SIEMENS ¢

ADVIA Centaur® XP
ADVIA Centaur® XPT

Immunoassay Systems

Total IgE (tIlgE)

Current revision and date 2 Rev. U, 2020-03
Product Name ADVIA Centaur® Total IgE assay (250 tests) REF 03359776
(110778)
ADVIA Centaur Total IgE assay (50 tests) REF 06843687
(110777)
Systems ADVIA Centaur XP system
ADVIA Centaur XPT system
Materials Required but Not ADVIA Centaur Calibrator 80 REF 10492491
Provided
Specimen Types Serum, EDTA plasma, lithium heparin plasma
Assay Range 1.5-3000 IU/mL
Reagent Storage 2-8°C
Reagent On-System Stability 28 days

a In Rev. B or later, a vertical bar in the margin indicates a technical update to the previous version.

Intended Use

For in vitro diagnostic use in the quantitative determination of total IgE in serum and plasma
(EDTA and lithium heparin) using the ADVIA Centaur® XP and ADVIA Centaur® XPT systems.

Summary and Explanation

Immunoglobulin E (IgE) is a trace protein in serum, and normally accounts for less than 0.001%
of total serum immunoglobulins. The concentration of IgE in serum is age dependent and
normally remains at levels less than 10 IU/mL in most infants during the first year of life. The
level of serum IgE rises during childhood and reaches adult levels during the teens.

There is a wide distribution of expected serum IgE values in healthy individuals of the

same age group.!

Because IgE is a mediator of the allergic response, quantitative measurement of serum IgE,
when integrated with other clinical indicators, can provide useful information for the
differential clinical diagnosis of atopic and non-atopic disease. Patients with atopic disease,
including allergic asthma, allergic rhinitis, and atopic dermatitis commonly have moderately
elevated serum IgE levels. However, a serum IgE level which is within the range of normally
expected values does not rule out a limited set of IgE-dependent allergies.?

Total serum IgE measurements may be most valuable for children to assist in differentiating
between atopic and non-atopic individuals and to predict the probability of developing allergic
disorders. Elevated serum IgE in neonates and children under two years of age is often
associated with the development of a clinically significant atopic allergic disorder. There is not,
however, a close correlation between the severity of the allergic reaction and the concentration
of IgE antibodies in serum.3
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Total serum IgE levels may also be elevated in the presence of some clinical conditions that are
not related to allergy. These clinical conditions include parasitic infections, immunodeficiency
states, autoimmune diseases, Hodgkin’s disease, bronchopulmonary aspergillosis, IgE

myeloma, and Sezary syndrome.4

Principles of the Procedure

The ADVIA Centaur Total IgE assay is a two-site sandwich immunoassay using direct

chemiluminometric technology, which uses constant amounts of two antibodies to IgE. The
first antibody, in the Lite Reagent, is a goat anti-human IgE antibody labeled with acridinium
ester. The second antibody, in the Solid Phase, is a mouse anti-human IgE antibody, which is
covalently coupled to paramagnetic particles.

Reagents
Reagent Description Storage Reagent Stability
ADVIA Centaur 5.0 mLireagent pack 2-8°C Unopened: Stable until the
Total IgE ReadyPack® goat anti-human IgE antibody expiration date on the carton
primary reagent pack;  (~2.4 ug/mL) labeled with acridinium ester On-system: 28 days
Lite Reagent in buffer with sodium azide (0.12%),
protein stabilizers, and preservatives
ADVIA Centaur 22.5 mL/reagent pack 2-8°C Unopened: Stable until the
Total IgE ReadyPack mouse anti-human IgE antibody expiration date on the carton
primary reagent pack;  (~0.02 mg/mL) covalently coupled to On-system: 28 days
Solid Phase Reagent paramagnetic particles in buffer with
protein stabilizers, sodium azide (0.11%),
and preservatives
ADVIA Centaur 5.0 mLireagent pack 2-8°C. Unopened: Until the
Total IgE ReadyPack IgE-free human plasma with expiration date on the pack
ancillary reagent pack;  sodium azide (0.1%) On-system:
IgE Diluenta 28 consecutive days after
accessing the ancillary
reagent pack
ADVIA Centaur 10.0 mLlivial 2-8°C. Unopened: Until the
IgE Diluenta IgE-free human plasma with expiration date on the vial
sodium azide (0.1%)

a See Optional Materials
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Warnings and Precautions

)

A\

Safety data sheets (MSDS/SDS) available on www.siemens.com/diagnostics.

