ADVIA Centaur and ADVIA Centaur XP Systems 1

Anti-HBs2 (aHBs2)

Assay for the Detection of Antibodies to Hepatitis B Surface Antigen

Assay Summary

Sample Type Serum, plasma (EDTA, lithium-heparinized, or sodium-heparinized)
Sample Volume 100 pL
Calibrator aHBs2
Assay Range 3.1-1000.mIU/mL

Contents
REF Contents ' Number of Tests
04670661 1 ReadyPack® primary reagent pack containing ADVIA Centaur® 200

Anti-HBs2 Lite Reagent. Solid Phase, and Ancillary Reagent
ADVIA Centaur Anti-HBs2 Master Curve card

1 vial Anti-HBs2 Low Calibrator

1 vial Anti-HBs2 High Calibrator [za[#]

ADVIA Centaur’ Anti-HBs2 Calibrator
Assigned Value cards

Intended Use

The ADVIA Centaur anti-HBs2 assay is an in vitro diagnostic immunoassay for the qualitative

and quantitative determination of total antibedies to hepatitis B surface antigen in human adut,
adolescent, and pediatric serum or plasma (EDTA, lithium-heparinized, or sodium-heparinized)
and neonatal samples using the ADVIA Centaur and ADVIA Centaur XP systems. The assay
results may be used as an aid in the determination of susceptibility to hepatitis B virus (HBV)
infection in individuals prior to or following HBV vaccination or where vaccination status is
unknown. Assay results may be used with other HBV serological markers for the laboratory
diagnosis of HBV disease associated with HBV infection. A reactive assay result wilt allow a
differential diagnosis in individuals displaying signs and symptoms of hepatitis in whom etiology is
unknown. .

This assay has not been FDA-cleared or approved for the screening of blood or plasma donors.

Materials Required but Not Provided

REF " Description Contents
T ADVIA Centaur or ADVIA Centaur XP System

01137199 ADVIA Centaur Wash { 2 x 1500 mL/pack
(112351 '

or

03773025 ADVIA Centaur Wash | [ms 1] * 2 x 2500 mL/pack

*Hor use with systems with 2500 mL capacity
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ADVIA Centaur and ADVIA Centaur XP Systems 2

Optional Reagents. ,
REF - Description Contents
06521433 ADVIA Centaur aHBs2 quality control 2 x 10.0 mL Negative Control
material

2x 10.0 mL Positive Control
Expected Value card

05699280 ADVIA Centawr Multi-Diluent 11 2 ReadyPack ancitlary reagent packs

{117228) ‘ comaining 5 mL/pack

03479704 Multi-Diluent 11 10 mEAvial

{111088)

Summary and Explanation of the Test

The ADVIA Centaur Anti-HBs2 assay is an antibody-capture microparticle direct
chemiluminometric immunoassay used to measure the amount of antibody to hepatitis B surface
antigen in human serum and plasma. .

Hepatitis 8 virus (HBV) is endemic throughout the world and is the major cause of liver disease.
HBV is transmitted through direct contact with blood and body fiuids. HBV is transmitted sexually
and through direct contact with blood and hody fluids.

The average incubation period for HBV infection is 6 to 8 weeks {range 1 to 6 months).

Common clinical symptoms include malaise, fever, gastroenteritis, and icterus. HBV infection can
result in typical icteric hepatitis, subclinical anicteric hepatitis, fulminant hepatitis, or chronic or
persistent hepatitis. [n adults, 90 to 95% of patients with HBV infection completely recover from
acute iliness and clear the virus. Approximately 5 to 10% of patients with HBV become chronic
carriers. In HBV infected neonates, approximately 90% develop chronic hepatitis B infection. It is
estimated that over 300 million people worldwide are chronic carriers of the virus. HBV infection,
particularty in cases of chronlc infection, is clearly associated with the development of
hepatacellular carcinoma.’

The presence of antibody to hepatitis B surface antigen (anti-HBs) is used to determine immune
status to HBV or disease progression in individuals infected with HBV, An increase in anti-HBs
levels, together with a loss of detectable circulating hepatitis B surface antigen {HBsAg), denotes
convalescence in hepatitis B infections. Furthermore, anti-HBs levels can be measured to
determine if vaccination is needed or, following a vaccmatlon regimen, to determine if protective
immunity has been achieved.*

Assay Principle

The ADVIA Centaur Anti-HBs2 assay is a sandwich immunoassay using direct,
chemiluminometric technology. HBsAg (ad and ay) is coupled to magnetic latex particles in the.
Solid Phase. In the Lite Reagent, the HBsAg {ad and ay) is labeled with acridinium ester.
Nonmagnetic latex particles are added from the ancillary well.

The sample s incubated simultaneously with Lite Reagent, Solid Phase, and Ancillary Reagent.
Antibody-antigen complexes will form if anti-HBs is present in the sample.

The ADVIA Centaur/Centaur XP system automatically performs the following actions:

+ Dispenses 100 pL of sample into a cuvette.
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ADVIA Centaur and ADVIA Centaur XP Systems -3

+ Dispenses 50 pL of Lite Reagent and 20 uL of Ancillary reagent and incubates for 2.75 minutes
at37°C.

+ Dispenses 125 pL of Solid Phase and incubates the mixture for 5.5 minutes at 37°C.
+ Separates the Solid Phase from the mixture and aspirates the unbound reagent.
« Washes the cuvette with Wash 1.

+ Dispenses 300 ul. each of Acid Reagent and Base Reagent to initiate the chemiluminescent
reaction.

+ Reports results according to the selected option, as described in the system operating
instructions or in the online help system.

A direct relationship exists between the amount of anti-HBs activity present in the patient
sample and the amount of relative light units (RLUs) detected by the system. Refer to
Interpretation of Resuilts for a description of the Cutoff Value calculation.

