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Table 1. Randomized study on empirical antifungal therapy in patients with persistent fever and neutropenia
Author, Year, Reference No. of patients Comparator vs Study drug Response rate[] %0 Breakthrough IF10 %0
Walsh TJ, 1999, 110 687 AMPH-B vs L-AMPH 49 vs 50 8.7vs 5.0
Boogaerts M, 2001, 2/ 384 AMPH-B vs ITCZ 38 vs 47 2.7vs 2.7
Walsh TJ, 2002, ¥4 837 L-AMPH vs VRCZ 31vs 26 50vs19°
Walsh TJ, 2004, 130 1,095 L-AMPH vs Caspofungin 34 vs 34 43vs5.2
Y PO 0.05

AMPH-B, Amphotericin B; L-AMPH, Liposome AMPH; ITCZ, Itraconazole; VRCZ, Voriconazole; IFI, invasive fungal infection
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Table 2.0 Strategies for antifungal treatment

Strategy

Empiric therapy

Preemptive therapy

Presumptive therapy

Patients

Fever refractory to broad spectrum
antibiotics after 3-7 days without
proof of fungal infection

High-risk patients with positive
surrogate markers for fungal infec-
tion but no evidence of disease
O fever, respiratory symptoms[]

Fever refractory to broad spectrum
antibiotics and positive surrogate
markers for fungal infectionl possi-
ble/presumed infectiond but no
probable/proven infection

Advantages

Positive evidence
Easy to adopt
Low cost if AMPH-B is used

Possible early treatment for select
patients

Possible cost savings

Appropriate treatment for select
patients

Possible cost savings

Disadvantages

J50% of patients do not have a
fungal infection, especially patients
receiving prophylaxis

Adverse effects of AMPH-B might
ocecur

Few patients exist practically and
theoretically

Lack of suitable surrogate markers

Need for frequent laboratory tests
and/or thoracic CT

No evidence of safety
No evidence of sensitive surrogate
markers

Need for frequent laboratory tests
and/or thoracic CT

Effect of AMPH-B is unsatisfactory
High cost if new antifungals are used

Possible increase in fungi refractory
to new antifungals
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Table 3.0 Use of B-glucafl BDGL] fungal DNA using polymerase chain reactionl PCR[]

and galactomannafl GMO in clinical practice®

u}

Do you use BDG, PCR and GM in clinical practice? BDG PCR GM
Yes, in case of FN, usually once a week 44 1 6
Yes, in case of suspected fungal infection 48 5 0
Yes, in case of suspected candidiasis 3 0 0
Yes, in case of suspected aspergillosis 2 8 370
No 0 82 54
Others 3 5 2

YAbnormal but nonspecific pulmonary infiltrate, 13%; Abnormal pulmonary infiltrate

specific for aspergillosis, 24%

Table 4.0 Use of B -glucanl BDGU and timing of antifungal therapy®”

How do you use BDG in clinical practice? Incidenceld %0
Start antifungal therapy if positive, but not when negative even if fever persists over 10 days. 2
Start antifungal therapy if positive or febrile for 5-7 daysC empiric therapyll 58
Start antifungals as empiric therapy. Use BDG for the diagnosis. 10
Start antifungals as empiric therapy. Use BDG for the diagnosis and for monitoring. 27
Start antifungals as empiric therapy. Perform BDG for reference. 3
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Timing of antifungal therapy in patients with refractory fever receiving
broad-spectrum antibiotics

Minoru Yoshida

Fourth Department of Internal Medicine, Teikyo University School of Medicine,
3-8-3 Mizonokuchi, Takatsu-ku, Kawasaki, Kanagawa, Japan

Fungal infection is still a life-threatning complication in patients with hematological malignancies or in those
undergoing hematopoietic stem cell transplantation. Because of the poor prognosis of patients treated with am-
photericin B after the confirmation of fungal infection, its empirical use is recommended for febrile neutropenic
patients refractory to broad-spectrum antibiotics after 3-7 days. However, the actual incidence of fungal infec-
tion in these patients is unknown. Therefore, a considerable number of patients may have been overtreated us-
ing this approach. New drugs that are safer and more effective than amphotericin B, especially against Aspergil-
lus, and newer diagnostic tools are now being introduced. The usefulness of empiric antifungal therapy is now
being debated because of its high cost, especially using the new antifungal drugs. Recently, preemptive therapy
and presumptive therapy were introduced in this field. Preemptive therapy is used for patients exhibiting early
preclinical signs of fungal infection but no overt disease. Presumptive therapy is initiated for patients with fever
refractory to broad-spectrum antibiotics who are positive for surrogate markers of fungal infection but do not
have a probable/proven fungal infection. Appropriate approaches for early antifungal therapy in high-risk pa-
tients are discussed.