CAUTION POTENTIAL BIOHAZARD

Contains human source material. While each human serum or plasma donor unit used in the
manufacture of this product was tested by FDA-approved methods and found nonreactive for hepatitis B
surface antigen (HBsAg), antibody to hepatitis C (HCV), and antibody to HIV-1/2, all products
manufactured using human source material should be handled as potentially infectious. Because no test
method can offer complete assurance that hepatitis B or C viruses, HIV, or other infectious agents are
absent, these products should be handled according to established good laboratory practices.>~7

CAUTION

This device contains material of animal origin and should be handled as a potential carrier and
transmitter of disease.

Contains sodium azide as a preservative. Sodium azide can react with copper or lead plumbing
to form explosive metal azides. On disposal, flush reagents with a large volume of water to
prevent buildup of azides. Disposal into drain systems must be in compliance with prevailing
regulatory requirements.

Dispose of hazardous or biologically contaminated materials according to the practices of your
institution. Discard all materials in a safe and acceptable manner and in compliance with
prevailing regulatory requirements.

For in vitro diagnostic use.

Preparing Reagents

ZAN
ZAN

All reagents are liquid and ready to use.

CAUTION

Mix all primary reagent packs by hand before loading them onto the system. Visually inspect the bottom
of the reagent pack to ensure that all particles are dispersed and resuspended. For detailed information
about preparing the reagents for use, refer to the system operating instructions.

CAUTION

Discard the primary reagent packs at the end of the on-system stability interval.
Do not use reagents beyond the expiration date.

Storing and Stability

Store the reagents upright at 2-8°C.

Protect reagent packs from all heat and light sources. Reagent packs loaded on the system are
protected from light. Store unused reagent packs at 2—8°C away from heat and light sources.

All reagents are stable at 2—-8°C until the expiration date on the packaging.
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Specimen Collection and Handling

Serum and plasma (EDTA and lithium heparin) are the recommended sample types for this
assay.

The

following recommendations for handling and storing blood samples are furnished by the

Clinical and Laboratory Standards Institute (CLSI):8

The

Collect all blood samples observing universal precautions for venipuncture.

Allow samples to clot adequately before centrifugation.

Keep tubes stoppered and upright at all times.

Do not use samples that have been stored at room temperature for longer than 8 hours.

Tightly cap and refrigerate specimens at 2—-8°C if the assay is not completed within
8 hours.

Freeze samples at or below -20°C if the sample is not assayed within 48 hours.
Freeze samples only once and mix thoroughly after thawing.

purpose of handling and storage information is to provide guidance to users. It is the

responsibility of the individual laboratory to use all available references and/or its own studies
when establishing alternate stability criteria to meet specific needs.

Procedure
Materials Provided
The following materials are provided:
REF Contents Number of Tests
03359776 5 ReadyPack primary reagent packs containing ADVIA Centaur 250
(110778) tIgE Lite Reagent and Solid Phase
ADVIA Centaur and ADVIA Centaur CP tIgE Master Curve card
06843687 1 ReadyPack primary reagent pack containing ADVIA Centaur 50
(110777) tIgE Lite Reagent and Solid Phase
ADVIA Centaur and ADVIA Centaur CP tIgE Master Curve card
Materials Required but Not Provided
The following materials are required to perform this assay, but are not provided:
Item Description
REF 10492491 ADVIA Centaur Calibrator 80 2 vials of low calibrator
2 vials of high calibrator

Optional Materials

The following materials may be used to perform this assay, but are not provided:
Item Description
REF 02388586 ADVIA Centaur IgE Diluent 2 ReadyPack ancillary reagent packs
(110324) containing 5 mL/pack
REF 07211110 ADVIA Centaur IgE Diluent 10 mL/vial
(672265)
REF 672423 ADVIA Centaur IgE Master Curve Material 7x1mL
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Assay Procedure

For detailed instructions on performing the procedure, refer to the system operating
instructions.

The system automatically performs the following steps:
1. Dispenses 30 pL of sample into a cuvette.

2. Dispenses 100 pL of Lite Reagent and 450 pL of Solid Phase and incubates for
7.5 minutes at 37°C.

3. Separates, aspirates, and washes the cuvettes with reagent water.
Note For information about reagent water, refer to the system operating instructions.

4. Dispenses 300 pL each of Acid Reagent and Base Reagent to initiate the chemiluminescent
reaction.

5. Reports results according to the selected option, as described in the system operating
instructions.

A direct relationship exists between the amount of total IgE present in the patient sample and
the amount of relative light units (RLUs) detected by the system.

Preparing the System

Ensure that the system has sufficient primary and ancillary reagent packs. For detailed
information about preparing the system, refer to the system operating instructions.

