PLATELIA™ ASPERGILLUS Ag
1 plate - 7 96 62794

The Platelia™ Aspergillus Ag is an immunoenzymatic
sandwich microplate assay for the detection of Aspergillus
galactomannan antigen in serum and bronchoalveolar lavage
(BAL) fluid
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INTENDED USE

The Platelia™ Aspergillus Ag is an immunoenzymatic sandwich microplate assay for the detection of
Aspergillus galactomannan antigen in adult and pediatric serum samples and bronchoalveolar lavage
(BAL) fluid samples.

The Platelia™ Aspergillus Ag is a test which, when used in conjunction with other diagnostic procedures
such as microbiological culture, histological examination of biopsy samples and radiographic evidence
can be used as an aid in the diagnosis of Invasive Aspergillosis.

INDICATIONS FOR USE

The Platelia™ Aspergillus Ag is an immunoenzymatic sandwich microplate assay for the detection
of Aspergillus galactomannan antigen in adult and pediatric serum samples and bronchoalveolar
lavage (BAL) fluid samples.

The Platelia™ Aspergillus Ag is a test which, when used in conjunction with other diagnostic
procedures such as microbiological culture, histological examination of biopsy samples and
radiographic evidence can be used as an aid in the diagnosis of Invasive Aspergillosis.

SUMMARY AND EXPLANATION

Aspergillus infections usually start in the lung as the port of entry following inhalation of Aspergillus
spores which are present in the environment. Invasive forms, which have been on the increase
for the past 10 years, constitute the most serious infections. They mainly occur in neutropenic
patients (following anti-cancer treatment) and in patients treated with immunosuppressants (organ
transplantations, particularly bone marrow transplantation) and corticosteroids 1°.

Aspergillus is rarely isolated from blood culture. The diagnosis is often based on nonspecific
diagnostic or radiological evidence (clinical symptoms, CT scan, chest x-ray, etc.)

The test for soluble galactomannan antigen in serum appears to be a serological method able to
aid in the diagnosis of Invasive Aspergillosis 9. 12.23,54,62,

In addition, for Solid Organ Transplant recipients, detection of galactomannan antigen in
bronchoalveolar lavage (BAL) has proven to be advantageous for the diagnosis of invasive
aspergillosis in this population 817.18,

PRINCIPLE OF THE PROCEDURE 4

The Platelia™ Aspergillus Ag is a one-stage immunoenzymatic sandwich microplate assay which
detects galactomannan in human serum and BAL fluid. The assay uses rat EBA-2 monoclonal
antibodies, which are directed against Aspergillus galactomannan, and have been characterized in
previous studies 2546, The monoclonal antibodies are used, (1) to coat the wells of the microplate
and bind the antigen, and (2) to detect the antigen bound to the sensitized microplate (conjugate
reagent: peroxidase-linked monoclonal antibodies). Serum or BAL fluid samples are heat-treated
in the presence of EDTA in order to dissociate immune complexes and to precipitate proteins that
could possibly interfere with the test 24. The treated samples and conjugate are added to the wells
coated with monoclonal antibodies, and incubated. A monoclonal antibody - galactomannan -
monoclonal antibody / peroxidase complex is formed in the presence of galactomannan antigen.
The strips are washed to remove any unbound material. Next, the Chromogen TMB solution is
added, which will react with the complexes bound to the well to form a blue color reaction. The
enzyme reaction is stopped by the addition of acid, which changes the blue color to yellow. The
absorbance (optical density) of specimens and controls is determined with a spectrophotometer
set at 450 and 620/630 nm wavelength.

REAGENTS

Platelia™ Aspergillus Ag: product No. 62794 (96 Tests)

Store the kit at 2-8°C. Bring all reagents to room temperature (18-25°C) for at least 30 minutes
before use. Return all reagents to 2-8°C immediately after use. Return unused strips/plates to
pouch and reseal.
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Do not remove desiccant. After dilution, Working washing solution can be kept for 14 days at
2-30°C. All other reagents except Concentrated Washing Solution (R2) and Stop Solution (R10)
should be used within 8 weeks of opening. The Concentrated Washing Solution (R2) and Stop
Solution (R10) are stable until expiration after opening. Reagents are supplied in sufficient quantity
to perform 96 tests in a maximum of 9 batches.

Component Contents Quantity
R1 Microwell Microplate: 1 Plate /
Strip - 96 wells (12 strips of 8 wells each) coated with anti- 12 x 8 Wells
Plate galactomannan monoclonal antibodies
- Strip tabs labeled “85”
R2 Concentrated |Concentrated Washing Solution (20X): 1x70mL
Washing - Tris NaCl buffer (pH 7.4)

Solution (20X) |- 2% Tween® 20
- Preservative: 0.04 % ProClin™ 300

R3 Negative Negative Control Serum: 2x1.7mL
Control - Human negative serum
Serum - Negative for anti-HIV-1, anti-HIV-2, anti-HCV

antibodies and HBs Ag
- Preservative: 0.3% ProClin™ 300

R4 Cut-off Cut-off Control Serum: 2 x1.7mL
Control - Human serum containing galactomannan
Serum - Negative for anti-HIV-1, anti-HIV-2,

anti-HCV antibodies and HBs Ag
- Preservative: 0.3% ProClin™ 300

R5 Positive Positive Control Serum: 2x1.7mL
Control - Human serum containing galactomannan
Serum - Negative for anti-HIV-1, anti-HIV-2,

anti-HCV antibodies and HBs Ag
- Preservative: 0.3% ProClin™ 300

R6 Conjugate Conjugate (ready to use): 1x8mL

- Anti- galactomannan monoclonal
antibody / peroxidase labeled

- Preservative: 0.3% ProClin™ 300

R7 Sample Sample Treatment Solution (ready to use): 1x13mL
Treatment - EDTA acid solution

Solution

R9 Chromogen: |Chromogen TMB Solution (ready to use): 1x28 mL

TMB - 3,3',5,5’-tetramethylbenzidine* (<0.1%)

Solution - Hy0; (<1.0 %)

R10 Stopping Stopping Solution (ready to use): 1x28 mL
Solution -1 N sulphuric acid solution (H2SO,)

*Note: TMB (3,3’,5,5’-tetramethylbenzidine) is a non-carcinogenic and non-mutagenic chromogen
for peroxidase.
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WARNINGS FOR USERS

© o N O

10.

11.

12.

1. For in vitro diagnostic use.

2. For professional use only.

3.

4. The Positive Control, Cut-off Control, and Negative Control are manufactured from human serum that

Use of this test kit with samples other than human serum and BAL fluid is not recommended.

has been tested and found to be non-reactive for HBsAg and antibodies to HIV-1, HIV-2 and HCV
with CE marked tests. However, all reagents should be handled as though capable of transmitting
infection. All tests should be conducted in accordance with the OSHA Standard on Bloodborne
Pathogens, Biosafety Level 2 or other appropriate biosafety practices.

. Wear protective clothing, including lab coat, eye/face protection and disposable gloves (synthetic,

non-latex gloves are recommended) and handle the kit reagents and patient samples with the
requisite Good Laboratory Practices. Wash hands thoroughly after performing the test.

. Do not pipette by mouth.

. Do not smoke, drink, or eat in areas where specimens or kit reagents are being handled.

. Avoid splashing samples or solutions

. Biological spills not containing acid should be wiped thoroughly with an effective disinfectant.

Disinfectants that can be used include (but are not limited to) a solution of 10% bleach (0.5% solution
of sodium hypochlorite), 70% ethanol, or 0.5% Wescodyne Plus™. Materials used to wipe up spills
may require biohazardous waste disposal.

CAUTION: Do not place solutions containing bleach in the autoclave.

Spills containing acid should be appropriately absorbed (wiped up) or neutralized with sodium
bicarbonate, and the area rinsed and wiped dry; if it contained biohazardous material, wipe the area
with one of the chemical disinfectants.

Dispose of all specimens and materials used to perform the test as though they contain an infectious
agent. Laboratory chemical and biohazardous wastes must be handled and discarded in accordance
with all local, regional and national regulations.

For hazard and precaution recommendations related to some chemical components in this test kit,
please refer to the pictogram(s) mentioned on the labels and the information supplied at the end of
instruction for use. The Safety Data Sheet is available on www.bio-rad.com.

PRECAUTIONS FOR USERS

1.

2.
3.

FROZEN SERUM OR BAL FLUID SAMPLES STORED IN UNKNOWN CONDITIONS MAY GIVE
FALSE POSITIVE RESULTS DUE TO CONTAMINATION WITH FUNGUS AND/OR BACTERIA.
Do not use kit or any kit reagents after the stated expiration date.

Do not mix reagents from other kits that have different lot numbers, with the exception of the
Washing Solution (R2, identification*: 20x coloured green), the Chromogen (R9, identification*: TMB
coloured turquoise) and the Stopping Solution (R10, identification*:1N coloured red), provided that
these reagents are strictly equivalent and that the same lot number is used within a given test run.

*on the vial label

NOTE: The Washing Solution (R2, identified* in green as 20x) may not be mixed with the
Washing Solution (R2 identified* in blue as 10X) provided in Bio-Rad reagent kits.

