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Invasive fungal infections, a serious problem among cancer patients, are increasing in incidence, and can
cause morbidity and mortality. Such infections may hinder additional treatment, especially for patients with
leukemia. We report here our experiences in the management of invasive fungal infection in patients with
acute leukemia. A total of 18 patients were enrolled in the study: 12 had microabscesses of the liver and/or
spleen and/or kidneys; four had sinonasal infections; and two had pulmonary infections. Most of the
patients (88.9%) received amphotericin B during treatment for fungal infection. Thirteen patients achieved
complete response without evidence of fungal infection in follow-up. In the study, there were 11 mortalities,
including five patients who died during therapy and six who later died as a result of relapse or refractoriness
of the leukemia. We suggest that many patients may have a good response to antifungal therapy, and that
fungal infection does not have to preclude additional chemotherapy after proper management. The state of
the underlying disease has a strong impact on outcome.
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There has been considerable progress during the past
decade in the treatment of patients with acute leukemia,
with many of them achieving complete remission and
long-term survival. Nonetheless, invasive fungal infections
have become a serious problem that cause morbidity
and mortality and may hinder further treatment [1-4].
Although the incidence of fungal infection varies among
studies [5-7], the increasing trend merits attention in the
management of such patients. Some improvements in
therapy have been promoted; however, successful
management of these infections is often quite problematic.

Received: March 21, 2005 Accepted: March 8, 2006
Address correspondence and reprint requests to: Professor Sheng-
Fung Lin, Division of Hematology-Oncology, Department of Internal
Medicine, Kaohsiung Medical University Hospital, 100 Shih-Chuan
1 Road, Sam-Ming District, Kaohsiung, Taiwan.

E-mail: shlin@cc.kmu.edu.tw

Kaohsiung J Med Sci May 2006 * Vol 22 « No 5
© 2006 Elsevier. All rights reserved.

Nonspecific clinical symptoms and/or signs, equivocal
imaging results, and inadequate specimen sampling have
hampered early diagnosis [8-10]. The toxicity and efficacy
of antifungal agents also hinder appropriate treatment of
the disease [11-14].

In this study, we retrospectively enrolled patients, in
our hospital, with acute leukemia who suffered from
invasive fungal infections. Clinical characteristics, treatment
strategies, and outcomes of these patients were reviewed
and analyzed in the hope of gaining more knowledge
about fungal infections.

MATERIALS AND METHODS

Patients

From January 2000 to August 2005, medical records of acute
leukemia patients treated in the hematology ward of the
Kaohsiung Medical University Hospital were reviewed.
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A total of 18 patients who met the criteria of invasive fungal
infection were enrolled retrospectively. The diagnosis of
invasive fungal infection was made according to the
definition proposed by the Invasive Fungal Infection
Cooperative Group (IFICG) of the European Organization
for Research and Treatment of Cancer (EORTC) [15]. A
proven case was defined as a patient with a comparable
imaging in an immune-compromised state, and a diagnosis
of fungal infection based on biopsy specimens or blood
culture. A probable case was defined as a patient with a
comparable imaging in an immune-compromised state. All
patients received cytotoxic agents according to their state.

Antifungal therapy

Amphotericin B (0.5-1.0 mg/kg) or fluconazole (400 mg/
day) was prescribed empirically for neutropenic patients
who had persistent unexplained fever for 4-6 days after
receiving empiric antibiotics [16]. If patients could not
tolerate the toxicity or had poor response to previous agents,
we switched to other agents for their treatment, such as
voriconazole or caspofungin, which were used at standard

doses. All regimens and doses were adjusted, based on
clinical response, laboratory data, and radiologic findings.

Response

Response to treatment was assessed mainly by clinical
evaluation and serial imaging studies. A complete response
(CR) was defined as total resolution of all clinical symptoms
and signs, the disappearance of fungal lesions in imaging
studies, and negative culture findings.

REsuLTS

There was a total of 18 patients in the study, 10 males and
eight females (Table 1). The median age was 38.5 years old
(range, 15-68 years); 14 patients had acute myelogenous
leukemia, whereas the other four patients had acute
lymphoid leukemia. All patients suffered from neutropenic
fever due to marrow suppression from cytotoxic agents
and/or refractory leukemia. Twelve patients had
microabscess of the liver and/or spleen and/or kidneys;

Table 1. Characteristics of patients with fungal infection (1 = 18)

Characteristic Number
Gender
Male 10
Female 8
Median age in years (range) 38.5 (15-68)
Diagnosis
AML 14
ALL 4
Site of infection
Microabscess 12
Sinonasal 4
Pulmonary 2
Invasive procedure type
Biopsy 4 sinonasal infections

Liver aspiration
Bronchoscope washing
Confirmation
Proven
Possible 15
Response
CR 13
PR 1
Poor
Mortality 11
5 (during therapy)
6 (in the follow-up)