Load the ReadyPack reagent packs in the primary reagent area using the arrows as a placement
guide. The system automatically mixes the primary reagent packs to maintain homogeneous
suspension of the reagents. For detailed information about loading reagents, refer to the
system operating instructions.

If automatic dilution of a sample is required, load ADVIA Centaur IgE Diluent in the ancillary
reagent entry.

Preparing the Samples

This assay requires 30 pL of sample for a single determination. This volume does not include
the unusable volume in the sample container or the additional volume required when
performing duplicates or other tests on the same sample. For detailed information about
determining the minimum required volume, refer to the system operating instructions.

Note The sample volume required to perform onboard dilution differs from the sample
volume required to perform a single determination. For detailed information, refer to Dilutions.

Before placing samples on the system, ensure that samples have the following characteristics:
e Samples are free of fibrin or other particulate matter.

e Samples are free of bubbles.

On-System Stability

The ADVIA Centaur Total IgE assay reagents are stable unopened until the expiration date on
the carton or onboard the system for 28 days.
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Performing Calibration

For calibration of the ADVIA Centaur Total IgE assay, use the ADVIA Centaur Calibrator 80.
Perform that calibration as described in the calibrator instructions for use.

Calibration Frequency
Calibrate the assay at the end of the 28-day calibration interval.
Additionally, the ADVIA Centaur Total IgE assay requires a two-point calibration:
¢ When changing lot numbers of primary reagent packs.
¢ When replacing system components.

¢ When quality control results are repeatedly out of range.

Performing Master Curve Calibration

The ADVIA Centaur Total IgE assay requires a Master Curve calibration when using a new lot
number of Lite Reagent and Solid Phase. For each new lot number of Lite Reagent and Solid
Phase, use the barcode reader or keyboard to enter the Master Curve values on the system.
The Master Curve card contains the Master Curve values. For detailed information about
entering calibration values, refer to the system operating instructions.

Performing Quality Control
Follow government regulations or accreditation requirements for quality control frequency.

For detailed information about entering quality control values, refer to the system operating
instructions.

To monitor system performance and chart trends, as a minimum requirement, two levels of
quality control material should be assayed on each day that samples are analyzed. Quality
control samples should also be assayed when performing a two-point calibration. Treat all
quality control samples the same as patient samples.

Siemens Healthcare Diagnostics recommends the use of commercially available quality control
materials with at least 2 levels (low and high). A satisfactory level of performance is achieved
when the analyte values obtained are within the Acceptable Control Range for the system or
within your range, as determined by an appropriate internal laboratory quality control scheme.

Taking Corrective Action

If the quality control results do not fall within the Expected Values or within the laboratory’s
established values, do not report results. Take the following actions:

¢ Verify that the materials are not expired.

¢ Verify that required maintenance was performed.

¢ Verify that the assay was performed according to the instructions for use.
e Rerun the assay with fresh quality control samples.

¢ If necessary, contact your local technical support provider or distributor for assistance.
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Results

Calculation of Results

For detailed information about how the system calculates results, refer to the system operating
instructions.

The system reports total IgE results in lU/mL.

Dilutions

The sample volume required to perform onboard dilution differs from the sample volume
required to perform a single determination. Refer to the following information for the sample
volume required to perform onboard dilutions:

Dilution

Sample Volume (pL)

1:5

35

The following information pertains to dilutions:

Samples with total IgE levels greater than 3000 IU/mL must be diluted and retested to
obtain accurate results.

Patient samples can be diluted automatically by the system or prepared manually.
For automatic dilutions, ensure that ADVIA Centaur IgE Diluent is loaded and set the system
parameters as follows:

Dilution point: = 3000 IU/mL
Dilution factor: 5

For detailed information about automatic dilutions, refer to the system operating
instructions.

Manually dilute the patient samples when patient results exceed the linearity of the assay
using automatic dilution, or when laboratory protocol requires manual dilution.

Use IgE Diluent to manually dilute patient samples, and then load the diluted sample in the
sample rack, replacing the undiluted sample.

Ensure that results are mathematically corrected for dilution. If a dilution factor is entered
when scheduling the test, the system automatically calculates the result.

Interpretation of Results

Results of this assay should always be interpreted in conjunction with patient's medical history,
clinical presentation and other findings.