*on the vial label

4.
5.
6.

Bring all reagents to room temperature for at least 30 minutes before use.

Mix thoroughly every reagent before use.

Mix thoroughly the Concentrated Washing Solution (R2) before preparing the Working Washing
Solution, exercising care to avoid microbial contamination.

. Do not conduct the test in the presence of reactive vapors (acids, alkalis, aldehydes) or dust, which

could affect the enzymatic activity of the Conjugate.

. For manual pipetting of controls and specimens, use individual pipette tips to prevent carryover of

samples.
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9. To ensure adequate washing of the wells, comply with the recommended number of wash cycles
and ensure that all wells are completely filled and then completely emptied. Washing should not be
performed manually with a squeeze bottle.

0. Do not allow the microplate to dry between the end of the wash cycle and addition of reagents.

1. Do not use the same container for the Conjugate and Chromogen TMB Solution.

2. Do not allow Conjugate or Chromogen TMB Solution to come into contact with metal or metallic ions.

3. Avoid exposing the Chromogen TMB Solution to strong light during storage or incubation. Do not
allow the chromogen solutions to come into contact with an oxidizing agent.

4. Avoid contact of the Stopping Solution with any oxidizing agent. Do not allow the Stopping Solution
to come into contact with metal or metallic ions.

5. Use clean, dust-free materials (tubes, tips, containers, etc.) to minimize the possibility of contamination
with Aspergillus spores from the environment. Because galactomannan is heat-stable, sterilization of
material used does not guarantee the absence of contaminating antigen. Pyrogen-free materials are
optimal, but standard material can be used with adequate precautions.

6. Limit exposure of solutions (sera, BAL fluid, Sample Treatment Solution, Conjugate) or open
containers (plates, tubes, pipettes) to the air.

7. Do not pour any unused Conjugate back into the original container.

8. The Chromogen TMB Solution must be colorless. The appearance of a blue color indicates the
reagent is contaminated and should not be used.

REAGENT PREPARATION AND STORAGE

Microwell Strip Plate (R1)

Every frame containing 12 strips is packaged in a pouch. Cut open the pouch using scissors just below
the joint. Open the pouch and take out the frame. Put the frame containing the unused strips back in
the original pouch. Carefully reseal the pouch and store at +2-8°C.

After the vacuum-packed pouch has been opened, the strips stored at +2-8°C in their original pouch
that has been carefully resealed are stable for 8 weeks. Check whether the desiccant is still present.

Washing Solution (R2)

Prepare Working Washing Solution as needed by adding one part Concentrated Washing Solution (R2)
to 19 parts deionized or distilled water. The Working Washing Solution can be stored for 14 days at
2-30°C. Prepare a sufficient amount of Working Washing Solution to complete the run (80 mL for one
strip: 4 mL R2 + 76 mL distilled water).

After opening, the Concentrated Washing Solution stored at +2-30°C, in the absence of contamination
is stable until the expiration date indicated on the label.

Negative Control Serum (R3), Cut-off Control Serum (R4) and Positive Control Serum (R5)
The controls must be heat-treated with the Sample Treatment Solution (R7) as patient specimens, in
order to also be a monitor of the treatment.

After opening, these reagents stored at +2-8°C, are stable for 8 weeks, in the absence of contamination.

Conjugate (R6), Sample Treatment Solution (R7), Chromogen: TMB solution (R9)
These reagents are ready to use.
After opening, these reagents stored at +2-8°C are stable for 8 weeks if they are free of contamination.

Stopping reaction (R10)

This reagent is ready to use.

After opening, this reagent stored at +2-8°C is stable until the validity date shown on the label if there
is no contamination.



SPECIMEN COLLECTION

This test is performed on serum or BAL fluid.

. SERUM

Collect blood samples according to standard laboratory procedures. Serum samples must be
uncontaminated with fungal spores and/or bacteria. Transport and store samples in sealed tubes,
unexposed to air. Unopened samples can be stored at 2-8°C for up to 5 days prior to testing. After
initial opening, samples may be stored at 2-8°C for 48 hours prior to testing. For longer storage, store
the serum at -70°C.

Serum samples can be subjected to a maximum of 4 freezing / thawing cycles. Previously frozen
specimens should be thoroughly mixed after thawing prior to testing.

The results are not affected by samples containing 20 mg/L of bilirubin, lipemic samples containing the
equivalent of 2 g/L of triolein (triglyceride) or hemolyzed samples containing 500 mg/dL of hemoglobin.
Interferences related to excess albumin have not been tested.

Do not decomplement sera.

Il. BAL FLUID

Collect BAL fluid samples according to standard laboratory procedures. BAL fluid samples must be
collected in sterile saline and may be tested on neat samples (as is) or supernatants from centrifuged
samples (10,000 rpm for 10 min) before proceeding to treat the sample per Section 10.

BAL fluid samples must be uncontaminated with fungal spores and/or bacteria. Transport and store
samples in sealed tubes, unexposed to air. After initial opening, samples may be stored at 2-8°C for up
to 24 hours. For longer storage, store the BAL samples frozen (-20°C or less) up to 5 months.

BAL samples can be subjected to a maximum of 4 freezing/thawing cycles. Previously frozen specimens
should be thoroughly mixed after thawing prior to testing.

10-PROCEDURE

Materials provided
See REAGENTS section.

Materials required but not provided

1. Distilled or deionized water, for dilution of Concentrated Washing Solution.

2. Absorbent paper.

3. Disposable gloves.

4. Protective glasses.

5. Sodium hypochlorite (bleach) and sodium bicarbonate.

6. Pipettes or multipipettes, adjustable or fixed, to measure and dispense 50 pL, 100 pL, 300 pL, and

1000 pL.

7. 1.5 mL polypropylene microcentrifuge tubes with airtight stoppers, able to support heating to 120°C

(heat block) or 100°C (boiling water bath):

e Screw caps and tubes: 1.5 mL Conical Tubes,

OR

e Snap cap tubes: EZ Micro Test Tubes, 1.5 mL,

e Micro-tube cap locks, these locks securely seal snap cap tubes by preventing caps from opening
during temperature and pressure changes and also allow tubes to be easily lifted out of heat
block or boiling water bath.

8. Laboratory bench centrifuge for 1.5 mL polypropylene tubes capable of obtaining 10,0009 (Brinkman

Cat. # 22-36-280-1 or VWR Scientific Cat. # 20901-051 or equivalent).

9. If heat block is used for the treatment of the sera/BAL fluid:

e Heat block. The following heat block models are recommended:

¢ Single block model: Grant Cat. # QBD-1L - outside of the US: Grant Cat. # QBD1 distributed by
VWR under Cat. # 460-0074)
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e Two block model: Grant Cat. # QBD-2L - outside of the US: Grant Cat. # QBD2 distributed by
VWR under Cat. # 460-0076)
¢ Block for heat blocks: both heat blocks (QBD-1L, QBD1 and QBD-2L, QBD2) must be used with
Grant block Cat. # QB-E1 distributed outside of the US by VWR under Cat. # 460-8517
If boiling water is used for the treatment of the sera/BAL fluid:
¢ Round, floating micro-centrifuge rack for a 1 L beaker (in the US: VWR Scientific Cat. # 60986-
100 or Nalgene Cat # 5974-1015 or equivalent).
¢ Boiling water bath at 100°C.
10. Vortex agitator.
11. Microplate incubator at 37 + 1°C.
12. Semi-automated or automated microplate washer.
13. Microplate reader equipped with 450 nm and 620/630 nm filters.

Procedural Comments
Negative, Positive, and Cut-off Controls must be tested on each run to validate the test results.

Treatment of the sera/BAL Fluid

All control sera: negative (R3), cut-off (R4) and positive (R5) must be processed at the same time as

serum/BAL fluid samples:

1. Pipette 300 pL of each test serum/BAL fluid and control into individual 1.5 mL polypropylene tube.

2. Add 100 pL of Sample Treatment Solution (R7) to each tube.

3. Mix tubes thoroughly by vigorous mixing or vortexing to mix thoroughly. Tightly close the tube to
prevent opening during heating,

4. Heat block option:

Heat tubes for 6 minutes in a heat block at 120°C. Tubes must be placed in the block only when
the prescribed temperature is reached ().

OR

Water bath option:

If using a boiling water bath: heat tubes for 3 minutes at 100°C (*). Tubes must be placed in the water
bath only when the prescribed temperature is reached.

5. Carefully remove hot tubes from the heat block or the boiling water bath and place in a centrifuge.
Centrifuge tubes at 10,000 x g for 10 minutes. The supernatant is used for the detection of the
galactomannan antigen.

6. Test the supernatants using the following procedure. After preparation, the supernatant may be
removed and stored at 2-8°C for up to 48 hours prior to testing. If analysis of the results indicates
retesting is required, another aliquot of the sample must be treated for testing.

(*) Strict compliance with the prescribed temperature and the prescribed turn-around time as well as

use of recommended materials are essential for success of the test.

Do not rely on the temperature displayed by the apparatus, please check that the temperature

complies with specifications by using a calibrated thermometer which will be fitted into a tube

containing mineral oil: 120°C must be reached inside the tube in a heat block and 100°C in a

boiling water bath.