Specimen Collection and Handling

Serum and plasma (EDTA, lithium-heparinized, or sodium-heparinized) are the recommended
sample types for this assay. Do not use specimens with obvious microbial contamination. The
performance of the ADVIA Centaur anti-HBs2 assay has not been established with cadaver
specimens, heat-inactivated specimens, or body fiuids other than serum or plasma such as
saliva, urine, amniotic, or pleural fluids.

CAUTION: Thoroughly mix and centr'ifuge thawed specimens before using. Centrifuge
thawed specimens (10,000 x g for 2 minutes) and collect the supernatant into a clean vial.

The following recommendations for handling and staring blood samples are furnished by the
Clinical and Laboratory Standards Institute (CLS!, formerly NCCLS),® and augmented with
additional sample handling studies using the ADVIA Centaur Anti-HBs2 assay:

« Handle all samples as if capable of transmitting disease.

+ Samples are processed by centrifugation, typically followed by physical separation of the serum
or plasma from the red cells. The centrifugation step may occur up to 24 hours post draw.

* Test samples as soon as possible after collecting.

+ Store samples stoppered at ali times at 2° to 8°C up to 7 days.

+ Store primary tube samples at 2° to 8°C up to 7 days. Keep samples stoppered at all times.
Primary tube samples include serum stored on the clot, plasma stored on packed red cells, and
samples processed and stored in gel bafrier blood collection tubes, '

* Freeze samples, devoid of red blood cells, at or below -20°C for longer storage. Do not store in
a frost-free freezer. When samples were subjected to 4 freeze/thaw cycles, no clinically
mgmﬂcant differences were observed.’ Thoroughly mix thawed samples and centrifuge before
using.

* Package and label samples for shlpment in compliance with applicable federal and international
regulations covering the transport of clinical samples and etiological agents.

Samples refrigerated up to 7 days demonstrated no qualitative differences. Serum and

EDTA plasma samples maintained at room temperature up to 7 days and heparinized plasma
samples maintained at room temperature up to 3 days demonstrated no qualitative differences.
Store samples stoppered at 2° to 8°C upon arrival. if during shipment, samples may be subjected
to temperatures above 25°C, then ship samples frozen.

Before placing samples on the system, ensure that samples have the following characteristics:
+ Samples are free of fibrin or other particulate matter. Remove particulates by centrlfugatuon

(example: 1500 x g for 10 minutes; follow tube manufacturer's recommendations®)
+ Samples are free of bubbles or foam. Remove any visual lipid layer.
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ADVIA Centaur and ADVIA Centaur XP Systems
Reagents
Stare the reagents upright at 2-8°C,
tf Mix all primary reagent packs by hand before loading them onto the system. Visually inspect the
™ bortom of the reagent pack to ensure that all particles are dispersed and resuspended. For detatled
information about prepaning the reagents for use, refer to the system operator’s guide.
_;-‘{':_ Keep away from sunlight. Protect reagent packs from all light sources. Reagent packs loaded on
%\ the sysiein are protected from light. Store unused reagent packs at 2-8°C away from light sources,
Reagent Pack Reagent Volume  Ingredients Storage Stability
ADVIA Centauwr Lite Reagent 11.0mt/ inactivated human hepatitis 2-8°C  Until the expiration date
Anti-HBs2 reagent B surface antigen {ad and on the pack label.
ReadyPack pack ay)} (~1 pg/mL)} labeled with For onboard stability,
pritnary reagemt acridininm ester in protein refer to Onboard
pack buffer with bovine serum, Stability and Calibration
albumin, surfactant, and Interval.
: preservatives _
Solid Phase 26.0 mL/ recombinant hepatitis B 2-8°C  Until the expiration date
reagent  surface antigen (ad and ay) on the pack label.
pack (~3 pg/mL) coupled to For onboard stability,
magnetic latex particles in refer to Onboard
protein buffer with bovine Stability and Calibration
serum albumin, surfactait, Interval.
and preservatives
Ancillary  5.0ml/ non-magnetic latex particles 2-8°C  Until the expiration date
Reagent reagent  in tris buffer with swrfactant on the pack label.
pack and preservatives For-onboard stability,
refer to Onboard
Stability and Calibration
Interval.
Anti-HBs2 Calibrators 2.0 mL/  processed human plasma  2-8°C'  Until the expiration date

Calibraror vials vial positive for antibodies to on the vial
HBsAg with preservatives or
onboard—8 hiows.
Anti-HBs2 Controls 10.0ml/  processed nunan plasma  2-8°C  Until the expiration date
quality control vial negative and positive for on the vial
material vials™ antibodies to HBsAg with or '
‘ preservatives onboard-§ hours.
ADVIA Centawr Wash 1 1500 mL/ phosphate buffered saline  2-25°C Until the expiration date
) pack with sodium azide (< 0.1%) on the vial
and surfactant or
onboard-1 month.
ADVIA Centair  Wash | 2500 mL/ phosphate buffered saline  2-23°C Until the expiration date
’ ' pack with sodium azide (< 0.1%) on the vial
and swrfactant or
onboard-1 month.
Reagent Pack Reagent Volume  Ingredients Storage Stabllity
ADVIA Centawr  Multi- SOmL,  is butler with goat serum 2-8°C  Until the expiration date
T[] Diduent 11 reagent  With protein stabilizers and on the pack label
ReadyPack pack preservatives or
ancillary reagent 28 consecutive days
pack after accessing the

ancillary reagent pack.

*  See Materuals Requived but Not Provided.

** See Optioual Reagants.
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ADVIA Centaur and ADVIA Centaur XP Systems ' 5

Precautions and Warnings
Safety data sheets (MSDS/SDS) are available on www.siemens.com/diagnostics.