6 microabscess infections
1 pulmonary infection

3 (all Aspergillus infections from sinonasal lesions)

3 pneumonias, 1 brain hemorrhage, 1 pulmonary hemorrhage
Relapse and/or refractory of the leukemia

ALL = acute lymphoid leukemia; AML = acute myelogenous leukemia; CR = complete response; PR = partial response.
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four had sinonasal infections; and two had pulmonary
infections. All blood cultures for fungal infection revealed
negative findings. Invasive procedures were performed in
11 patients, including biopsies in all four sinonasal cases,
computed tomography or echo-guided aspiration in six
cases of microabscess, and bronchoscopy in one pulmonary
infection. Only three patients, all who had sinonasal
infections, showed positive results and were considered as
proven cases from these procedures.

Although the treatment courses varied, most of the
patients (16/18, 88.9%) had received amphotericin B in the
course of therapy, especially those with sinonasal and
pulmonary infections (Table 2). Only two patients with
microabscess received fluconazole alone because of their
poor general condition. Five of these received more than

Invasive fungal Infections in leukemia

one agent. Thirteen patients had CR with no evidence of
fungal infection in follow-up, whereas four patients showed
poor response and one patient had partial response (no. 18,
with improved symptoms and imaging, died from a
pulmonary hemorrhage during therapy). All patients with
CR]ater received additional chemotherapy without evidence
of recurrent fungal infections, including two patients (nos
4 and 7) who received high-dose chemotherapy plus stem
cell transplant.

There were 11 mortalities in the follow-up. Of these, five
patients died from different causes during antifungal
therapy, including three from pneumonia, one from brain
hemorrhage, and one from pulmonary hemorrhage. Relapse
and/or refractory leukemia caused the other six mortalities
in the follow-up.

Table 2. Treatment courses and outcomes of patients

Patient  Age/ Diagnosis ~ Treatment Response  Outcome
no. gender
Microabscess
1 34/F AML Amp (2,625 mg) Poor Died, brain hemorrhage during antifungal therapy
2 40/F ALL Amp (2,006 mg) + Poor Died, pneumonia during antifungal therapy
Flu (400 mg/day)
3 50/M AML Flu (400 mg/day) — CR Died 4 months later, relapse of leukemia
Amp (586 mg)
4 32/M ALL Flu (800 mg/day) CR Died 8 months later, relapse of leukemia after stem cell transplantation
5 34/M AML Flu (400 mg/day) CR Died 2 months later, refractory of the leukemia
6 63/M AML Amp (1,005 mg) CR Alive (24 months)
7 44/F AML Amp (2,155 mg) — CR Died 10 months later, relapse of the leukemia after
Flu (400 mg/day) stem cell transplantation
8 15/F ALL Amp (2,985 mg) + CR Alive (6 months)
Flu (400 mg/day) + Vori
+ Cas
9 28/F ALL Amp (1,935 mg) + CR Alive (16 months)
Flu (400 mg/day) + Vori
10 35/F AML Amp (1,455 mg) CR Alive (8 months)
11 63/M AML Amp (865 mg) Poor Died, pneumonia during antifungal therapy
12 34/M AML Amp (1,005 mg) CR Died 4 months later, relapse of the leukemia
Sinonasal infection
13 68/F AML Amp (436 mg) Poor Died, pneumonia during antifungal therapy
14 36/M AML Amp (996 mg) CR Lost to follow-up 2 months later
15 40/F AML Amp (1,006 mg) CR Died 2 months later, refractory of the leukemia
16 37/M AML Amp (1,486 mg) CR Alive (4 months)
Pulmonary infection
17 45/M AML Amp (1,006 mg) CR Alive (26 months)
18 48/M AML Amp (786 mg) PR Died, pulmonary hemorrhage during antifungal therapy

ALL = acute lymphoid leukemia; AML = acute myelogenous leukemia; Amp = amphotericin B; Cas = caspofungin; CR = complete response; Flu =

fluconazole; PR = partial response; Vori = voriconazole.
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DiscussioNn

Invasive fungal infection is a serious problem among
cancer patients, causing considerable morbidity and
mortality [1-7]. This problem is not only confined to Western
countries; Chen et al demonstrated a 7.4% frequency of
hepatosplenic fungal infection in adult acute leukemia
patients in Taiwan [17]. Although there has been some
improvement in the management of fungal infection,
successful therapy of invasive fungal infection still relies
on early recognition of the infection, proper initiation of
antifungal therapy, and improvement of the underlying
neutropenic status [6, 8,11].