EIA Procedure

Strictly comply with the proposed protocol.

Comply with Good Laboratory Practice.

1. Bring reagents to room temperature (+18-25°C) for at least 30 minutes before use.

2. Prepare the Working Washing Solution.

3. Prepare a chart for identification of test sera/BAL fluid Samples and controls in the microplate. Use
one well for the Negative Control Serum (R3), two wells for the Cut-off Control Serum (R4), and one
well for the Positive Control Serum (R5).

8[EN]



1 2 3 4 5 6 7 8 9 10 1 12

A R5 S5 S13
B R4 S6

C R4 S7

D R3 S8

E S1 S9

F S2 S10

G S3 S11

H S4 S12

4. Remove the plateholder and microwell strips (R1) from the plate pouch. Return any strips that will
not be used to the pouch, with the desiccant, and reseal the pouch.

5. Mix the contents of the Conjugate bottle (R6) by inverting before use. Add 50 pL of Conjugate (R6)
to each well. Next, add 50 pL of treated serum/BAL supernatant to each well, as designated above.
Do not add serum/BAL fluid samples to the wells before the conjugate.

6. Cover plate with plate sealer, or other means to prevent evaporation, ensuring that entire surface
is covered and watertight.

7. Incubate the microplate in a dry microplate incubator for 90 + 5 minutes at 37°C (+ 1°C).

8. Remove the plate sealer. Aspirate the contents of all wells into a waste container (containing sodium
hypochlorite). Wash the plate 5 times with a microplate washer (using 800 pL of Working Washing
Solution). After the last wash, invert the microplate and gently tap on absorbent paper to remove
remaining liquid.

9. Rapidly add 200 pL of the Chromogen TMB (R9) Solution to each well, avoiding exposure to bright
light.

10. Incubate the microplate in the dark at room temperature (+18-25°C) for 30 + 5 minutes. Do not use
adhesive film during this incubation step.

11. Add 100 pL of Stopping Solution (R10) to each well, utilizing the same order for addition of
Chromogen TMB Solution. Mix well.

12. Thoroughly wipe the bottoms of each plate.

13. Read the optical density of each well at 450 nm (reference filter of 620/630 nm). Microplates must be
read within 30 minutes of addition of Stopping Solution.

11- QUALITY CONTROL (VALIDITY CRITERIA)
Cut-off Control: The O.D. of each Cut-off Control Serum must be
=0.300 and < 0.800.

Positive Control: The index of the Positive Control Serum must be greater than 1.50.
| = OD Positive Control (R) ., 1.50
Mean Cut-off Control OD

Negative Control: The index of the Negative Control Serum must be less than 0.40.
| = OD Negative Control (R3) <040
Mean Cut-off Control OD

Failure of any of the controls to meet the validity criteria described above renders the assay invalid,
and patient specimen results should not be reported. The operator may decide to repeat the assay,
after reviewing the procedure, or may contact the manufacturer for assistance. If a repeat assay is
performed, then a new aliquot of the same sample should be used in the repeat assay.
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Example Calculation:

Sample Absorbance (OD)
Negative Control (R3) 0.116
Cut-off Control (R4) 0.513
0.533
Positive Control (R5) 1.834

Calculations
Mean Cut-off Control Value
To calculate the mean Cut-off Control (R4) OD, add the OD values for each Cut-off Control replicate
together and divide the result by 2:
(0.513 +0.533) + 2 =0.523
Negative Control Index
To calculate the index of the Negative Control, divide the OD of the Negative Control by the mean
Cut-off Control OD:
1=0116 _ g2
0.523
Positive Control Index
To calculate the index of the Positive Control, divide the OD of the Positive Control by the mean Cut-off
Control OD:
1=1.834_351

Validity

In the above example:

e Each Cut-off Control OD is = 0.300 and < 0.800, indicating that the Cut-off Control is valid.

¢ The index of the Negative Control is < 0.40, indicating that the Negative Control is valid.

* The index of the Positive Control is > 1.50, indicating that the Positive Control is valid.
The test run in this example is considered to be valid since the results meet the validity criteria for
each control.

12-INTERPRETATION OF RESULTS

The presence or absence of galactomannan antigen in the test sample is determined by calculation of
an index for each patient specimen. The Index (1), is the OD value of the specimen divided by the mean
optical density of the wells containing Cut-off Control Serum.

Calculation of the mean Cut-off Control optical density:
Add the optical densities of the two wells containing Cut-off Control Serum (R4) and divide the total
by 2.
Calculation of an index (l) for each test sample:
Calculate the following ratio for each test sample:
| = OD sample
Mean Cut-off Control OD

Interpretation of sera/BAL fluid with an index < 0.50:

Sera/BAL fluid with an index < 0.50 are considered to be negative for galactomannan antigen.
Note: A negative result may indicate that the patient’s result is below the detectable level of the assay.
Negative results do not rule out the diagnosis of Invasive Aspergillosis. Repeat testing is recommended
if the result is negative, but the disease is suspected.
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Interpretation of sera/BAL fluid with an index = 0.50

Sera /BAL fluid with an index = 0.50 are considered to be positive for galactomannan antigen.
For all positive patients, it is recommended that a new aliquot of the same sample (serum/BAL) be
repeated.

Note: An absorbance value of less than 0.000 may indicate a procedural or instrument error which
should be evaluated. That result is invalid and the specimen must be re-run.

Regular screening (twice-weekly) of serum samples of high-risk patients is recommended to increase
the sensitivity and early positivity of the test.

Note : The Platelia™ Aspergillus Ag is intended to be used as an aid in the diagnosis of Invasive
Aspergillosis. Positive results obtained with the Platelia™ Aspergillus Ag should be considered in
conjunction with other diagnostic procedures such as microbiological culture, histological examination
of biopsy samples and radiographic evidence.

Example Calculation:

Sample Absorbance (OD)

Negative Control (R3) 0.116
Cut-off Control (R4) 0.513

0.533
Positive Control (R5) 1.834
Patient Sample #1 0.134
Patient Sample #2 0.436
Patient Sample #3 1.196

Calculations
Refer to the Quality Control (Validity Criteria) section for an example of calculations to determine the
validity of the assay controls.
Mean Cut-off Control Value
To calculate the mean Cut-off Control (R4) OD, add the OD values for each Cut-off Control replicate
together and divide the result by 2:
(0.513 + 0.533) + 2 = 0.523
Patient Sample #1
To calculate the index of Patient Sample #1, divide the OD of Patient Sample #1 by the mean Cut-off
Control OD:
1=0134_ 026
0.523
In this example, Patient Sample #1 is negative, since the Index of 0.26 is < 0.50.
Patient Sample #2
To calculate the index of Patient Sample #2, divide the OD of Patient Sample #2 by the mean Cut-off
Control OD:
1=0436_ g3

In this example, Patient Sample #2 is positive, since the Index of 0.83 is = 0.50.
Patient Sample #3
To calculate the index of Patient Sample #3, divide the OD of Patient Sample #3 by the mean Cut-off
Control OD:
1=1196_529
0.523
In this example, Patient Sample #3 is positive, since the Index of 2.29 is = 0.50.
Please refer to Interpretation of Positive Results in Section 12.
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13-LIMITATIONS OF THE PROCEDURE

1.

10.

11.

12.

12 [EN]

A negative test from serum and/or BAL samples cannot rule out the diagnosis of Invasive
Aspergillosis. Serum samples from patients at risk for Invasive Aspergillosis should be tested
twice a week.

. The Platelia™ Aspergillus Ag Procedure and the Interpretation of Results must be followed when

testing samples for the presence of galactomannan antigen. The user of the kit is advised to read
the package insert carefully prior to conducting the test. In particular, the test procedure must be
carefully followed for sample and reagent pipetting, plate washing, and timing of the incubation
steps.

. Failure to add specimen or reagent as instructed in the procedure could result in a falsely negative

test. Repeat testing of additional samples should be considered where there is clinical
suspicion of Invasive Aspergillosis or procedural error.

Contamination of negative patient specimen wells by positive control/patient specimen wells is
possible if the contents of one well spill over into another well due to rough handling of the microplate
or poor pipetting technique while adding reagents.

. The performance of the Platelia™ Aspergillus Ag has not been evaluated with neonatal samples.

There is a higher incidence in the number of false positive galactomannan results reported in the
European literature in samples from neonatal population 315,33, 44,

The Platelia™ Aspergillus Ag may exhibit reduced detection of galactomannan in patients with
chronic granulomatous disease (CGD) and Job’s syndrome 5658,

. The concomitant use of mold-active anti-fungal therapy in some patients with Invasive Aspergillosis

may result in reduced sensitivity with the Platelia™ Aspergillus Ag 3031,
The Platelia™ Aspergillus Ag has not been evaluated for use with plasma or other sample types such
as urine or CSF.

. The performance of the Platelia™ Aspergillus Ag has not been established for manual reading and/

or visual result determination.

