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Table 1. Host factor, microbiological, and clinical criteria for invasive aspergillosis.

Type of criteria Criteria

Host factors Neutropenia (<500/#L for 10 days)
Persistent fever for >96 h refractory to appropriate broad-spectrum antibiotics
Body temperature either >38°C or <36 C and any of the following predisposing conditions: prolonged
neutropenia in previous 60 days, recent or current use of significant immunosuppressive agents in
previous 30 days, proven or probable invasive fungal infection during previous episode of neutropenia,
or coexistence of symptomatic AIDS
Signs and symptoms indicating graft-versus-host disease, particularly severe (grade >2) or chronic
extensive disease
Prolonged (=3 weeks) use of corticosteroids in previous 60 day
Microbiological Positive result of culture for Aspergillus spp. from sputum or bronchoalveolar lavage (BAL) fluid samples
Positive findings of cytologic/direct microscopic evaluation for mold with branching septated hyphae
from sputum or BAL fluid samples
Positive result for Aspergillus antigen in specimen of BAL fluid, CSF, or >2 blood samples

Clinical
Lung
Major Any of the following new infiltrates on CT imaging: halo sign, air-crescent sign, or cavity within area of
consolidation
Minor Symptoms of lower respiratory tract infection (cough, chest pain, hemoptysis, dyspnea); physical findings
of pleural rub; any new infiltrate not fulfilling major criterion; pleural effusion
CNS
Major Radiologic evidence suggesting CNS infection
Minor Focal neurological symptoms and signs; mental changes; meningeal irritation findings; abnormalities in

CSF biochemistry and cell count
Adapted from Ascioglu S, et al. [12]
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Table 2. Demographic and clinical characteristics of the study patients.

IA group (No.=17)

Non-IA group (No. =132)

Age, median (range)
Sex (male/female)
Underlying diseases (%)
Hematologic malignancies”
Solid organ malignancies
COPD
Pulmonary Tbc
Solid organ transplantation
LC
Others
Persistent fever
Steroid treatment*
Neutropenia
Infiltrate visible on chest x-ray
Clinical outcome
Death (%)*

57 (4-83) 59 (4-91)
12/5 87/45
4(23.5) 24 (18.2)
2(11.8) 20 (15.2)
3(17.6) 14 (10.6)
1(5.8) 16 (12.1)
4(23.5) 3(2.3)
1(5.8) 5(3.8)
2(11.8) 50 (37.9)
13 (76.5) 33 (25.0)
12 (70.6) 36 (27.3)
7 (412) 28 (21.2)
17 (100) 118 (89.4)
11 (64.7) 39 (29.5)

"Patients with hematologic malignancies include patients with hematopoietic stem cell transplantation.

T Statistically significant differences between IA group and non-IA group, P < 0.01.

Abbreviations: COPD, chronic obstructive pulmonary disease; Tbc, tuberculosis; LC, liver cirrhosis.
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Table 3. Results of Platelia Aspergillus antigen immunoassay of patients with invasive apsergillosis ('proven' and 'probable’ IA)

and non-IA ('possible' IA and IA not retained).

No. (%) of patients for Aspergillus antigen

Antigen value

Positive Equivocal Negative Total (mean + 2SD)
IA Proven IA 1(0.7) 1 ©0.7) 2" (1.3) 215 + 183
Probable TA 10 (6.7) 1(0.7) 4 (2.7) 15 (10.1)
Non-IA Possible IA. 427 534) 19 (12.8) 28 (18.8) 078 + 1.16
IA not retained 3(2.0) 6 (4.0) 95 (63.8) 114 (76.5)
17 (11.4) 13 (8.7) 119 (79.9) 149 (100.0) P<0017

*Two 'proven' IA patients and 3 of 4 'probable' IA patients showing negative antigen result were treated with amphotericin B

before Aspergillus antigen test.

"The difference between initial antigen values of IA group and those of non-IA group was statistically significant (P<0.01).
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The Evaluation of Clinical Utility of Platelia Aspergillus Antigen
Immunoassay for Diagnosis of Invasive Aspergillosis
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Background: Because the mortality rate of invasive aspergillosis (IA) is more than 50%, an early
diagnosis and appropriate management are important to achieve a favorable outcome. Aspergillus
galactomannan (AG) antigen test has recently been introduced for diagnosis and monitoring of IA.
This study was to evaluate the clinical utility of AG detection in diagnosis of IA.

Methods: One hundred and seventy-five samples from 149 patients were tested for AG during the
period from September 2004 to May 2005 and the results were evaluated retrospectively. IA was di-
agnosed into ‘proven’, ‘probable’ and ‘possible’ , groups based on patients’ clinical laboratory
findings as per European Organization for Research and Treatment of Cancer/Mycoses Study
Group. AG was tested using a Platelia Aspergillus antigen ELISA (Bio-Rad, Hercules, CA, USA); the
optical density (OD) of the test specimen was divided by the mean OD of two cut-off controls. The
test was classified as positive when the OD ratio was >1.5; ratios 1-1.5 were classified as
equivocal. Clinical Information was obtained from the electronic medical records of the patients.

Results: Of the 175 samples tested, 19 were positive, 14 equivocal, and 142 negative for AG. A
number of the ‘proven’, ‘probable’ , and ‘possible’ IA patients were 2, 15, and 28, respectively. At
the OD ratio of 1.5, sensitivity, specificity, positive predictive value (PPV), and negative predictive
value (NPV) were 76.9%, 94.7%, 58.8%, and 97.7%, respectively, when 4 false-negative patients
treated with amphotericin B before Aspergillus antigen test were excluded.

Conclusion: The Platelia Aspergillus ELISA demonstrated an excellent sensitivity, specificity and
NPV for the diagnosis of IA. A combined use of the antigen test with microbiological and clinical
evaluation might facilitate the early diagnosis of IA and, consequently, improve its clinical outcome.

(Korean J Clin Microbiol 2005:8(2):113-120)
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