&Some cemponents of this product contain human source material. Each donation of
human blood or blood component was tested by FDA-approved methods for the presence of
antibodies to human immunodeficiency virus type 1 (HIV-1) and type 2 (HIV-2), as well as for
hepatitis B surface antigen (HBsAg} and antibody to hepatitis C virus (HCV). The test resuits
were negative (not repeatedly reactive). No test offers complete assurance that these or
other infectious agents are absent; this material should be handled using good laboratory
practices and universal precautions.8-10

3
The controls and calibrators have been assayed by FDA-approved methods and found
nanreactive for hepatitis B surface antigen (HBsAg), antibody to hepatitis C (HCV), and
antibedy to HIV-1/2. The human derived HBsAg used in the manufacture of this product was
obtained from units tested by FDA-approved methods and found nonreactive for antibody to
HCV and HIV-1/2. The units were inactivated and the HBsAg was purified; however, all
products manufactured using human source material should be handled as potentially
infectious.

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

NOTE: Some components of this product contain 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 the 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.

Loading Reagents

Ensure that the system has sufficient primary reagent. For detailed information about preparing
the system, refer to the system operating instructions or to the online help system.

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 operator's guide,

Load the ReadyPack primary reagent packs in the primary reagent compartment using the
arrows on the packs 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 or to the online help system.

NOTE: The Low and High Calibrators provided in this kit are matched to the ReadyPack primary
reagent pack. Do not mix calibrator lots with different lots of reagent packs.
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Onboard Stability and Calibration Interval

Onboard Stability Calibration Interval
90 days 42 days

Additionally, the ADVIA Centaur Anti-HBs2 assay requires a two-paint calibration:

+ When changing lot numbers of primary reagent packs
+ When replacing system components
« When quality control results are repeatedly out of range

NOTE:
+ Discard reagent packs at the end of the onboard stability interval.
» Do not use reagents beyond the expiration date.

Master Curve Calibration

The ADVIA Centaur Anti-HBs2 assay requires a Master Curve calibration when using a new

lot number of Lite Reagent, Solid Phase, and Ancitlary Reagent. For each new lot number of
Lite Reagent, Solid Phase, and Ancillary Reagent, 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 or to the online help system.

Calibration

For calibration of the ADVIA Centaur Anti-HBs2 assay, use ADVIA Centaur Anti-HBs2
Calibrators provided with each kit. The calibrators provided in this kit are matched to the
ReadyPack primary reagent pack.

Using Barcode Labels

NOTE: Calibrator barcode labels are lot-number specific. Do not use barcode labels from cone lot
of calibrators with any other iot of calibrators.

Use the ADVIA Centaur Anti-HBs2 Calibrator barcode labels to identify the Low and High
Calibrator sample cups when performing the ADVIA Centaur Anti-HBs2 assay. Place the barcode
labe! on the sample cup so that the readable characters on the side of the label are vertical on the
sample cup. ' '

Performing a Calibration

Each lot of caiibrators contains a Calibrator Assigned Value card to facilitate entering the
calibration values on the system. Enter the values using the barcode scanner or the keyboard.
For detailed information about entering calibrator values, refer to the system operating
instructions or to the online help system.

Perform the caiibration procedure using the following steps:

NOTE: This procedure uses calibrator volumes sufficient to measure each calibrator in tripticate.
1. Schedule the calibrators to the worklist.

2. Label two sample cups with calibrator barcode labels: one for the low and another for the high.
NOTE: Each drop from the calibrator vial is approximately 35 to 40 ulL.

3. Gently mix the Low and High Calibrators and dispense at least 12 to 14 drops into the
appropriate sample cups.
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4. Load the sample cups in a rack.

5. Place the rack in the sample entry queue.
6. Ensure that the assay reagents are loaded.
7. Start the entry queue, if required.

NOTE: Dispose of any calibrator remaining in the sample cups after 8 hours. Do not refill sample
cups when the contents are depleted; if required, dispense fresh calibrators.

Quality Control

Follow government regulations or accreditation requirements for quality contro! frequency.
For quality control of the ADVIA Centaur Anti-HBs2 assay, use of ADVIA Centaur Anti-HBs2
quality control material is recommended. Refer to the Expected Value card for the suggested
expected values specific for the lot number of the positive and negative controls. Additional
controls may be tested according to guidelines or requirements of local, state, and/or federal
regulations or accrediting organizations.

NOTE: The recommended quality control material is intended to monitor substantial reagent
failure. if additional controls are desired, it is recommended to run a negative control and positive
control close to the clinically relevant decision point (16 mlU/mL). Further, the recommended
quality control is in a serum matrix. It may not adequately control the assay for plasma
specimens. The user should provide alternate control material for plasma.

Using Barcode Labels

NOTE: Control barcode labels are lot-number specific. Do not use barcode labels from one ot of
controls with any other lot of controls.

Use the ADVIA Centaur Anti-HBs2 quality control barcode labels to identify the positive and
negative sample cups when performing the ADVIA Centaur Anti-HBs2 assay. Place the
barcede label on the sample cup so that the readable characters on the side of the label are
vertical on the sample cup.

Performing Quality Controt

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

To monitor system performance and chart trends, as a minimum requirement, assay quality
control material on each workshift that samples are analyzed. Assay quality control samples
when performing a two-point calibration. Treat all quality control samples the same as patient
samples. : . _

Perform the quality control procedure using the following steps:

NOTE: This procedure uses control volumes sufficient to measure each control in duplicate.

1. Schedule the quality control samples to the worklist.

2. Label two sample cups with quality control barcode labels: one for the positive, and another for
the negative.

NOTE: Each drop from the control vial is approximately 35 to 40 pL.

3. Gently mix the quality control materials and dispense at least 8 to 10 drops into the appropriate
sample cups.

4, Load the sample cups in a rack.

5. Place the rack in the sample entry queue.
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6. Ensure that the assay reagents are loaded.
7. Start the entry queue, if required.

NOTE: Dispose of any quality control materials remaining in the sample cups after 8 hours. Do
not refill sample cups when the contents are depleted:; if required, dispense fresh quality control
materials.