Other genera of fungi such as Penicillium, Alternaria Paecilomyces, Geotrichum and Histoplasma

have shown reactivity with rat, EBA-2 monoclonal antibodies used in the assay for the detection of

Aspergillus galactomannan. Histoplasmosis should be considered in endemic areas including parts

of the United States 365059,

Cross-reactivity of BAL fluid samples with Mycoplasma pneumoniae or anaesthetic drugs/lubricants

used to numb the neck/throat area for the aspiration process has not been evaluated.

Positive reactions with no clinical signs:

The following should be considered with regard to the early galactomannan antigen detection in

serum or BAL before the appearance of clinical and/or radiological signs. Positive test results without

clinical signs are usually observed and they have been shown to correspond to «true positive» tests

in patients for whom Proven or Probable Invasive Aspergillosis diagnosis is established later on .

However, in some particular cases, specific factors should be taken into account when interpreting

the test:

a. Positive test results with no clinical signs have been reported, especially in young children 4.
Although some of these cases could be related to real circulation of Aspergillus antigens, most
cases can be considered to be false-positives 7.

b. Galactofuranose has been demonstrated in various foods, particularly cereals, cereal products
and cream desserts ' 27. Unlike human milk, cow’s milk formulas frequently contain high
concentrations of galactomannan 3. Dietary factors must therefore be taken into account in
interpretation of the course of antigenemia in young children, and more generally in all patients
with an altered intestinal barrier & 13. Any case of positive antigenemia not accompanied by clinical
signs should be interpreted even more cautiously in this population of patients.



c. There have been reports of positive galactomannan test results in patients receiving piperacillin/

tazobactam. There have also been reports of certain lots or batches of piperacillin/ tazobactam
that have been found to be positive for galactomannan antigen. Therefore, positive test results
in patients receiving piperacillin / tazobactam should be interpreted cautiously and confirmed by
other diagnostic methods. Detection of galactomannan has also been reported in some batches
of amoxicillin associated with clavulanic acid parenteral preparations. Therefore, semi-synthetic
B-lactam treatments should be taken into account when interpreting the test 1332,
Nevertheless, as Platelia™ Aspergillus Ag can detect galactomannan antigen well before
clinical or radiological signs appear, the occurrence of Invasive Aspergillosis cannot be ruled
out. Therefore, patients treated with piperacillin/tazobactam with positive test results should be
followed carefully.

d. Positive reactions in the absence of clinical signs may be observed in patients receiving products
containing galactomannan, either parenterally or orally (in the presence of an alteration of the
intestinal barrier). The presence of galactomannan in these products can often be explained by
the use of a fermentation process based on fungal microorganisms. A positive result will not be
observed in a patient, however, unless the serum concentration of exogenous galactomannan
reaches or exceeds the test’s detection threshold.

Thus, if there is a suspicious positive result in the absence of other clinical signs, we recommend
investigating the products that the patient is taking and notably their production processes and
the origin of the raw materials used 44149,

13. There have been reports of positive reactions for galactomannan in serum and bronchoalveolar
lavage fluid associated with PLASMA-LYTE™ have been observed in several studies 1441, Therefore,
any administration of PLASMA-LYTE™ should be taken into account when interpreting the results of
this test.

14. The results of the Platelia™ Aspergillus Ag in Bronchoalveolar Lavage (BAL) fluid samples from non-
immunocompromised patients should be interpreted with caution. 37

15. Results close to the cut-off index value (0.5), should be interpreted cautiously and should be
supported by other clinical, radiological or laboratory evidence of invasive aspergillosis since no
grey zone is included in the result interpretation of the assay.

16. In addition, results of the Platelia™ Aspergillus Ag in Bronchoalveolar Lavage (BAL) fluid samples
between 0.5-1.0 index have a lower predictive value than BAL sample results > 1.0 index values,
hence the results between 0.5-1.0 index values should be reviewed and supported by other clinical,
radiological or laboratory evidence of invasive aspergillosis & 7.

14-EXPECTED VALUES

. SERUM

The expected prevalence of Invasive Aspergillosis varies with the patient population; rates from 5-20%
have been reported 0.6,

The following results have been obtained from clinical studies conducted on pediatric (age < 21 years)
patients in the United States and on adult patients in North America.

A-Pediatrics

A clinical study was conducted on a total of 1954 serum samples from 129 immunocompromised
pediatric (Age < 21 years) patients, at high risk for Invasive Aspergillosis (IA) and patients diagnosed with
Proven and Probable Invasive Aspergillosis, at three testing centers in the United States to determine
the performance characteristics of the Platelia™ Aspergillus Ag. The distribution of index values for
these populations is shown in the following charts:
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Pediatric Patients diagnosed without Invasive Aspergillosis (control population)

Figure 1
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* Note: 80 samples, from 4 control patients with positive galactomannan antigen results
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Pediatric Patients diagnosed with Invasive Aspergillosis

Figure 2
. Pediatric Proven/ Probable Aspergillosis: Distribution of
The scatter plot depicts Index! Pediatric Patient (N=17)
galactomannan assay results
for the 249 serum samples

from 17 patients in this study
diagnosed with proven or
probable Invasive Aspergillosis
as defined by EORTC/NIAID
definitions. Not every serum
sample from each patient is
expected to be positive. The
expected prevalence of Invasive
Aspergillosis varies with the
patient population; rates from
5-20% have been reported 10.24,
The prevalence rate of this study was 13.6%.

v

C0O0O000O0Os R AARARAnaN
*
.

Index
L o d L 2R 2K 3
*
*He *
>
*» * o

-

* o
4 e
o0 o ole
*»

0 d

ocLhuwRNONROOLNWENOND©OO

0
' i
s l
i l l l $ H
7 8 9 10 11 12 13 14 15 16 17 18
Patient Number

o
-
[N}
w o
IS
o
o

14 [EN]



B. Adults

A clinical study was conducted on a total of 1724 serum samples from 172 bone marrow transplant
(BMT) and leukemic patients diagnosed with and without Invasive Aspergillosis, at three testing centers
in North America to determine the performance characteristics of the Platelia™ Aspergillus Ag. The
distribution of index values for these populations is represented in the following charts.

Adult Patients diagnosed without Invasive Aspergillosis (control population)

Figure 3
Distribution of the Serum Index Value from
A total of 1262 serum samples 800 the Adult Control Population (N=1262)
obtained from 143 bone marrow 700 662
traqsplant (BMT) and_ leukemic £ 600
patients at three testing centers £ 500 {420
in North America were tested o 400
with the Platelia™ Aspergillus g 300
Ag test. The distribution of index = 200 107
. . . 100
values is shown in the following 5 14 5 4 4 0 4 o 0 1 0 o 4
chart.
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Adult Patients diagnosed with Invasive Aspergillosis

Figure 4
. . Adult Proven/ Probable Aspergillosis: Distribution of
This scatter plot depicts Index/ Adult Patient (N=29)

galactomannan assay results for
the 462 serum samples from 29
patients in this study diagnosed
with proven or probable Invasive
Aspergillosis as defined by
EORTC/NIAID definitions. Not
every serum sample from each
patient is expected to be positive.
The expected prevalence of
Invasive Aspergillosis varies with
the patient population; rates from .0
5-20% have been reported 1024, . b
The prevalence rate for this study
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The following graphs represent examples of a patient without clinical signs or symptoms of Invasive
Aspergillosis (negative for Aspergillus) and a patient with proven or probable Invasive Aspergillosis
(positive for Aspergillus) respectively.

Figure 5 CONTROL PATIENT
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Figure 6 PROVEN INVASIVE ASPERGILLOSIS PATIENT
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0
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Days
Il. BAL FLUID

Two studies were conducted on a total of 449 BAL samples from 178 Solid Organ transplant (SOT)
and lung transplant recipients with and without invasive aspergillosis in the United States to determine
the performance characteristics of the Platelia™ Aspergillus Ag kit with Bronchoalveolar Lavage Fluid
samples.

Of these, there were 403 BAL samples from 167 solid organ and lung transplant recipients without
invasive aspergillosis.

In addition, a retrospective analysis was performed on BAL samples from 99 evaluable high risk
haematology patients in a study outside the United States which included 58 patients with proven or
probable invasive aspergillosis.

Expected values in BAL samples from the combined SOT and lung transplant recipients without Invasive
Aspergillosis are presented in the table below. Results are presented by samples from transplant
recipients with and without mold colonization.
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15.

Table 1

Expected Values by Sample

Combined SOT and Lung Transplant Recipients without Invasive Aspergillosis
N =403 BAL Fluids

Diagnosis N Positive (%) Negative (%)
Controls without colonization 341 11/341 (3.2%) 330/341 (96.8%)
Controls with colonization 62 12/62 (19.4%) 50/62 (80.6%)
Control Total 403 23/403 (5.7%) 380/403 (94.3%)

Expected values in BAL samples from the combined SOT and lung transplant recipients without
Invasive Aspergillosis are presented by transplant type in the table below.