Limitations

Heterophilic antibodies in human serum can react with reagent immunoglobulins, interfering
with in vitro immunoassays.? Patients routinely exposed to animals or to animal serum
products can be prone to this interference and anomalous values may be observed. Additional
information may be required for diagnosis.
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Expected Values

The expected results for the ACS:180® Total IgE assay were previously established. Data was
obtained on serum samples from 103 clinically normal adults. The observed range of these
samples was 0 to 378 IU/mL with a geometric mean of 17 IU/mL. Refer to the following table
for the distribution:

% of Samples Had IgE values less than . .. (lU/mL)
50 18
90 128
95 158

Samples from 109 healthy children were also assayed with the following results:

Age Geometric Mean  Geometric Mean Range
(years) N (IU/mL) +/- 2SD (IU/mL) (IU/mL)
<1 7 8.5 0.61-117.4 1.4-52.3
1-4 45 9.3 0.28-313.5 0.4-351.6
5-10 30 18.5 0.61-555.1 0.5-393.0
11-15 27 25.7 1.40-481.1 1.9-170.0

These results were confirmed for the ADVIA Centaur Total IgE assay by analyzing 326 samples
in the range of 2.0 to 2951.6 IU/mL. Refer to Accuracy/Method Comparison.

As with all diagnostic assays, each laboratory should determine its own reference range(s) for
the diagnostic evaluation of patient results.10

Performance Characteristics

Measuring Interval
1.5-3000 IU/mL

The lower limit of the measuring interval is defined by the analytical sensitivity. Report results
below the measuring interval as < 1.5 IU/mL.

When sample results exceed the measuring interval, refer to Dilutions.
Specificity

The cross-reactivity of the ADVIA Centaur Total IgE assay with IgG, IgA, and IgM was
determined by adding these immunoglobulins to samples containing IgE. The total IgE level in
the sample then was determined.

Total IgE value without cross-reactant Total IgE value with cross-reactant
Cross-reactant (IU/mL) (IU/mL)
IgG; 15 mg/mL 23.0 26.6
IgA; 4 mg/mL 23.4 24.6
IgM; 6 mg/mL 14.5 15.3

Interference testing was determined according to CLSI Document EP7-A2.11
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Detection Capability

Detection capability was determined in accordance with CLSI Document EP17-A2.12

Limit of Blank (LoB) 1.5 IU/mL
Limit of Detection (LoD) 2.0 lU/mL
Limit of Quantitation (LoQ) 2.5 1U/mL

The LoB corresponds to the highest measurement likely to be observed for a blank sample with
a probability of 95%.

The LoD corresponds to the lowest concentration of total IgE that can be detected with a
probability of 95%.

The LoQ corresponds to the lowest amount of total IgE in a sample at which the within
laboratory CVis = 20%.
Sensitivity

The ADVIA Centaur Total IgE assay measures total IgE concentrations up to 3000 IU/mL
with a minimum detectable concentration of 1.5 IU/mL as determined by the serial dilution of
10 serum samples.

Precision

Precision was determined in accordance with CLSI Document EP05-A3.73 Samples were
assayed in duplicate in 2 runs per day for 20 days. The following results were obtained:

Repeatability Within-Laboratory Precision
Mean SDb SD
Specimen Type Na [U/mL IU/mL CV < (%) 1IU/mL CV (%)
Serum A 80 10.89 0.68 N/Ad 0.75 N/A
Serum B 80 43.13 1.26 2.9 1.44 3.3
Serum C 80 2155.94 154.02 7.1 189.39 8.8
Plasma, EDTA 80 1002.74 32.26 3.2 36.18 3.6
Plasma, Heparin 80  134.03 3.38 2.5 3.94 2.9
Control 1 80 361.48 11.12 3.1 14.58 4.0
Control 2 80 106.81 2.46 2.3 5.74 5.4
Control 3 80 142.55 3.1 2.2 4.50 3.2

a Number of results.

b Standard deviation.

c Coefficient of variation.
d Not applicable.

Assay results obtained at individual laboratories may vary from the data presented.
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The assay was designed to have the following precision.

Concentration Interval Design Requirements
Repeatability Within-Laboratory
IU/mL (Within-Run) (Total Precision)
<15.0 <0.75 IU/mL SD < 1.05 IU/mL SD
15.0-100.0 <5% CV <7%CV
100.0-500.0 <7%CV <10% CV
500.0-3000.0 < 10% CV < 15% CV

Accuracy / Method Comparison

For 326 samples in the range of 2.0 to 2951.6 IU/mL, the relationship between the
ADVIA Centaur Total IgE assay and the ACS:180 Total IgE assay is described by the equation:

ADVIA Centaur Total IgE = 1.04 (ACS:180 Total IgE) + 2.91
Correlation coefficient (r) = 0.99

Specimen Equivalency

Specimen equivalency was determined with the weighted Deming linear regression model in
accordance with CLSI Document EP09-A3.14 The following results were obtained:

Tube (y) vs. Serum (x) Na Sample Interval Slope Intercept rb
Dipotassium EDTA plasma 73 2.80-2748.84 IU/mL 0.99 0.28 IU/mL 1.00
Lithium heparin plasma 73 2.80-2748.84 IU/mL 1.00 0.18 IU/mL 1.00

a Number of samples tested.
b Correlation coefficient.