Taking Corrective Action

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

1. Investigate and determine the cause of the unacceptable control resuits:

+ 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.

* Rerun the assay with fresh quality control samples. .

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

2. When the condition is corrected, retest the controls, and confirm that results are within
acceptable limits.

3. Repeat testing of patient samples before reporting resuits.

Perform corrective actions in accordance with your established laboratory protocol.

Sample Volume

This assay requires 100 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 Sample Volume Requirements in the ADVIA Centaur
Reference Manual.

NOTE: The sample volume required to perform onboard dilution may differ 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.)
1:2 100
1:5 40
1:10 20
Assay Procedure

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

Procedural Notes

Dilutions
The following information pertains to dilutions:

+ Samples with anti-HBs levels greatér than 1000 mlU/mL may be diluted and retested.
« Patient samples can be automatically diluted by the system or prepared manually.
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* For automatic dilutions, ensure that ADVIA Centaur Muiti-Diluent 11 is loaded and set the
system parameters as follows;

Dilution point: £ 1000 miU/mL
Dilution factor: 2, 5, 10

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

* 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 Multi-Diluent 11 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 resuit.

Interpretation of Results

Results should always be interpreted in conjunction with the patient's medical history, clinical
presentation, and cther findings.

For detailed information about how the system calculates results, refer to the system operéting
instructions or to the online help system.

The ADVIA Centaur Anti-HBs2 assay is traceable to the World Health Organization (WHO)
Hepatitis B Immunoglobulin 1st International Reference Preparation (1977). Samples with a
calculated value of 10 mIU/mL or greater are considered reactive {protective) in accordance
with the CDC guidelines.® The accepted criteria for immunity to HBV is anti-HBs activity

2 10 miU/mL, as defined by the WHO International Reference Preparation.

The system reports anti-HBs antibody results in mlU/mL, and as reactive {positive),
nonreactive (negative), or needing retest.

* Nonreactive: Samples with an initial value < 8 mIU/mL. Anti-HBs is below 10 mIU/mL
and the patient is considered not to have protective immunity to HBV infection.

* Reactive: Samples with an initial value = 12 mIU/mL. Anti-HBs is detected at :

2 10 mIW/mL and the patient is considered to have protective immunity to HBV infection.

* Retest Zoné: Samples with an initial value 2 8 and < 12 mIU/mL. If results are within the
retest zone after initial testing, samples must be retested in duplicate. After retesting, if

3 resuits are available and 2 results are 2 10, then the sample is considered to be reactive,
If 3 results are available and 2 results are < 10, then the sample is considered to be
nonreactive.

Sample results are invalid and must be repeated if the controls are out of range.

Limitations

The following information pertains to limitations of the assay:

» United States federal law restricts this device to sale by or on the order of a physician.

+ The ADVIA Centaur Anti-HBs2 assay is limited to the detection of antibodies to HBsAg in
human serum and plasma (EDTA, sodium-heparinized, or lithium-heparinized).

» Assay performance characteristics have not been established when the ADVIA Centaur Anti-
HBs2 assay is used in conjunction with other manufacturers' assays for specific HBY
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serological marker, and therefore, users are responsible for establishing their own
performance characteristics.

« Assay performance characteristics have not been established in pregnant women, or in
populations of immunocompromised or immunosuppressed patients, and therefore, users are
responsible for establishing their own performance characteristics in these populations.

¢ This assay does not differentiate between a vaccine-induced immune response and an
immune response induced by infection with HBV. To determine if the anti-HBs response is
due to vaccine or HBV infection, a total anti-HBc assay may be performed.

e This assay is not intended for use in screening blood or plasma donors.

¢ The performance of the ADVIA Centaur Anti-HBs2 assay has not been established with
cadaver specimens, heat-inactivated specimens, or body fiuids other than serum or plasma,
such as saliva, urine, amniotic, or pleural fluids.

« Do not use specimens with obvious microbial contamination.

» Results obtained with ADVIA Centaur Anti-HBs2 assay may not be used interchangeably with
values obtained with different manufacturer assay methods.

+ Individuals that have received blood component therapies, for example, whole blood, plasma,
immunogiobulin administered during the previous 3-6 months may have a false reactive anti-
HBs result due to passive transfer of anti-HBs.

+ The prevaience of the analyte in the population tested will affect the assay's predictive value.

"¢ A positive anti-HBs result does not exclude co-infection by another hepatitis virus.

» High-Dose Hook Effect: In the ADVIA Centaur Anti-HBs2 assay, patient samples with levels
of antibodies to HBsAg as high as 200,000 mIU/mL do not demonstrate a decrease in the
RLUs (high-dose hook effect?). Specimens having anti-HBs activity greater than 200,000
mlU/mL are extremely rare.

Expected Results

The prospective study population for the ADVIA Centaur Anti-HBs2 assay consisted of 2030
patients. Of these 2030 patients, 1098 patients (54.09%) were from the high risk population, 828
patients (40.79%) were from the signs and symptoms population, 83 patients (4.09%) were from
the dialysis population, and 21 patients (1.03%) were transplant recipients. The prospective study
population was 60.15% Black, 19.80% Caucasian, 17.04% Hispanic, 1.77% Asian, 0.39%
American Indian or Alaskan Native, and 0.84% from unknown or other ethnicity. The majority of
patients were male (64.43% male and 35.57% female). The mean age was 46.0 years (range of
13 to 91 years). Patients in the prospective study population were from the following geographic
regions: Florida (55.67%), District of Columbia (23.94%), Texas (11.18%), California (5.32%),.
Maryiand (3.15%) and other states (0.74%).
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The ADVIA Centaur Anti-HBs2 results for the prospective population for all sites combined by age
group and gender are summarized in the folfowing table:

Distribution of High Risk, Signs and Symptoms, Dialysis, and Transplant Recipient Population
by Age Group and Gender (All Testing Sites)

Age Reactive ~ Nonreactive Totai
{Years) Gender (N) (N) (N}
-9 Male 0 0 0
Female ] t] 0
106-19 Male 8 4 12
Female 8 3 11
20-29 Male 74 48 122
Female 43 31 74
30-39 Male 61 105 166
Female 35 59 94
4049 Male 216 235 451
Female 125 131 256
50-59 Male 216 232 448
Female 88 130 218
60-69 Male 32 58 90
Female 24 28 52
270 Male 4 I5 19
Female 4 13 17
All Male | 611 697 1308
Feinale 327 395 722
Total 938 1092 2030

Performance Characteristics

Limit of Blank and Limit of _Detection

* A study was conducted based on guidance from CLSI EP17-A producing a Limit of Blank
(LoB) of 1.7 mIU/mL and a Limit of Detection (LoD) of 3.1 mIU/mL."

Prospective Study

The HBV disease classification for each patient in the high risk, signs and symptoms, dialysis,
and transplant populations (2030 patients total) was determined by serological assessment using
resultant hepatitis marker profiles obtained from results of commercially available, FDA-approved
reference assays. The serological assessment included the following 4 HBV markers: HBsAg, -
total antibody to hepatitis B virus core antigen (Anti-HBc Total), IgM antibody to hepatitis B virus
core antigen (Anti-HBc igM}, and total antibody to hepatitis B virus surface antigen {anti-HBs)
(quantitative). Testing of these specimens occurred at diagnostic laboratories located in Miami,
FL {34.3%), Dallas, TX (36.2%), and Tarrytown, NY (29.5%). The individual ADVIA Centaur HBY
assay result was compared 1o the reference HBV assay result and to the patient classification. No
patients were excluded from the complete study set due to incomplete reference HBV serological
results.
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Each patient’s HBV infection was classified based on the reactive (+)/nonreactive (-) patterns of
the 4 reference HBV serological markers. Disease classification for each patient was based only
on the HBV serological marker results, and was not affected by additional laboratory or clinical
information. There were 14 unique reference marker patterns. These patterns are presented in
the following table:

Classification by HBV Reference Markers (Alf Testing Sites)

HBV Reference Markers
HBV Classification HBsAg igM Anti-HBc  Total Anti-HBc  Anti-HBs
Early Acute + - - .
Acute + + + -
Late Acute + + + +
Chronic + . + +
Chronic + _ + R
Chronic + R - +
Early Recovery - + + +
Early Recovery - Equivocal + +
Early Recovery _ _ + + -
Early Recovery - + - +
Inunune due to hepatitis vaccination _ i _ - +
Imnwmine natural infection . ~ + +
Recovered - - + .

Not Previously Infected - - . -

+ = Reactive

- = Nonreactive
Comparison of Resuits

Following the assignment of specimen classification, the HBV results obtained using the
ADVIA Centaur Anti-HBs2 assay were compared with resuits obtained using the reference
anti-HBs assay for each result category (reactive and nonreactive). Specimens with an
anti-HBs2 value and/or an anti-HBs value within the retest zone were retested and interpreted
as described under Interpretation of Results. _ -
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The method comparison for all testing sites combined is presented in the following table:

Comparison of Results in High Risk, Signs and Symptoms, Dialysis, and Transplant Recipient
Populations by HBV Classification :
ADVIA Centaur Anti-HBs2 Assay versus Reference Anti-HBs Assay (All Testing Sites)"

Reference Anti-HBs Assay Reference Anti-HBs Assay
Nonreactive Reactive
ADVIA Centaur Anti-HBs2 Assay ADVIA Centaur Anti-HBs2 Assay
HBV Classification Reactive (N}  Nonreactive (N) Reactive (N) Nonreactive (N} Total{N)
Early Acute 0 8 0 0 §
Acuge 0 10 0 0 10
Late Acute 0 0 0 2 2
Chironic 0 E12 6 1 119
Early Recovery 0 2 20 0 22
Immune due to hepatitis
\'&léc}ilz:mion et ! 2 362 6 371
Imimune due to naniral 1] _ 8 522 9 539
infection
Recovered 13 207 3 2 225
Not Previousiy Infected 11 723 0 0 734
Total 25 1072 813 20 2030 -

I Inthis study, 73 of 2030 specimens (3.6%) fell within the aHBs2 retest zone. Thirty-four of these specimens
{46.6%) were determined to be reactive after retesting.

The percent agreement between the ADVIA Centaur Anti-HBs2 assay (including the upper and
lower 95% confidence intervals) and the reference anti-HBs assay for each specimen
classification was performed. The positive, negative, and overall percent agreements were
calculated as follows:

Pasitive percent agreement =

Number of ADVIA Ceﬁtaur Anti-HBs2 reactive results in agreement with reference anti-HBs x 100

Total number of reference anti-HBs reactive results

Negative percent agreement =

Number of ADVIA Centaur Anti-HBs?2 nonreactive results in agreement with reference anti-HBs x 100

Total number of reference anti-HBs nonreactive results
Overall percent agreement =

Number of ADVIA Centaur Anti-HBs2 results in agreement with reference anti-HBs x 100
Total number of reference anti-HBs reactive and nonreactive results
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The percent agreement between the ADVIA Centaur Anti-HBs2 assay and the reference
anti-HBs assay for the high risk, signs and symptoms, and dialysis populations across all testing
sites is summarized in the following table:

Percent Agreement and Confidence Intervals by HBV Classification in High Risk, Signs and
Symptoms, Dialysis, and Transplant Recipient Populations
ADVIA Centaur Anti-HBs2 Assay versus Reference Anti-HBs Assay (All Testing Sites)