Table 2

Expected Values by Sample

Combined SOT and Lung Transplant Recipients without Invasive Aspergillosis By Transplant Type

N =403 BAL Fluids

Transplant Type N Positive (%) Negative (%)
Heart 28 3/28 (10.7%) 25/28 (89.3%)
Kidney 25 3/25 (12.0%) 22/25 (88.0%)
Liver 23 1/23 (4.3%) 22/23 (95.7%)
Lung 327 16/327 (4.9%) 311/327 (95.1%)
Control Total 403 23/403 (5.7%) 380/403 (94.3%)

Expected values were also evaluated in a total of 41 BAL fluid samples from 41 hematological
disease patients without Invasive Aspergillosis and are presented in the Table below

Table 3

Expected Values by Sample

Hematologic disease patients without Invasive Aspergillosis

N =41 BAL Fluids

Diagnosis N Positive (%) Negative (%)
Control 4 8/41 (19.5%) 33/41 (80.5%)

SPECIFIC PERFORMANCE CHARACTERISTICS
A. REPRODUCIBILITY

a) Reproducibility Studies In Serum

Inter-assay and Intra-assay variability for the Platelia™ Aspergillus Ag were determined in a study
using a panel of 6 pooled patient serum samples (one negative, one low positive, two positive,
and two high positive) obtained at three clinical trial sites in North America. Each of the 6 panel
members were tested in triplicate (x3) on 3 different days, on one lot, at two sites (total number
of replicates at each site = 9). Each of the 6 panel members was tested in duplicate (x2) on 3
different days, on 1 lot, at a third site (total number of replicates at the third site = 6). One (1)
operator performed all precision testing at each site. The data were analyzed according to the
Clinical Laboratory Standards Institute (CLSI) (formerly National Committee for Clinical Laboratory
Standards (NCCLS)). The mean optical density (OD) and mean index value, standard deviation
(SD), percent coefficient of variation (%CV), within run precision (intraassay) and within site (inter-
assay) precision for each panel member at each site are illustrated below in the following tables.
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b) Reproducibility in BAL Fluid

Inter-assay and Intra-assay variability for the Platelia™ Aspergillus Ag were determined in a study using
a panel of 4 pooled patient BAL samples spiked with purified galactomannan (one negative, one high
negative, one low positive and one medium positive) at 3 testing sites (Two US clinical testing sites and
one internal site). Each of the 4 panel members and the controls were tested in duplicate (x2) in 2 runs
per day on 5 different days on one lot (Total number of results at each site = 120). Two (2) operators
performed all precision testing at each site. The data was analyzed according to the Clinical Laboratory
Standards Institute (CLSI) (formerly National Committee for Clinical Laboratory Standards (NCCLS)).
The mean optical density (OD) and mean index value, standard deviation (SD), percent coefficient of
variation (%CV), within run precision (intraassay) and within site (inter-assay) precision for each panel
member are illustrated below in the following table:

Table 5 - Combined Sites

Summary
Negative High Low Medium Positive Negative
9 Negative Positive Positive Control Control
Summary N= 60 N=60 N=60 N=60 N=60 N=60

oD Index oD Index oD Index oD Index | OD |Index | OD | Index

Mean 0.121 0.29 0.214 0.50 0.375 0.88 0.575 1.35 1.580 | 3.72 |0.047| 0.11
‘F"Vlil:‘i“ SD | N/A | N/A | 0.037 | 0.103 | 0.035 |0.078%| 0.029 | 0.067 | 0.111 | 0.265 | N/A | N/A
g’s‘tsr:y) %CV | N/A | N/A |17.4% |205% | 9.3% | 8.9% | 50% | 5.0% | 7.0% | 7.1% | N/A | N/A
Total SD | N/A | N/A | 0.042 | 0.095 | 0.061 | 0.122 | 0.070 | 0.138 | 0.190 | 0.438 | N/A | N/A
i'\';li'y) %CV | N/A | N/A |19.6% | 18.9% | 16.2% | 13.9% | 12.2% | 10.2% | 12.0% [ 11.8% | N/A | N/A

B. CROSS REACTIVITY

A study to evaluate the effect of potentially interfering medical conditions unrelated to Invasive
Aspergillosis was performed with one lot of the Platelia™ Aspergillus Ag kit. The following serum
samples were tested for cross-reactivity with the Platelia™ Aspergillus Ag. A total of 151 sera were
tested.

Table 6

Pathology # Samples Tested # Positives
Rheumatoid Factor 10 0
ANA Positive 10 0
1gG Hypergammaglobulinemia 10 0
IgM Hypergammaglobulinemia 10 0
Cancer* 11 0

Non-Viral Cirrhosis (primary biliary;

alcohol induced; drug induced) 10 0
Multiple Transfusions 10 0
Multiparous Females 10 0
HAV 10 0
HCV 10 0
Rubella 10 0
CMV 10 0
Syphilis (RPR+) 10 0
Toxoplasmosis 10 0
Mycoplasma 10 0

* One each of bladder, breast (2), colon, endometrial, lung, prostate, renal, and squamous(3).
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C. CLINICAL TESTING
Clinical studies in North America

I. SERUM SAMPLES

Clinical testing to evaluate the sensitivity, specificity, and predictive value of the Platelia™
Aspergillus Ag was conducted on pediatric (age < 21 years) patients at three sites located in the
United States and on adult patients at three sites located in North America. The studies were
conducted using a total of 1954 serum samples collected from 129 pediatric patients and a total
of 1724 serum samples collected from 172 adult patients from the following populations*:

e Patients without signs of Invasive Aspergillosis (control patients)

e Patients with Probable Invasive Aspergillosis

e Patients with Proven Invasive Aspergillosis

* The Invasive Fungal Infection Cooperative Group (IFICG) of the European Organization for
Research and Treatment of Cancer (EORTC) and the Mycosis Study Group (MSG) of the National
Institute of Allergy and Infectious Diseases (NIAID) in 2002 have defined criteria for diagnosis of
Invasive Aspergillosis (IA) in patients with hematologic malignancy or hematopoetic stem cell
transplant.2

SENSITIVITY

A. Pediatrics

Results from this study have been analyzed in terms of patient sensitivity. Sensitivity testing
was conducted using the Platelia™ Aspergillus Ag at three sites on a combined total of 17
immunocompromised pediatric patients diagnosed with Proven or Probable Invasive Aspergillosis.

Table 7

o "
Diagnosis Number of patients Sensitivity 95% Confidence
Interval
Proven Aspergillosis 9 44.4% (4/9) 18.9-73.3%
Probable Aspergillosis 8 62.5% (5/8) 30.6-86.3%
Comblrjed F’roven and Probable 17+ 52.9% (9/17) 31.0-73.8%
Aspergillosis

*Note: 8 of the 17 patients gave negative Aspergillus galactomannan antigen results. All of the 8
patients with negative Aspergillus galactomannan antigen results received therapy with multiple
antifungal agents. The concomitant use of mold-active anti-fungal therapy in some patients with
Invasive Aspergillosis may result in reduced sensitivity °'.

B. Adults
Sensitivity testing was conducted using the Platelia™ Aspergillus Ag at three sites on a combined total

of 29 Bone Marrow Transplant (BMT) and Leukemia adult patients diagnosed with Proven or Probable
Invasive Aspergillosis.

Table 8
o "
Diagnosis Number of patients Sensitivity 95% Confidence
Interval

Proven Aspergillosis 11 81.8% (9/11) 52.3-94.9%
Probable Aspergillosis 18 77.8% (14/18) 54.8-91.0%
Comb|rl19d Proven and Probable 29 79.3% (23/29) 61.6-90.2%
Aspergillosis
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SPECIFICITY

A. Pediatrics

Specificity by pediatric patients

Specificity testing was conducted using the Platelia™ Aspergilllus Ag at three sites on a combined
total of 108 immunocrompomised pediatric patients without signs of Invasive Aspergillosis (control
patients).

Table 9
o .
Site Number of patients Specificity 95% Confidence
Interval
1 44 86.4 % (38/44) 73.3-93.6%
2 59 86.4 % (51/59) 75.5-93.0%
3 5 100% (5/5) 56.6-100%
Combined Sites 108 87.0% (94/108) 79.4-92.1%

*Note: 4 patients with positive galactomannan antigen results coinciding with piperacillin /
tazobactam therapy were excluded.

Specificity by pediatric samples

Specificity testing was conducted using the Platelia™ Aspergilllus Ag at three sites on a combined total
of 1625* samples obtained from 108 immunocrompomised pediatric patients without signs of Invasive
Aspergillosis (control patients).

Table 10
y . e s 95% Confidence
Site Number of patients Specificity Interval
1 794 98.9% (785/794) 97.9-99.4%
2 731 97.8% (715/731) 96.5-98.6%
3 100 100% (100/100) 96.3-100%
Combined Sites 1625 98.5% (1600/1625) 97.7-99.0%

*Note: 80 samples from 4 patients with positive galactomannan antigen results coinciding with
piperacillin / tazobactam therapy were excluded.

B. Adults

Specificity by adult patients

Specificity testing was conducted using the Platelia™ Aspergillus Ag at three sites on a combined
total of 143 Bone Marrow Transplant (BMT) and Leukemia adult patients without signs of Invasive
Aspergillosis (control patients).