The assay is designed to have a slope of 0.90-1.10 for alternate tube types versus serum.

Agreement of the specimen types may vary depending on the study design and sample
population used. Assay results obtained at individual laboratories may vary from the data
presented.

Interferences

Interference testing was performed in accordance with CLSI Document EPO7-ed3.15 The
following results were obtained:

Analyte Concentration
Substance Substance Test Concentration IU/mL Bias (%)
Dipotassium EDTA 9.0 mg/mL 121.51 -1.7
1624.13 1.4
Heparin 75 U/mL 167.48 -1.7
1450.12 -1.1

Assay results obtained at individual laboratories may vary from the data presented.
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Hemolysis, Icterus, and Lipemia (HIL)

Serum specimens that are. ..

Have an insignificant effect on the assay up to.. ..

hemolyzed

lipemic

icteric

500 mg/dL of hemoglobin

3000 mg/dL of triglycerides

20 mg/dL of bilirubin

Dilution Recovery

Ten human serum samples in the range of 563.4 to 2975.7 IU/mL of total IgE were diluted
1:2, 1:4, and 1:8 with IgE Diluent and assayed for recovery and parallelism. The recoveries
ranged from 86.9% to 116.0% with a mean of 100.3%.

10629879_EN Rev. U, 2020-03

Observed Expected

Sample Dilution (IU/mL) (IU/mL) Recovery %
1 - 1029.7

1:2 5271 514.9 102.4

1:4 260.7 257.4 101.3

1:8 125.2 128.7 97.3

Mean 100.3
2 — 1536.0

1:2 730.1 768.0 95.1

1:4 394.0 384.0 102.6

1:8 183.9 192.0 95.8

Mean 97.8
3 — 582.7

1:2 279.7 291.4 96.0

1:4 131.5 145.7 90.3

1:8 63.3 72.8 86.9

Mean 91.1
4 - 563.4

1:2 305.4 281.7 108.4

1:4 147.0 140.9 104.4

1:8 66.2 70.4 94.0

Mean 102.3
5 — 712.3

1:2 363.2 356.2 102.0

1:4 172.7 178.1 97.0

1:8 86.6 89.0 97.3

Mean 98.7
6 — 1461.9

1:2 730.4 731.0 99.9
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Observed Expected
Sample Dilution (lU/mL) (IU/mL) Recovery %
1:4 363.8 365.5 99.5
1:8 172.6 182.7 94.5
Mean 98.0
7 — 1942.8
1:2 989.0 971.4 101.8
1:4 519.8 485.7 107.0
1:8 257.9 242.9 106.2
Mean 105.0
8 = 2975.7
1:2 1525.9 1487.9 102.6
1:4 707.0 743.9 95.0
1:8 351.2 372.0 94.4
Mean 97.3
9 — 2477.6
1:2 1287.1 1238.8 103.9
1:4 645.6 619.4 104.2
1:8 335.8 309.7 108.4
Mean 105.5
10 — 2409.1
1:2 1253.5 1204.6 104.1
1:4 698.9 602.3 116.0
1:8 301.6 301.1 100.2
Mean 106.8
Mean 100.3
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Spiking Recovery

Varying amounts of total IgE were added to five samples with endogenous total IgE levels
ranging from 9.9 to 43.1 IU/mL. The recoveries ranged from 88.5% to 128.6% with a mean

of 102.1%.
Amount Added  Observed
Sample (IU/mL) (IU/mL) Recovery %
1 - 36.0
20.3 62.1 128.6
103.0 141.0 101.9
566.0 585.0 97.0
1292.0 1203.0 90.3
Mean 104.5
2 - 18.9
20.3 44.0 123.6
103.0 128.0 105.9
566.0 595.0 101.8
1292.0 1250.0 95.3
Mean 106.7
3 — 9.9
20.3 30.0 99.0
103.0 107.0 94.3
566.0 542.0 94.0
1292.0 1153.0 88.5
Mean 94.0
4 = 43.1
20.3 64.7 106.4
103.0 154.0 107.7
566.0 563.0 91.9
1292.0 1191.0 88.8
Mean 98.7
5 = 15.8
20.3 41.5 126.6
103.0 123.0 104.1
566.0 596.0 102.5
1292.0 1224.0 93.5
Mean 106.7
Mean 102.1
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High-Dose Hook Effect

Patient samples with high total IgE levels can cause a paradoxical decrease in the RLUs
(high-dose hook effect). In this assay, patient samples with total IgE levels as high as
10,000 IU/mL will assay greater than 3000 IU/mL.