Positive Percent 95% Exact 95% Exact
Agreement Confidence Negative Percent Confidence
HBV Classification % (x/n) Interval Agreement % {x/n) Interval
Early Acute 100 (8/8) 68.8-100
Acute 100 (10/10) 74.1-100
Late Acute 0 (0/2) 0-77.6
Clwenic 85.7 (6/7) 42.1-99.6 100 (112/112) 97.4-100
Early Recovery 100 (20/20) 86.1-100 100 (2/2) 22.4-100
g":iﬂ;’;ggﬁf Hepalins  og4(362368)  96.5-99.4 66.7(2/3) 9.4-992
ill"]}‘;‘t’;-';fld“e tonatural g0 3 5221531 96.8-99.2 100 (8/5) 68.8-100
Recovered 60 (3/5) 14.7-94.7 94.1 (207/220) 90.1-96.8
Not Previously Infected 98.5 (723/734) 97.3-9913
Total 97.9 (913/933) 96.7-98.7 97.7 (107211097} 96.7-98.5

Pediatric / Adolescent Comparison

One hundred and ten (110} pediatric / adolescent retrospective serum samples (age range from 1
to 17 years) were evaluated using the ADVIA Centaur anti-HBs2 assay and another commercially
available assay. Interpretive results for reactive or nonreactive samples were compared between

the two assays. The following results were obtained:

Pediatric Population (age range from 1 to 11 years)

Reference anti-HBs Assay

Reactive Nonreactive  Total
- : Reactive 29 0 29
entaur .
anti-HBs?2 Assay Nonreactive 1 28 29
Total 30 28 58

% Overall Agreement = 98.28% (57/58)
95% Conhdence Interval: 90.76-99.96%
Adolescent Population (age range from 12 to 17 years)

Reference anti-HBs Assay

Reactive Nonreactive  Total
ADVIA Cent Reactive 30 2 32
entaur ,
anti-HBs2 Assay Nonreactive 2 18 20
Total 32 20 52

% Overall Agreement = 92.31% (48/52)
95% Counfidence Interval: §1.46-07.86%
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Neonate Comparison

Twenty (20) retrospectively collected neonate samples were evaluated using the ADVIA Centaur
aHBs2 assay and another commercially available assay. Interpretive results for reactive or
nonreactive samples were compared between the two assays. The following results were

obtained.
Reference anti-HBs Assay
Reactive Nonreactive  Total
Reactive 9 0 9
gr?tx:-lABigr:z:;y Nonreactive 0 , 11 11
Total 0 11 20

% Overall Agreement = 100.00% (20/20)
95% Confidence Interval: 86.10-100.00%

HBV Vaccinee Panel Study

A study was conducted using 52 well-characterized, commercially available serum samples from
26 individuals before and after vaccination. Testing of these specimens occurred at diagnostic
laboratories located in Miami, FL {34.6%), Dallas, TX (34.6%), and Tarrytown, NY (30.8%).
Samples were tested using the ADVIA Centaur Anti-HBs2 assay and the reference anti-HBs
assay, and the results were compared. The percent agreement between the ADVIA Centaur Anti-
HBsZ2 assay and the reference anti-HBs assay for the vaccination panel population is summarized
in the following table:

Comparison of ADVIA Centaur Anti-HBs2 and Reference Anti-HBs Results in Pre- and
Post-Vaccinated Populationst

Reference Anti-HBs Resulis

ADVIA Centaur Anti-HBs2 Results Nonreactive (N) Reactive (N}  Total (N)
Pre-vaccination

Nonreactive, N (%) 26 (100%) 0 26 (100%)
Reactive, N (%) - 0 . 0 0

Percent agreement: 100%

95% confidence interval; §9.1-100

Post-vaccination

Nomreactive, N (%) 0 0 0
Reactive, N (%) 0 26 (100%) 26 (100%)
Percent agreement: 160%

95% confidence interval: §9.1-100

1 For the vaccines panel (samples from 26 patients), the percent agreement between ADVIA Centaur Anti-HBs?2
results and reference results was determined for pre-vaccination and for post-vaccination.
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Precision and Reproducibility Studies

Precision Estimates for All Testing Sites and Reagent Lots
The ADVIA Centaur Anti-HBs2 precision and reproducibility study was performed at 3 external
sites using 2 reagent lots per site. An 8-member serum panel was assayed in replicates of 4 in 2
runs per day over at least 5 days for each lot. The study was completed with a single calibration
of the assay (one calibration interval).
The data from all 3 sites and from all 3 reagent lots were combined to obtain SD and percent CV

“for within run, between run, between testing site, between lot, and total, The precision estimates
were derived from variance component analysis.

The reproducibility resuits are presented in the following table:

Precision Estimates for All Testing Sites and Reagent Lots

Mean .
Concentra- Befween Testing
panel  tion Within Runz  Between Run? Sited Between Lots Totalé Number of
Member (mlUimL)! SD? CV(%} SOV CV{%) SD? CV(%) SD7 CV(%} SD’ €V (%} Observations
i 31 022 7.0 011 34 - 037 120 020 656 049 161 248
2 6.3 027 44 017 27 049 7.8 025 40 064 102 248
3 I3.1 0.3 29 031 24 0.73 5.6 037 28 096 73 248
4 207 056 2.7 043 21 1.05 5.1 058 28 139 67 248
5 133.7 286 2.1 260 19 5.45 4.1 423 32 1.91 59 248
6 4018 814 20 751 19 1416 35 1377 34 22.65 5.6 248
7 038.7 1501 24 1586 235 2334 3.7 2446 38 4033 63 248
8 906.8 1765 1.9 1616 18 3156 3.5 2304 25§ 4580 31 234
Peositive 115.9 272 24 329 28 6.03 5.2 1.45 12 753 65 164
Control ' ,
1 Anthmetic mean of all results (all 1csting sites and reagent lots)
2 Varability of the assay performance within day (all testing sites and reagent lots)
3 Variability of the assay performance between days (all testing sites and reagent lots)
4 Variability of the assay performance between testing sites (from testing site to testing site)
5 Variability of the assay performance between reagent lots (from reagent lot to reagent lot, across all testing sires)