Table 11
o .
Site Number of patients Specificity 95% Confidence
Interval
1 28 78.6% (22/28) 60.5-89.8%
2 77 93.4% (71/77) 84.0-96.4%
3 38 89.5% (34/38) 75.9-95.8%
Combined Sites 143 88.8% (127/143) 82.6-93.0%
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Specificity by adult samples

Specificity testing was conducted using the Platelia™ Aspergillus Ag at three sites on a combined
total of 1262 samples obtained from 143 Bone Marrow Transplant (BMT) and Leukemia adult patients
without signs of Invasive Aspergillosis (control patients).

Table 12
. e 95% Confidence
Site Number of samples Specificity Interval
1 349 98.0% (342/349) 95.9-99.0%
2 560 98.6% (552/560) 97.2-99.3%
3 353 98.9% (349/353) 97.1-99.6%
Combined Sites 1262 98.5% (1243/1262) 97.7-99.0%

PREDICTIVE VALUE

Positive and negative predictive values have been analyzed for the patient population in this study.
Based on the actual average of 13.6% prevalence rate in pediatrics and 16.9% prevalence rate in
adults observed in this study, positive and negative predictive values have been calculated as below:

A. Pediatrics

Study Prevalence 13.6%

PPV: 39.1% 95% Confidence Interval: 22.2-59.2%
NPV: 92.2% 95% Confidence Interval: 85.3-96.0%
B. Adults

Study Prevalence 16.9%

PPV: 59.0% 95% Confidence Interval: 43.4-72.9%
NPV: 95.5% 95% Confidence Interval: 90.5-97.9%

The expected prevalence of Invasive Aspergillosis varies with the patient population; rates from 5-20%
have been reported 10 24. For patient populations on the lower end of the published prevalence, the
positive and negative predictive values have been re-calculated using a 5% prevalence rate.

A. Pediatrics

Calculated Prevalence 5%

PPV: 17.6% 95% Confidence Interval: 6.5-39.8%
NPV: 97.2% 95% Confidence Interval: 92.1-99.1%
B. Adults

Calculated Prevalence 5%

PPV: 27.2% 95% Confidence interval: 13.7-46.7%
NPV: 98.8% 95% Confidence Interval: 95.4-99.7 %

1. BAL FLUID SAMPLES- PERFORMANCE CHARACTERISTICS

Sensitivity and specificity of the Platelia™ Aspergillus Ag with BAL fluid samples were evaluated in two
studies in the United States on 116 samples from 62 solid organ transplant recipients and 333 samples
from 116 lung transplant recipients and one study outside the United States on 99 samples from 99 high
risk hematology patients with and without invasive aspergillosis.

A. Sensitivity
Sensitivity was evaluated in Solid Organ Transplant and Lung Transplant recipients diagnosed with

invasive aspergillosis as well as hematologic disease patients diagnosed with invasive aspergillosis
according to the EORTC/MSG criteria.
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l. Solid Organ Transplant recipients with Invasive Aspergillosis

Of the total of 116 samples from 62 solid organ transplant recipients in one study, sensitivity was
evaluated in 5 recipients diagnosed with invasive aspergillosis as shown in the table below.

Table 13

Sensitivity with Platelia™ Aspergillus Ag
Proven or Probable Invasive Aspergillosis in Solid Organ Transplant Recipients By Patient

o N
Diagnosis N Index = 0.5 Sensitivity 95% Confidence
Interval
Proven Aspergillosis 2 2/2 (100%) 34.2 - 100%
Probable Aspergillosis 3 3/3 (100%) 43.8 - 100%
Combined Proven and o 4000
Probable Aspergillosis 5 5 5/5 (100%) 56.5-100%

Table 14

Sensitivity with Platelia™ Aspergillus Ag
Proven or Probable Invasive Aspergillosis in Solid Organ Transplant Recipients By Transplant Type

Transplant Type N Index = 0.5 Sensitivity 95% Ig::::[i:lence
Heart 1 1 1/1 (100%) 20.6 - 100%
Kidney 3 3 3/3 (100%) 43.8 - 100%
Liver 1 1 1/1 (100%) 20.6 - 100%
Total 5 5 5/5 (100%) 56.5 - 100%

II. Lung Transplant recipients with invasive aspergillosis
Of the total of 333 samples from 116 lung transplant recipients in another study, sensitivity was
evaluated in 6 recipients diagnosed with invasive aspergillosis as shown in the table below.

Table 15

Sensitivity with Platelia™ Aspergillus Ag
Proven or Probable Invasive Aspergillosis in Lung Transplant Recipients By patient

95% Confidence

Probable Aspergillosis

Diagnosis N Index = 0.5 Sensitivity Interval

Proven Aspergillosis 1 1/2 (50.0%) 9.4 - 90.6%
Probable Aspergillosis 3 3/4 (75.0%) 30.0 - 95.4%
Gombined Proven and 6 4 4/6 (66.7%) 30.0 - 90.3%
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lll. Hematologic disease patients with invasive aspergillosis

Sensitivity was also evaluated in a third study in 58 samples from 58 hematologic disease patients
diagnosed with invasive aspergillosis as shown in the table below. In the study a retrospective analysis
was performed on BAL samples from high risk hematology patients using the Platelia™ Aspergillus EIA.
The data from this published study below was evaluated to establish the performance characteristics

of the Platelia™ Aspergillus EIA on BAL fluid 2°.

Table 16
Proven or Probable Invasive Aspergillosis in Hematologic Disease Patients
o -
Diagnosis N Index = 0.5 Sensitivity 95% Confidence
Interval

Proven Aspergillosis 31 31 31/31 (100%) 89.0 - 100%
Probable Aspergillosis 27 26 26/27 (96.3%) 81.7 - 99.3%
Combined Proven and 58 57 57/58 (98.3%) 90.8 - 99.7%
Probable Aspergillosis

B. Specificity

Specificity was evaluated in a total of 98 BAL samples from 57 SOT recipients and 305 BAL samples

from 110 Lung Transplant recipients without invasive aspergillosis and is shown in the table below.
Results are presented by samples from transplant recipients with and without mold colonization:

Table 17
Specificity by Sample

Combined SOT and Lung Transplant Recipients without Invasive Aspergillosis

N =403 BAL Fluids

o "

Diagnosis N Index < 0.5 Negative (%) 95% Confidence
Interval

Controls without 341 330 330/341(96.8%) 94.3 - 98.2%

colonization

Controls with colonization 62 50 50/62 (80.6%) 69.1 - 88.6%

Control Total 403 380 380/403(94.3%) 91.6 - 96.2%

Specificity in BAL samples from the combined SOT and lung transplant recipients without Invasive

Aspergillosis is presented by transplant type in the table 18 below:

Table 18
Specificity by Sample

Combined SOT and Lung Transplant Recipients without Invasive Aspergillosis By Transplant Type

N = 403 BAL Fluids

Transplant Type N Index < 0.5 Negative (%) 95% Igtoe r:ii:le nee
Heart 28 25 25/28 (89.3%) 72.8 - 96.3%
Kidney 25 22 22/25 (88.0%) 70.0 - 95.8%
Liver 23 22 22/23 (95.7%) 79.0-99.2%
Lung 327 311 311/327 (95.1%) 92.2-97.0%
Total 403 380 380/403 (94.3%) 91.6-96.2%
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Specificity was also evaluated in a total of 41 BAL samples from 41 hematologic disease patients
without invasive aspergillosis and is shown in the table below.

Table 19

Specificity by Sample

Hematologic Disease Patients without Invasive Aspergillosis

N= 41

95% Confidence

Diagnosis N Index < 0.5 Negative (%) Interval

Control Patients £y 33 33/41 (80.5%) 66.0 - 89.8%
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alergickou kozni reakci.

Pouzivejte ochranné rukavice/ochranny odév/ochranné bryle/
oblicejovy stit. PRI ZASAZENI OCI: Nékolik minut opatrné
vyplachujte vodou. Vyjméte kontaktni Cocky, jsou-li nasazeny a
pokud je Ize vyjmout snadno. Pokracujte ve vyplachovani. PRI
POZITI: Vyplachnéte usta. NEVYVOLAVEJTE zvraceni. PRI
STYKU S KUZI (nebo s vlasy): Veskeré kontaminované ¢asti
odévu okamzité svléknéte. Oplachnéte kuzi vodou/osprchuijte.
Pfi podrazdéni kize nebo vyrazce: Vyhledejte Iékafskou
pomoc/oSetfeni. Obsah/nadobu likvidujte v souladu s mistnimi/
regionalnimi/narodnimi/mezinarodnimi predpisy.

(DE)

Gefahr

Verursacht schwere Veratzungen der Haut und schwere
Augenschaden. Kann allergische Hautreaktionen verursachen.
Schutzhandschuhe/Schutzkleidung/Augenschutz/
Gesichtsschutz tragen. BEI KONTAKT MIT DEN AUGEN:
Einige Minuten lang behutsam mit Wasser spiilen.
Vorhandene Kontaktlinsen nach Méglichkeit entfernen. Weiter
spllen. BEI VERSCHLUCKEN: Mund ausspilen. KEIN
Erbrechen herbeifiihren. BEI KONTAKT MIT DER HAUT (oder
dem Haar): Alle beschmutzten, getrankten Kleidungsstiicke
sofort ausziehen. Haut mit Wasser abwaschen/duschen. Bei
Hautreizung oder -ausschlag: Arztlichen Rat einholen/arztliche
Hilfe hinzuziehen. Entsorgung des Inhalts / des Behalters
gemal den ortlichen / regionalen / nationalen/ internationalen
Vorschriften.