Standardization

The ADVIA Centaur Total IgE assay is standardized to World Health Organization (WHO)
75/502. Assigned values for calibrators are traceable to this standardization.

Technical Assistance
For customer support, please contact your local technical support provider or distributor.

www.siemens.com/diagnostics
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Definition of Symbols

The following symbols may appear on the product labeling:

Definition

Definition

Symbol
In vitro diagnostic medical device

Legal manufacturer

c € CE Mark

Consult instructions for use

Do not freeze (> 0°C)

_/H/ Lower limit of temperature

Mo
()

K .
A\ Keep away from sunlight and heat

8 Use by

Batch code
LOT
YYYY-MM-DD Date format (year-month-day)
Master Curve Definition

Lot Details

‘@ Recycle

\ON,
RUNE o

Q~° 7,
Q ]

/‘ PRINTED WITH|
</|soY INK|_

&
N

Catalog number

Authorized Representative in
the European Community

CE Mark with identification number
of notified body

Biological risk

Temperature limitation

Upper limit of temperature

Up

Contains sufficient for (n) tests

Shake the reagent pack vigorously.
Refer to Preparing Reagents in the
assay-specific ADVIA Centaur
product instructions for detailed
information.

Revision

Variable hexadecimal number that
ensures the Master Curve and
Calibrator definition values entered
are valid.

Green dot

Printed with soy ink
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Trademarks

ADVIA Centaur, ReadyPack, and ACS:180 are trademarks of Siemens Healthcare Diagnostics.

© 2014-2020 Siemens Healthcare Diagnostics. All rights reserved.

u Siemens Healthcare Diagnostics Inc.
511 Benedict Avenue
Tarrytown, NY 10591 USA

Global Siemens
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Siemens AG
Wittelsbacherplatz 2
80333 Muenchen
Germany

10629879_EN Rev. U, 2020-03

Siemens Healthcare
Headquarters

Siemens Healthcare GmbH
Henkestr. 127

91052 Erlangen

Germany

Phone: +49 9131 84-0
siemens.com/healthcare

Global Division
Siemens Healthcare
Diagnostics Inc.

