific an-
tifungal susceptibility profiles of opportunists in the Fusarium fujikuroi
complex. J Antimicrob Chemother 2015; 70:1068–71.

19. Hsuan HM, Salleh B, Zakaria L. Molecular identification of Fusarium
species in Gibberella fujikuroi species complex from rice, sugarcane
and maize from Peninsular Malaysia. Int J Mol Sci 2011; 12:6722–32.

20. Perfect JR, Marr KA, Walsh TJ, et al. Voriconazole treatment for less-
common, emerging, or refractory fungal infections. Clin Infect Dis
2003; 36:1122–31.

21. Raad II, Hachem Y, Herbrecht R, et al. Posaconazole as salvage treat-
ment for invasive fusariosis with underlying hematologic malignancy
and other conditions. Clin Infect Dis 2006; 42:1398–403.

22. Carneiro HA, Coleman JJ, Restrepo A, Mylonakis E. Fusarium infection
in lung transplant patients: report of 6 cases and review of the literature.
Medicine (Baltimore) 2011; 90:69–80.

23. Azor M, Gené J, Cano J, Guarro J. Universal in vitro antifungal resis-
tance of genetic clades of the Fusarium solani species complex. Antimi-
crob Agents Chemother 2007; 51:1500–3.

24. Paphitou NI, Ostrosky-Zeichner L, Paetznick VL, et al. In vitro activities
of investigational triazoles against Fusarium species: effects of inoculum
size and incubation time on broth microdilution susceptibility test re-
sults. Antimicrob Agents Chemother 2002; 46:3298–300.

25. Koehler P, Tacke D, Cornely OA. Bone and joint infections by Mucor-
ales, Scedosporium, Fusarium and even rarer fungi. Crit Rev Microbiol
2014; 9:1–14.

26. Blyth CC, Gilroy NM, Guy SD, et al. Consensus guidelines for the treat-
ment of invasive mould infections in haematological malignancy and
haematopoietic stem cell transplantation, 2014. Intern Med J 2014; 44:
1333–49.

27. Bennett JE. Antifungal agents. Chapt 57. In: Brunton LL, Chabner BA,
Knollmann BC, eds. Goodman and Gillman’s The Pharmacological
Basis of Therapeutics, 12th Edition. New York, NY: McGraw-Hill, 2011.

28. Inano S, Kimura M, Iida J, Arima N. Combination therapy of voricona-
zole and terbinafine for disseminated fusariosis: case report and litera-
ture review. J Infect Chemother 2013; 19:1173–80.

29. Spader TB, Venturini TP, Rossato L, et al. Synergysm of voriconazole or
itraconazole with other antifungal agents against species of Fusarium.
Rev Iberoam Micol 2013; 30:200–4.

30. Ortoneda M, Capilla J, Pastor FJ, et al. In vitro interactions of licensed
and novel antifungal drugs against Fusarium spp. Diagn Microbiol In-
fect Dis 2004; 48:69–71.

31. Stanzani M, Vianelli N, Bandini G, et al. Successful treatment of dissem-
inated fusariosis after allogeneic hematopoietic stem cell transplantation
with the combination of voriconazole and liposomal amphotericin B.
J Infect 2006; 53:e243–6.

32. Dignani MC, Anaissie E. Human fusariosis. Clin Microbiol Infect 2004;
10(Suppl 1):67–75.

33. Horn DL, Freifeld AG, Schuster MG, et al. Treatment and outcomes of
invasive fusariosis: review of 65 cases from the PATH Alliance® registry.
Mycoses 2014; 57:652–8.

6 • OFID • Stempel et al



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