(DK)

Fare

Forarsager svaere forbraendinger af huden og gjenskader. Kan
forarsage allergisk hudreaktion.

Beer beskyttelseshandsker/beskyttelsestoj/ajenbeskyttelse/
ansigtsbeskyttelse VED KONTAKT MED GJNENE: Skyl
forsigtigt med vand i flere minutter. Fjern eventuelle
kontaktlinser, hvis dette kan gares let. Fortsaet skylning. |
TILFALDE AF INDTAGELSE: Skyl munden. Fremkald IKKE
opkastning. VED KONTAKT MED HUDEN (eller haret):
Tilsmudset toj tages straks af/fiernes. Skyl/brus huden

med vand. Ved hudirritation eller udslet: Sag laegehjeelp.
Bortskaffelse af indholdet/beholderen i henhold til de lokale/
regionale/nationale/internationale forskrifter.

(EE)

Ettevaatust

P6hjustab rasket nahasddvitust ja silmakahjustusi. Vib
pdhjustada allergilist nahareaktsiooni.

Kanda kaitsekindaid/kaitserdivastust/kaitseprille/kaitsemaski.
SILMA SATTUMISE KORRAL: loputada mitme minuti jooksul
ettevaatlikult veega. Eemaldada kontaktlaatsed, kui neid
kasutatakse ja kui neid on kerge eemaldada. Loputada

veel kord. ALLANEELAMISE KORRAL: loputada suud.
MITTE kutsuda esile oksendamist. NAHALE (vdi juustele)
SATTUMISE KORRAL: vétta viivitamata kéik saastunud réivad
seljast. Loputada nahka veega/loputada dusi all. Nahaarrituse
vGi _obe korral: pdérduda arsti poole. Sisu/konteineri kaitlus
vastavuses kohalike/regionaalsete/rahvuslike/rahvusvaheliste
nduetega.

(EN)

Danger

Causes severe skin burns and eye damage. May cause an
allergic skin reaction.

Wear protective gloves/protective clothing/eye protection/
face protection. IF IN EYES: Rinse cautiously with water for
several minutes. Remove contact lenses, if present and easy
to do. Continue rinsing. IF SWALLOWED: rinse mouth. Do
NOT induce vomiting. IF ON SKIN (or hair): Remove/Take off
immediately all contaminated clothing. Rinse skin with water/
shower. If skin irritation or rash occurs: Get medical advice/
attention. Dispose of contents/container in accordance with
local/regional/national/international regulations.

(ES)

Peligro

Provoca quemaduras graves en la piel y lesiones oculares
graves. Puede provocar una reaccion alérgica en la piel.
Llevar guantes que aislen del frio/gafas/mascara. EN CASO
DE CONTACTO CON LOS OJOS: Aclarar cuidadosamente
con agua durante varios minutos. Quitar las lentes de
contacto, si lleva y resulta facil. Seguir aclarando. EN CASO
DE INGESTION: Enjuagarse la boca. NO provocar el vémito.
EN CASO DE CONTACTO CON LAPIEL (o el pelo): Quitarse
inmediatamente las prendas contaminadas. Aclararse la

piel con agua o ducharse. En caso de irritacion o erupcién
cutanea: Consultar a un médico. Eliminar el contenido o

el recipiente conforme a la reglamentacion local/regional/
nacional/internacional.

(F1)

Vaara

Voimakkaasti ihoa sydvyttavaa ja silmia vaurioittavaa. Voi
aiheuttaa allergisen ihoreaktion.

Kayta suojakasineitd/suojavaatetusta/siimiensuojainta/
kasvonsuojainta. JOS KEMIKAALIA JOUTUU SILMIIN:
Huuhdo huolellisesti vedella usean minuutin ajan. Poista
piilolinssit, _edical voi tehdé helposti. Jatka huuhtomista. JOS
KEMIKAALIA ON NIELTY: Huuhdo suu. El saa oksennuttaa.
JOS KEMIKAALIA JOUTUU IHOLLE (tai hiuksiin): Riisu
saastunut vaatetus valittdmasti. Huuhdo/suihkuta iho vedella.
Jos iimenee ihodrsytysta tai ihottumaa: Hakeudu laakariin.
Sailyta sailio(t) noudattaen paikallisia/alueellisia/kansallisia/
kansainvalisia maarayksia.

(FR)

Danger

Provoque des brdlures de la peau et des Iésions oculaires
graves. Peut provoquer une allergie cutanée.

Porter des gants de protection/des vétements de protection/
un équipement de protection des yeux/du visage. EN CAS
DE CONTACT AVEC LES YEUX: rincer avec précaution

a l'eau pendant plusieurs minutes. Enlever les lentilles de
contact si la victime en porte et si elles peuvent étre facilement
enlevées. Continuer a rincer. EN CAS D’INGESTION: rincer
la bouche. NE PAS faire vomir. EN CAS DE CONTACT
AVEC LA PEAU (ou les cheveux): enlever immédiatement
les vétements contaminés. Rincer la peau a 'eau/se doucher.
En cas dirritation ou d’éruption cutanée: consulter un
médecin. Eliminer le contenu/récipient conformément & la
réglementation locale/régionale/nationale/internationale.

(GR)

Kivduvog

MpokaAei coBapd deppaTikd eyKaUHATA Kol OQBAAMIKEG
BAGBeg. Mtropei va TTpokaAéael aAAepyIKT) DEPUATIKN
avtidpaon.

Na @opdTe TTPOCTATEUTIKA YAVTIQ/TTPOCTATEUTIKG evOUHOTA/
P€oa aTopIKNG TTPOCTaCiag yia TapdTa/mpoéowTo. ZE
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MEPINTQZH EMNA®GHE ME TA MATIA: ZeTAUVETE TTPOCEKTIKG
HE VEPO YIa APKETA ATTTA. EGV UTIAPXOUV aKOi ETTAQNG,
apaIPETTE TOUG, EPOOOV €ival EUKOAD. ZUVEXIOTE VO EETTAEVETE.
SE MEPINTQEH KATAMOZHE: ZemAUVETE TO OTOUAL.

MHN mpokaAéoete epetd. ZE MEPINTQIH EI'IAtDHZ ME

TO AEPMA () pe Ta paANIG): AQaipEaTe apéowg OAa Ta
poAuopéva evoUpaTa. ZETTAUVETE TO dépua e vEPO/OTO VTOUG.
Edv mapatnpnBei epeBiopdg Tou SEPPATOG 1) EPpavIoTE
e§avonua: ZupBouleuBeite/ETIOKePOEiTEYIOTPO. ATTOPPIlPTE
T TTEPIEXOHEVO/DOXEIO CUPPWVA PE TOUG TOTTIKOUG/EBVIKOUG/
OleBveig kavoviououg.

(HR)

Opasnost

Uzrokuje teSke opekline koZe i ozljede oka. MozZe izazvati
alergijsku reakciju na kozi.

Nositi zastitne rukavice/zastitnu odijelo/zastitu za o¢i/zastitu
za lice. U SLUCAJU DODIRA S OCIMA: oprezno ispirati
vodom nekoliko minuta. Ukloniti kontaktne lece ukoliko ih
nosite i ako se one lako uklanjaju. Nastaviti ispiranje. AKQ SE
PROGUTA: isprati usta. NE izazivati povra¢anje. U SLUCAJU
DODIRA S KOZOM (ili kosom): odmah ukloniti/skinuti svu
zaganenu odjecu. Isprati koZzu vodom/tusiranjem. U slu¢aju
nadrazaja ili osipa na kozi: zatraziti savjet/pomoc lije¢nika.
Odlozite sadrzaje /spremnike u skladu s lokalnim/regionalnim/
nacionalni/medunarodnim odredbama.

(HU)

Veszély

Smarkiai nudegina odg ir pazeidzia akis. Allergias bérreakciot
valthat ki.

Védokesztyliivédéruha/szemvédé/arcvédd hasznalata
kotelezé. SZEMBE KERULES esetén: Tobb percig tartd
o6vatos Oblités vizzel. Adott esetben a kontaktlencsék
eltavolitasa, ha kdnnyen megoldhato. Az 6blités folytatasa.

LENYELES ESETEN: a szajat ki kell 6bliteni. TILOS hanytatni.

HA BORRE (vagy hajra) KERUL: Az ésszes szennyezett
ruhadarabot azonnal el kell tavolitani/le kell vetni. A bért le
kell dbliteni vizzel/zuhanyozas. Bérirritacio vagy kilitések
megjelenése esetén: orvosi ellatast kell kérni. Az edény
tartalmat / a tartalyt a helyi/regionalis/nemzeti/nemzetkozi
szabalyozasoknak megfeleléen kell hulladékként elhelyezni.

(IT)

Pericolo

Provoca gravi ustioni cutanee e gravi lesioni oculari. Pud
provocare una reazione allergica cutanea.