Vartability of the assay performance incorporating all testing sites, all reagent lots, and all days

- n

SD of mean concentration {mIU/mL}

NOTE: 4 replicates per panel in 2 runs per day for at least 5 days
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Precision Estimates in Serum, EDTA, Lithium Heparin and Sodium Heparin
Matrices

The ADVIA Centaur Anti-HBs2 precision and reproducibility in various sample matrices was
examined in a 20-day precision protocol'? (CLSI EP5-A2) using two (2) lots of reagent.
Thirty-two specimens in four matrices were prepared to measure the precision of the assay at
different dose levels. In addition to serum matrix, the anticoagulants tested were potassium
EDTA, sodium heparin, and Iithium heparin. The specimens were assayed in duplicate twice per
day for 20 time points. A single instrument was used in this study over the course of 30 days with
one recalibration. ‘

The matrix reproducibility results from a representative lot of reagent are presented in the
following table. The precision estimates were derived from variance component analysis.
Calculations for within run, between day, and total precision were performed as recommended by
the guidance protocol.'?

:Idgra;zentration WithinRun?  Between Days? Tolal4 Number of

Member  Matrix {miU/mL) 805  CV(%) SD* CV(%} SDs CV{%) Observations
E-2 EDTA . i 024 6.1 .15 KR 232 8.1 4]
E-3 plasma 9.2 027 29 002 14 046 50 80
E-4 14.2 040 28 0.00 0.c 07 49 30
E-5 ' 96.4 195 20 144 15 414 43 80
E-6 2422 489 20 0.96 0.4 9.76 4.0 80
E-7 4239 9.51 19 4.52 0.9 18.16 36 80
E-§ 5857 239 21 [3.78 24 24.59 4.2 . 80
E-9 790.8 1688 21 21.20 2.7 A2.45 4.1 80
Li-2 Lithitun 1.8 032 47 0.20 4.1 036 7.5 £0
Li-3 Heparin 0.6 0290 27 043 4.1 0.60 5.7 © 86
Li-4 174 035 0 0.48 2.7 078 45 50
Li-3 176.5 378 21 5.64 32 7.56 43 80
Li6 300.2 SE6 19 030 30 1270 4.1 0
Li-7 5131.90 1059 21 [5.08 29 20.19 39 RO
Li-§ 5904 13.67 13 18.47 3.1 34.79 58 80
Li-9 8504 15.61 1.8 2/5.40 30 3636 4.3 80
Na-2 Sodmum 3.9 02i 54 0.20 5.2 033 86 80
Na-3 Heparin 8.8 024 27 0.28 3.2 101 115 30
Na-d 151 Q31 20 .24 1.6 Q.69 4.6 B0
Na-3 o 55R 133 24 068 12 256 46 .- 20
Na-6 206.5 382 19 127 16 821 49 80
Na-3 362.3 801 22 203 06 13.67 38 30
Na-§ 617.5 13.19 21 9.6t 16 2306 3.7 . .80 .
Na-9 863.7 1688 20 8.82 1.0 2021 34 80
S5-2 Serum 31 016 S 0.18 58 028 9.2 80
.3 ' 6.2 023 3.7 0.26 4.2 0.43 6.9 £O
§-9 2.7 030 23 049 38 0.66 52 30
5-5 200 054 27 0.49 25 1.00 50 80
5-6 128.3 316 2.5 330 30 6.21 1.3 80
5-7 3527 707 1.8 8.14 21 1479 39 50
S-8 606.6 486 24 13.76 23 23.68 39 £0
-0 870.1 17.37 20 16.27 1.9 3438 490 8O

Arithunetic mean of all results
Vartability of the assay performance within run
Vaviability of the assay performance between days

L b e

Virtabality of the assay performance mcorporating all days and yuns,
3 5D of mean concentration (miUinl)
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Cross-Reactivity

The ADVIA Centaur Anti-HBs2 assay was evaluated for potential cross-reactivity with viral
antibodies and disease state specimens. The nonreactive anti-HBs status of each specimen was
verified using a commercially available reference anti-HBs assay. The following resuits were

obtained on the ADVIA Centaur Anti-HBs2 assay: /
ADVIA Centaur Anti-HBs2 Results

Clinical Category Number Tested  Nonreactive Reactive

Hepatitis A Infectionn (HAV) 17 17 G

Hepatitis B Infection (HBsAg+t) 12 o 0

Hepaiiuis C Infection (HC'V) 24 24 0

Non-Viral Liver Disease 8 5 0

Rheumatoid Asthritis B 0

Autoinunune Disease (Systemic Lupus & ANA) 15 15 0

Influenza Vaccination 6 6 0

Syphilis Infection 9 0

Cyromegalovirus (CMV) 13 13 0

Herpes Simplex Virus III (HSV) 22 22 0

Toxoplasma gondii Infection 12 12 0

Human Immunodeficiency Virus (HIV) g 9 0

Rubella IgG 4, 34 0

Varicella-Zoster Virus (VZV) 31 31 0

Epstein-Barr Virus (EBV) 54 54 0

Total Samples Tested : 214 274 0
Interference

Serum specimens thatare ... Demonstrate < 15% change in results upto. ..

hemolyzed . 500 mg/dL of hemoglobin

lipemic 1000 mg/dL of wiglycerides

icteric 40 mg/dL of conjugated bilirubin

wtene - " 40 mg/dL of unconjugated bilirubin

protememnic (high) . 12 gfdL of total protein

proteinemic (low) 3 g/dL of total protein*

hyper 12G 6 g/dL of inumunoglobutin G

biotin 500 ng/mL of biotin

*  Demonstrates & 15% change in results with protein as low as 3 g/dL,
Interference testing was determined according to CLSI Document EP7-A2.13