Early diagnosis of the fungal infection is often
problematic because persistent fever may be the only
clinical symptom [16-19]. In contrast to our patients with
sinonasal and pulmonary infections, who had obvious
symptoms, identification of intra-abdominal microabscess
might depend on the skills of experienced physicians and
diagnostic aids, such as imaging and microbiologic
data. Although positive results from cytologic evaluation
and/or positive results of culture from sterile body samples
have been the gold standard to confirm fungal infections,
our data showed a low incidence of positive results from
these procedures. This was especially apparent in patients
with microabscess, in whom no positive results were noted
in all six patients who underwent invasive aspiration, even
though multiple nodules were found in the imaging studies.
This failure might be due to the difficulty in identifying the
small lesions for aspiration or in demonstrating the
pseudohyphae or yeast forms from the samples in the
neutropenic phase [4,8,20]. Only three cases of sinonasal
infection from Aspergillus were found from the biopsies,
suggesting the importance of biopsy in this kind of fungal
infection in patients at risk. Thus, novel diagnostic methods
are needed to allow early identification of this type of
infection [21,22].

The use of amphotericin B empirically is a standard
practice in cancer patients with neutropenic fever that
persists for 3-7 days and does not respond to broad-spectrum
antibiotics [16,18-20,23]. Although amphotericin B causes
many complications, including fever, chills, electrolyte
imbalances, and renal failure [13,14], it remains the mainstay
of therapy for systemic fungal infections. With respect to
our study, most of our patients (88.9%) received
amphotericin B therapy, especially patients with Aspergillus
infection and pulmonary infection [22]. Although some
patients had poor response and died during therapy, more
than half of them had good response after a cumulative
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dosage of amphotericin B greater than 1,000 mg. However,
optimal dosage depends on individual response to the
drug, such as in case no. 8 who finally achieved CR with a
cumulative dosage of greater than 2,900 mg of amphotericin
B, after failing to respond to initial amphotericin B therapy
(as high as 1,000 mg), fluconazole, voriconazole, and
caspofungin. Even though many agents (including
fluconazole, voriconazole, and caspofungin) had been
prescribed for some of our cases, the efficacy of these agents
against invasive fungal infection has not been well
demonstrated [11,12]. The treatment course seemed effective
in our cases; however, unknown pathogens in most of them
hindered us from finding the optimal agent and dosage for
these patients.

The response to the antifungal therapy seemed adequate,
but the prognosis of patients relies mainly on the state of the
underlying diseases [6]. Among our 11 mortalities, six
patients died as a result of relapse and/or refractoriness of
the leukemia. Four of the other five patients who died
during antifungal therapy suffered from persistent
neutropenia due to refractory leukemia. This result implies
that the underlying state still strongly influences the
outcome. Although the outcome seemed poor, a good
response after adequate antifungal therapy made it possible
for many of our patients to receive additional chemotherapy,
without recurrence of fungal infection, even for stem cell
transplantations. Our data concurred with other reports
showing that fungal infection might not preclude further
chemotherapy or be considered as an absolute
contraindication for stem cell transplantation after
appropriate treatment [17,24].

In summary, we report here our experience in the
management of 18 acute leukemia patients with invasive
fungal infections. Although there were some limitations to
this retrospective work, our study showed that many of our
patients had a good response to therapy, and that fungal
infection might not preclude additional chemotherapy after
proper management. The state of the underlying disease
had a strong impact on the outcome.

REFERENCES

1. Meunier F, Aoun M, Bitar N. Candidemia in
immunocompromised patients. Clin Infect Dis 1992;14:5120-5.

2. Martino P, Girmenia C, Micozzi A, et al. Candidemia in
patients with leukemia. Am | Med Sci 1993;306:225-32.

3. Bow EJ. Invasive fungal infections in patients receiving
intensive cytotoxic therapy for cancer. Br | Haematol 1998;101
(Suppl 1):1-4.

Kaohsiung J Med Sci May 2006 * Vol 22 « No 5



10.

11.

12.

13.

14.

Sallah S. Hepatosplenic candidiasis in patients with acute
leukemia: an increasingly encountered complication. Antican
Res 1999;19:757-60.

Bodey G, Bueltmann B, Duguid W, et al. Fungal infections in
cancer patients: an international autopsy survey. Eur | Clin
Microbiol Infect Dis 1992;11:99-109.

Viscoli C, Girmenia C, Marinus L, et al. Candidemia in cancer
patients: a prospective, multicenter surveillance study by the
invasive fungal infection group (IFIG) of the European
Organization of Research and Treatment of Cancer (EORTC).
Clin Infect Dis 1999;28:1071-9.

Groll AH, Shah PM, Mentzel C, et al. Trends in the postmortem
epidemiology of invasive fungal infections at a university
hospital. ] Infect 1996,33:23-32.

Anttila V], Ruutu P, Bondestram S, et al. Hepatosplenic yeast
infection in patients with acute leukemia: a diagnostic problem.
Clin Infect Dis 1994;18:979-81.