Indossare guanti/indumenti protettivi/Proteggere gli occhifil
viso. IN CASO DI CONTATTO CON GLI OCCHI: sciacquare
accuratamente per parecchi minuti. Togliere le eventuali lenti
a contatto se e agevole farlo. Continuare a sciacquare. IN
CASO DI INGESTIONE: sciacquare la bocca. NON provocare
il vomito. IN CASO DI CONTATTO CON LA PELLE (o con i
capelli): togliersi di dosso immediatamente tutti gli indumenti
contaminati. Sciacquare la pelle/fare una doccia. In caso

di irritazione o eruzione della pelle: consultare un medico.
Smaltire il prodotto/recipiente in conformita con le disposizioni
locali / regionali / nazionali / internazionali.

(LT)

Pavojinga

Smarkiai nudegina odg ir pazeidzia akis. Gali sukelti alergine
odos reakcijg.

Mavéti apsaugines pirstines/déveéti apsauginius drabuzius/
naudoti akiy (veido) apsaugos priemones. PATEKUS | AKIS:
Kelias minutes atsargiai plauti vandeniu. ISimti kontaktinius
leSius, jeigu jie yra ir jeigu lengvai galima tai padaryti. Toliau
plauti akis. PRARIJUS: i§skalauti burng. NESKATINTI
vémimo. PATEKUS ANT ODOS (arba plauky): Nedelsiant
nuvilkti/pasalinti visus uzterstus drabuzius. Odg nuplauti
vandeniu/Ciurksle. Jeigu sudirginama oda arba jg iSberia:
kreiptis | gydytoja. Turinj/talpg ipilti (iSmesti) - Salinti pagal
vietines / regionines / nacionalines / tarptautines taisykles.

(NL)

Gevaar

Veroorzaakt ernstige brandwonden en oogletsel. Kan een
allergische huidreactie veroorzaken.

Beschermende handschoenen/beschermende kleding/
oogbescherming/gelaatsbescherming dragen. BIlJ CONTACT
MET DE OGEN: voorzichtig afspoelen met water gedurende
een aantal minuten; contactlenzen verwijderen, indien

mogelijk; blijven spoelen. NA INSLIKKEN: de mond spoelen

GEEN braken opwekken. BIJ CONTACT MET DE HUID
(of het haar): verontreinigde kleding onmiddellijk uittrekken —
huid met water afspoelen/afdouchen. Bij huidirritatie of uitslag:
een arts raadplegen. De inhoud en de verpakking verwerken
volgens de plaatselijke/regionale/nationale/internationale
voorschriften.

(NO)

Fare

Forarsaker alvorlige hudforbrenninger og eyeskader. Kan
forarsake allergiske hudreaksjoner.

Bruk vernehansker/verneklaer/vernebriller/ansiktsskjerm. VED
KONTAKT MED @YNENE: Skyll forsiktig med vann i opptil
flere minutter. Fjern evt. kontaktlinser safremt dette er lett
mulig. Fortsett skyllingen. VED SVELGING: Skyll munnen.
IKKE fremkall brekninger. VED HUDKONTAKT (eller kontakt
med har): Alle tilsglte kleer ma fiernes straks. Vask/dusj huden
med vann. Ved hudirritasjon eller -utslett: Kontakt / tilkall lege.
Innholdet / emballasjen skal avhendes i henhold til de lokale /
regionale / nasjonale / internasjonale forskrifter.

(PL)

Niebezpieczenstwo

Powoduje powazne oparzenia skéry oraz uszkodzenia oczu .
Moze powodowac reakcje alergiczng skory.

Stosowac rekawice ochronne/odziez ochronna/ochrone
oczu/ochrong twarzy. W PRZYPADKU DOSTANIA SIE DO
OCZU: Ostroznie ptuka¢ woda przez kilka minut. Wyjaé
soczewki kontaktowe, jezeli sg i mozna je tatwo usungé.
Nadal ptuka¢. W PRZYPADKU POLKNIECIA: wyptukac usta.
NIE wywotywa¢ wymiotow. W PRZYPADKU KONTATKU

ZE SKOR/—\ (lub z wtosami): Natychmiast usunaé/zdjac catg
zanieczyszczong odziez. Sptukac¢ skore pod strumieniem
wody/prysznicem. W przypadku wystapienia podraznienia
skory lub wysypki: Zasiegna¢ porady/zgtosi¢ sie pod

opieke lekarza. Zawartos¢ / pojemnik usuwac zgodnie z
przepisami miejscowymi / regionalnymi / narodowymi /
miedzynarodowymi.

(PT)

Perigo

Provoca queimaduras na pele e lesdes oculares graves. Pode
provocar uma reacgao alérgica cutanea.

Usar luvas de protecgao/vestuario de protecgao/proteccao
ocular/protecgao facial. SE ENTRAR EM CONTACTO COM
OS OLHOS: enxaguar cuidadosamente com agua durante
varios minutos. Se usar lentes de contacto, retire-as, se

tal Ihe for possivel. Continuar a enxaguar. EM CASO DE
INGESTAO: enxaguar a boca. NAO provocar o vomito. SE
ENTRAR EM CONTACTO COM A PELE (ou o cabelo): despir/
retirar imediatamente toda a roupa contaminada. Enxaguar

a pele com agua/tomar um duche. Em caso de irritagao ou
erupgao cutanea: consulte um médico. Eliminar o contetido/
recipiente de acordo com a legislagéo local/regional/nacional/
internacional.

(RO)

Pericol

Provoaca arsuri grave ale pielii si lezarea ochilor. Poate
provoca o reactie alergica a pielii.

Purtati manusi de protectie/imbracaminte de protectie/
echipament de protectie a ochilor/ chipament de protectie a
fetei. IN CAZ DE CONTACT CU OCHII: clatiti cu atentie cu
apa timp de mai multe minute. Scoatej lentilele de contact,
dacé este cazul si daca acest lucru se poate face cu usurinta.
Continuati sa clatiti. IN CAZ DE INGHITIRE: clatiti gura. NU
provocati voma. IN CAZ DE CONTACT CU PIELEA (sau
parul): scoateti imediat toatd imbrécéamintea contaminata.
Clatiti pielea cu apa/faceti dus. In caz de iritare a pielii sau
de eruptie cutanata: consultati medicul. Aruncati continutul/
containerul in acord cu regulamentele locale/regionale/
nationale/internationale.

(SE)

Fara

Orsakar allvarliga fratskador pa hud och 6gon. Kan orsaka
allergisk hudreaktion.

Anvand skyddshandskar/skyddskl&der/6gonskydd/
ansiktsskydd. VID KONTAKT MED OGONEN: Skolj forsiktigt
med vatten i flera minuter. Ta ur eventuella kontaktlinser
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om det gar latt. Fortsatt att skélja. VID FORTARING: Skolj
munnen. Framkalla INTE krakning. VID HUDKONTAKT

(aven haret): Ta omedelbart av alla nedstankta klader. Skolj
huden med vatten/duscha. Vid hudirritation eller utslag: Sék
lakarhjalp. Innehallet / behallaren avfallshanteras enligt lokala /
regionala / nationella / internationella féreskrifter.

(S

Nevarno

Povzroca hude opekline koZe in poskodbe oci. Lahko povzroci
alergijski odziv koze.

Nositi zascitne rokavice/zascitno obleko/zas¢ito za oci/zas¢ito
za obraz. PRI STIKU Z OCMI: previdno izpirajte z vodo nekaj
minut. Odstranite kontaktne lece, ¢e jih imate in &e to lahko
storite brez tezav. Nadaljujte z izpiranjem. PRI ZAUZITJU:
izprati usta. NE izzvati bruhanja. PRI STIKU S KOZO (ali
lasmi): takoj odstraniti/sle¢i vsa kontaminirana oblacila.

Izprati kozo z vodo/prho. Ce nastopi draZenje koze ali se
pojavi izpuscaj: poiscite zdravnis$ko pomoc/oskrbo. Vsebino/
vsebnik odstranite v skladu z lokalnimi/regionalnimi/narodnimi/
mednarodnimi predpisi.

(SK)

Nebezpecenstvo

Provoaca arsuri grave ale pielii si lezarea ochilor. M6Ze vyvolat
alergicku koznu reakciu.

Noste ochranné rukavice/ochranny odev/ochranné okuliare/
ochranu tvare. PO ZASIAHNUTI OCI: Niekofko mindt ich
opatrne vyplachujte vodou. Ak pouzivate kontaktné SoSovky

a ak je to mozné, odstrarite ich. Pokracujte vo vyplachovani.
PO POZITI: vyplachnite Usta. Nevyvolavajte zvracanie. PRI
KONTAKTE S POKOZKOU (alebo viasmi): Odstrante/vyzlecte
vSetky kontaminované ¢asti odevu. Pokozku ihned oplachnite
vodou/sprchou. Ak sa prejavi podrazdenie pokozky alebo sa
vytvoria vyrazky: vyhladajte lekarsku pomoc/starostlivost.
Zneskodnenie obsahu/obalu v stlade s miestnymi/oblastnymi/
narodnymi/medzinarodnymi nariadeniami.
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