511 Benedict Avenue
Tarrytown, NY 10591
USA
siemens.com/healthcare

17118



tige ADVIA Centaur XP and ADVIA Centaur XPT Systems

18118 10629879_EN Rev. U, 2020-03




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /AgencyFB-Bold
    /AgencyFB-Reg
    /Algerian
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialmonospacedBoldforSAP
    /ArialmonospacedforSAP
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /Bahnschrift
    /BaskOldFace
    /Bauhaus93
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BlackadderITC-Regular
    /BodoniMT
    /BodoniMTBlack
    /BodoniMTBlack-Italic
    /BodoniMT-Bold
    /BodoniMT-BoldItalic
    /BodoniMTCondensed
    /BodoniMTCondensed-Bold
    /BodoniMTCondensed-BoldItalic
    /BodoniMTCondensed-Italic
    /BodoniMT-Italic
    /BodoniMTPosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BradleyHandITC
    /BritannicBold
    /Broadway
    /BrushScriptMT
    /Calibri
    /Calibri-Bold
    /Calibri-BoldItalic
    /Calibri-Italic
    /Calibri-Light
    /Calibri-LightItalic
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /CalisMTBol
    /CalistoMT
    /CalistoMT-BoldItalic
    /CalistoMT-Italic
    /Cambria
    /Cambria-Bold
    /Cambria-BoldItalic
    /Cambria-Italic
    /CambriaMath
    /Candara
    /Candara-Bold
    /Candara-BoldItalic
    /Candara-Italic
    /Castellar
    /Centaur
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /Chiller-Regular
    /Code-128
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /ComicSansMS-BoldItalic
    /ComicSansMS-Italic
    /Consolas
    /Consolas-Bold
    /Consolas-BoldItalic
    /Consolas-Italic
    /Constantia
    /Constantia-Bold
    /Constantia-BoldItalic
    /Constantia-Italic
    /CooperBlack
    /CopperplateGothic-Bold
    /CopperplateGothic-Light
    /Corbel
    /Corbel-Bold
    /Corbel-BoldItalic
    /Corbel-Italic
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /CurlzMT
    /Dubai-Bold
    /Dubai-Light
    /Dubai-Medium
    /Dubai-Regular
    /Ebrima
    /Ebrima-Bold
    /EdwardianScriptITC
    /Elephant-Italic
    /Elephant-Regular
    /EngraversMT
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /ExtraSFour
    /ExtraSOne
    /ExtraSThree
    /ExtraSTwo
    /FelixTitlingMT
    /FootlightMTLight
    /ForteMT
    /FranklinGothic-Book
    /FranklinGothic-BookItalic
    /FranklinGothic-Demi
    /FranklinGothic-DemiCond
    /FranklinGothic-DemiItalic
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItalic
    /FranklinGothic-Medium
    /FranklinGothic-MediumCond
    /FranklinGothic-MediumItalic
    /FreestyleScript-Regular
    /FrenchScriptMT
    /Gabriola
    /Gadugi
    /Gadugi-Bold
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Gigi-Regular
    /GillSansMT
    /GillSansMT-Bold
    /GillSansMT-BoldItalic
    /GillSansMT-Condensed
    /GillSansMT-ExtraCondensedBold
    /GillSansMT-Italic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GloucesterMT-ExtraCondensed
    /GoudyOldStyleT-Bold
    /GoudyOldStyleT-Italic
    /GoudyOldStyleT-Regular
    /GoudyStout
    /Haettenschweiler
    /HarlowSolid
    /Harrington
    /HighTowerText-Italic
    /HighTowerText-Reg
    /HoloLensMDL2Assets
    /Impact
    /ImprintMT-Shadow
    /InformalRoman-Regular
    /InkFree
    /JavaneseText
    /Jokerman-Regular
    /JuiceITC-Regular
    /KristenITC-Regular
    /KunstlerScript
    /LatinWide
    /Lato-Regular
    /Leelawadee
    /LeelawadeeBold
    /Leelawadee-Bold
    /LeelawadeeUI
    /LeelawadeeUI-Bold
    /LeelawadeeUI-Semilight
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-TypewriterBold
    /LucidaSans-TypewriterBoldOblique
    /LucidaSans-TypewriterOblique
    /LucidaSansUnicode
    /Magneto-Bold
    /MaiandraGD-Regular
    /MalgunGothic
    /MalgunGothicBold
    /MalgunGothic-Semilight
    /Marlett
    /MaturaMTScriptCapitals
    /MicrosoftHimalaya
    /MicrosoftJhengHeiBold
    /MicrosoftJhengHeiLight
    /MicrosoftJhengHeiRegular
    /MicrosoftJhengHeiUIBold
    /MicrosoftJhengHeiUILight
    /MicrosoftJhengHeiUIRegular
    /MicrosoftNewTaiLue
    /MicrosoftNewTaiLue-Bold
    /MicrosoftPhagsPa
    /MicrosoftPhagsPa-Bold
    /MicrosoftSansSerif
    /MicrosoftTaiLe
    /MicrosoftTaiLe-Bold
    /MicrosoftUighur
    /MicrosoftUighur-Bold
    /MicrosoftYaHei
    /MicrosoftYaHei-Bold
    /MicrosoftYaHeiLight
    /MicrosoftYaHeiUI
    /MicrosoftYaHeiUI-Bold
    /MicrosoftYaHeiUILight
    /Microsoft-Yi-Baiti
    /MingLiU-ExtB
    /Ming-Lt-HKSCS-ExtB
    /Mistral
    /Modern-Regular
    /MongolianBaiti