Pestalozzi BC, Krestin GP, Schan U, et al. Hepatic lesions of
chronic disseminated candidiasis may become invisible during
neutropenia. Blood 1997;90:3858-64.

Karthaus M, Huebner G, Geissler RG, et al. Hepatic lesions of
chronic disseminated systemic candidiasis in leukemia patients
may become visible during neutropenia: value of serial
ultrasound examinations. Blood 1998;91:3087-9.

Voss A, de Pauw BE. High-dose fluconazole therapy in patients
with severe fungal infections. Eur | Clin Microbiol Infect Dis
1999;18:165-74.

Winston DJ, Hathorn W, Schuster MG, et al. A multicenter,
randomized trial of fluconazole versus amphotericin B for
empiric antifungal therapy of febrile neutropenic patients
with cancer. Am | Med 2000;108:282-9.

Bates DW, Su L, Yu DT, et al. Mortality and costs of acute renal
failure associated with amphotericin B therapy. Clin Infect Dis
2001;32:686-93.

Boogaerts M, Winston DJ, Bow EJ, et al. Intravenous and oral

Kaohsiung J Med Sci May 2006 * Vol 22 « No 5

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Invasive fungal Infections in leukemia

itraconazole versus intravenous amphotericin B deoxycholate as
empirical antifungal therapy for persistent fever in neutropenic
patients with cancer who are receiving broad-spectrum
antibacterial therapy. Ann Intern Med 2001;135:412-22.
Ascioglu S, Rex JH, de Pauw B, et al. Defining opportunistic
invasive fungal infections in immunocompromised patients
with cancer and hematopoietic stem cell transplants: an
international consensus. Clin Infect Dis 2002;34:7-14.

Rex JH, Walsh TJ, Sobel JD, et al. Practice guidelines for the
treatment of candidiasis. Clin Infect Dis 2000;30:662-78.
Chen CY, Chen YC, Tang JL, et al. Hepatosplenic fungal
infection in patients with acute leukemia in Taiwan: incidence,
treatment, and prognosis. Ann Hematol 2003;82:93-7.
Buchner T, Fegeler W, Bernhardt H, et al. Treatment of severe
Candida infections in high-risk patients in Germany: consensus
formed by a panel of interdisciplinary investigators. Eur | Clin
Microbiol Infect Dis 2002;21:337-52.

Hughes WT, Armstrong D, Bodey GP, et al. 2002 Guidelines
for the use of antimicrobial agents in neutropenic patients
with cancer. Clin Infect Dis 2002;34:730-51.

Sallah S, Semelka RC, Wehbib R, et al. Hepatosplenic
candidiasis in patients with acute leukaemia. Br | Haematol
1999;106:697-701.

Semelka RC, Kelekis NL, Sallah S, et al. Hepatosplenic fungal
disease: diagnostic accuracy and spectrum of appearances on
MR imaging. Am | Roentgenol 1997;169:1311-6.

Herbrecht R, Moghaddam A, Mahmal L, et al. Invasive
aspergillosis in the hematologic and immunologic patient:
new findings and key questions in leukemia. Med Mycol 2005;
43:5239-42.

Rotstein C. Empiric antifungal therapy in neutropenic cancer
patients. Curr Infect Dis Rep 2006;8:7-13.

Masood A, Sallah S. Chronic disseminated candidiasis in
patients with acute leukemia: emphasis on diagnostic
definition and treatment. Leuk Res 2005;29:493-501.

221



P ML i R 2 A5 P i R

wiEAE gkEp mIA MiRET Mmoot B bpw
A B R L I A A R B LR PR R
SR R K R B R

R 2 W R AP BOR S P SR = > R — R E - EAEE TR
YRR R SET: B > e BRI > oI St M R E R o
e S BRAM A B AM S S ML R DR R AR B SRR e R R AR B o A
P R AT > FoA AT b AR S B RS N o UL S e g R A i
JEYe o KR (88.9%) %% amphotericin B fE N AEE o= 4
W SBTRIRAR I B 58 2 [ M » T 7 JEL il v %) S8 B PR ORI S e » BB 2 AR AL B2
R PRSI o 75 B — I A0 BB T o S IR A FE R IR A
SRR LB I A5 A V) 1 XL 15 % i [ R 1 ML o PRI A R A B A o A\
SR A R IR RO S ELAE T TR TRAR A R e AN R AR A (L B2
FE o T AR B R IR BB T B L AR A R R o

BRS¢ ORI > S0 o TR > %8 R

( FHEREEE 2006522:217—-22 )

WxHH 94 423 H 21 H
B%ld 95 43 A 8 H

AAER © R R

R R R Ot v A 4 A T I 9k e g P
RET=REE B 100 3§

222 Kaohsiung J Med Sci May 2006 ¢ Vol 22 « No 5