    /MonotypeCorsiva
    /MS-Gothic
    /MSOutlook
    /MS-PGothic
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MS-UIGothic
    /MT-Extra
    /MVBoli
    /MyanmarText
    /MyanmarText-Bold
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NirmalaUI
    /NirmalaUI-Bold
    /NirmalaUI-Semilight
    /NSimSun
    /NXANSISymbols
    /NXANSSymbols
    /NXConstraints
    /NXISOSymbols
    /NXMarkers
    /OCRAExtended
    /OldEnglishTextMT
    /Onyx
    /PalaceScriptMT
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Papyrus-Regular
    /Parchment-Regular
    /Perpetua
    /Perpetua-Bold
    /Perpetua-BoldItalic
    /Perpetua-Italic
    /PerpetuaTitlingMT-Bold
    /PerpetuaTitlingMT-Light
    /Playbill
    /PMingLiU-ExtB
    /PoorRichard-Regular
    /Pristina-Regular
    /RageItalic
    /Ravie
    /RHGDT
    /Rockwell
    /Rockwell-Bold
    /Rockwell-BoldItalic
    /Rockwell-Condensed
    /Rockwell-CondensedBold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /SAPDingsNormal
    /SAPGUI-Icons
    /SAPIconsNormal
    /ScriptMTBold
    /SegoeMDL2Assets
    /SegoePrint
    /SegoePrint-Bold
    /SegoeScript
    /SegoeScript-Bold
    /SegoeUI
    /SegoeUIBlack
    /SegoeUIBlack-Italic
    /SegoeUI-Bold
    /SegoeUI-BoldItalic
    /SegoeUIEmoji
    /SegoeUIHistoric
    /SegoeUI-Italic
    /SegoeUI-Light
    /SegoeUI-LightItalic
    /SegoeUI-Semibold
    /SegoeUI-SemiboldItalic
    /SegoeUI-Semilight
    /SegoeUI-SemilightItalic
    /SegoeUISymbol
    /ShowcardGothic-Reg
    /SIEMENS-Firmenmarke
    /SiemensLogo
    /SiemensSans-Black
    /SiemensSans-BlackItalic
    /SiemensSans-Bold
    /SiemensSans-BoldItalic
    /SiemensSansGlobal-Bold
    /SiemensSansGlobal-BoldItalic
    /SiemensSansGlobal-Italic
    /SiemensSansGlobalJPN-Bold
    /SiemensSansGlobalJPN-BoldItalic
    /SiemensSansGlobalJPN-Italic
    /SiemensSansGlobalJPN-Regular
    /SiemensSansGlobal-Regular
    /SiemensSans-Italic
    /SiemensSans-Roman
    /SiemensSansSC-Black
    /SiemensSansSC-BlackItalic
    /SiemensSansSC-Bold
    /SiemensSansSC-BoldItalic
    /SiemensSansSC-Italic
    /SiemensSansSC-Roman
    /SiemensSerif-Bold
    /SiemensSerif-BoldItalic
    /SiemensSerif-Italic
    /SiemensSerif-Roman
    /SiemensSerifSC-Bold
    /SiemensSerifSC-BoldItalic
    /SiemensSerifSC-Italic
    /SiemensSerifSC-Roman
    /SiemensSerifSC-Semi
    /SiemensSerifSCSemi-Bold
    /SiemensSerifSCSemi-BoldItalic
    /SiemensSerifSC-SemiItalic
    /SiemensSerif-Semibold
    /SiemensSerifSemibold-Bold
    /SiemensSerifSemibold-BoldItalic
    /SiemensSerif-SemiboldItalic
    /SiemensSlab-Black
    /SiemensSlab-BlackItalic
    /SiemensSlab-Bold
    /SiemensSlab-BoldItalic
    /SiemensSlab-Italic
    /SiemensSlab-Roman
    /SiemensSlabSC-Black
    /SiemensSlabSC-BlackItalic
    /SiemensSlabSC-Bold
    /SiemensSlabSC-BoldItalic
    /SiemensSlabSC-Italic
    /SiemensSlabSC-Roman
    /SimSun
    /SimSun-ExtB
    /SitkaBanner
    /SitkaBanner-Bold
    /SitkaBanner-BoldItalic
    /SitkaBanner-Italic
    /SitkaDisplay
    /SitkaDisplay-Bold
    /SitkaDisplay-BoldItalic
    /SitkaDisplay-Italic
    /SitkaHeading
    /SitkaHeading-Bold
    /SitkaHeading-BoldItalic
    /SitkaHeading-Italic
    /SitkaSmall
    /SitkaSmall-Bold
    /SitkaSmall-BoldItalic
    /SitkaSmall-Italic
    /SitkaSubheading
    /SitkaSubheading-Bold
    /SitkaSubheading-BoldItalic
    /SitkaSubheading-Italic
    /SitkaText
    /SitkaText-Bold
    /SitkaText-BoldItalic
    /SitkaText-Italic
    /SnapITC-Regular
    /Stencil
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TechnicalItalic
    /TechnicalPlain
    /TempusSansITC
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /TwCenMT-Bold
    /TwCenMT-BoldItalic
    /TwCenMT-Condensed
    /TwCenMT-CondensedBold
    /TwCenMT-CondensedExtraBold
    /TwCenMT-Italic
    /TwCenMT-Regular
    /UniversS47CondensedLight
    /UniversS-Bold
    /UniversS-Condensed
    /UniversSEuro-CondensedBold
    /UniversSEuro-Light
    /UniversS-Italic
    /UniversS-Light
    /UniversS-LightItalic
    /UniversS-Roman
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /VinerHandITC
    /Vivaldii
    /VladimirScript
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /YuGothic-Bold
    /YuGothic-Light
    /YuGothic-Medium
    /YuGothic-Regular
    /YuGothicUI-Bold
    /YuGothicUI-Light
    /YuGothicUI-Regular
    /YuGothicUI-Semibold
    /YuGothicUI-Semilight
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 6.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