Alternative Sample Types

The ADVIA Centaur Anti-HBs2 assay can use plasma specimens coliected using sodium-
heparin, lithium-heparin, or EDTA anticoagulants. In a matched matrix study of specimens around
the cutoff value (10.0 miU/mL), drawn in four tube types including serum, EDTA, sodium-heparin
and lithium-heparin vacutainer tubes, the recovery of the heparinized samples was comparable to
that of the serum control.
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Matrix Bias Study of Samples Near the Cutoff

N =11 samples: (3 samples > 10.0 mIU/mL, 8 samples < 10.0 mIU/mL)}
Range: approximately 2.5 to 24 miU/mL

Serum EDTA Lithium Heparin  Sodium Heparin

Statistic (mlUimL) {mlUfmL) {miU/mL) {mibimL)
Mean 1011 11.13 8.68 9.11

SD 7.51 832 7.54 7.50
Bias to Serum (mIU/mL)  NA 1.02 -1.42 -1.00
SD of Bias NA 1.25 092 1.05
Bias to Setum (%6 recovery) NA 10.09 -14.10 -9.87

Matched specimens from 70 individuals, drawn in serum and plasma (EDTA, lithium-heparinized,
and sodium-heparinized) vacutainer tubes were analyzed by linear regression analysis. The anti-
HBs activity of these specimens spanned a range of approximately 2 to 1000 miU/mL. Slope and
intercept estimates by linear regression analysis {see following regression equations):

(EDTA) = 1.083 (Serum) - 0.20, R2 = 1.00; N= 70
(Lithium heparin) = 0.939 {Serum) - 0.78, R2 = 1.00: N= 70
{Sodium heparin) = 0.943 (Serum) - 0.33, R2 = 1.00; N= 70

Standardization

The ADVIA Centaur Anti-HBs2 assay is standardized against the World Health Organization
(WHQ) 1st International Reference Preparation (1977).

Technical Assistance

For customer support, contact your local technical support provider or distributor.
www.siemens.com/diagnostics
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Intended Use .

For in vitro diagnostic use in monitering the performance of the Anti-HBs2 assay on the
ADVIA Cenlaur® Systems. The performance of the Anti-HBs2 quality conirol material has not
been established with any other anti-HBs assays,

Control Description

Volume ingredients Storage Stability

10.0miivial Processed human plasma  2-8°C Untit the expiration date on the vial
nggative and positive for label
antibodies to HBsAg with o
preservatives onboard-8 hours

-y CAUTION! POTENTIAL BIQHAZARD: The controls contain human source
% materiat. No kngwn test method can offer compiele assurance that products derived
' A fram human bioad will nat transmit infectious agents. All products manufactured using

human source material should be handled as potentially infectious. Handie this
product according 1o established good laboratory practices and universal
precautions. Use eye protection ang gloves when handiing this product; wash
hands after handling.

The controls have been assayed by FDA-approwed methods and found nonreactive
for hepativs B surface antigen {HBsAg), antibody to hepatitis C {HCV), and antibody
o HIV-172.

A

For in vitro diagnoslic use.

Preparing the Quality Control Material
Gently swirl and inven tfie vials 10 ensure homogeneity.

Using the Barcode Labels

NOTE: Control barcode labels are lot-number specific. Do not use barcode labels from one lot
of conirols with any other lot of controls.

Use the Anti-HBs2 quality control barcade labels 1o identify the positive and negative sample
cups when performirg the ADVIA Cantaur Anti-HBs2 assay. Piace the barcode label on the
sample cup 5o that the readable characters on the side of the label are vertical on the sample
cup.

Performing Quality Control

For detailed information about entering quality control vatues, refer to the system operating

instructions or 10 the onfine help system.

Te monitor system performance and chart rends, as a minimum requirement, quality control

samples should be assayed on each warkshift that samples are anatyzed. Quatity control

samptes should also be assayed when perlomming a two-paint calibration. Treat all quality

contral samples the same as palient samples.

NOTE: This procedure uses conirol volumes sufficient to measure each control in duplicate.

1. Schedule the quality contral samples (o the worklist.

2. Label two sample cups with quality control barcode labels: one for the posilive, and
another for {he negative.

NOQTE: Each drop from the controd vial is approximately 35 to 40 pl..

3. Gentty mix she quakity control materials and dispense at least 8 tp 10 drops into the

appropriata sample cups.

Load the sampie cups in a fack.

Place the rack in the sample entry queue.

Ensure that the assay reagents are iaded.

Slart the eniry queas, if required.

NOTE: Dispose of any quality control materials remaining in the sample cups after 8 hours. Do

not refill sampte cups when the contents are depleted; if required, dispense fresh quality controd

materials.

Reviewing, Editing, and Printing Results
For getalied infgrmation about reviewing, editing, and printing quality control results, refer o the
systam cperating instructions or to the anline help systemn,

~N oot o

Expected Results

Refer to the Expectad Values card for the assigned values spedific for the lot aumber of the
Anti-HBs2 quallty conirgl material. The expected values are traceable o the standardization of
the Anii-HBs2 assay. For additional information, refer 1o the reagent instructions for use.

The expected values should be used only 45 a guide in evaluating performance. Because
peripmante i subject to the design and condition of each instrument or reagent system, it is
recommanded that each laboratory establishits own expected values and accepiable fimits.
The mean values established shoutd fall within the range specified in Expected Values.
Individual results may fall outside the range.

Taking Corrective Action

It the quality control results de not fall wilhin the expected values or within the laberatery's
established values, Go not report results. Take the following actions:

= Vertty that the materials are not expired,

+ Verily that required maintenance was performed.

+ Verity that the assay was perlormed according to the instructions for use,

*  Rerun the assay with fresh quality control samples.

. It necessary, contact your local technical support pravider or distiibutor for assistance.

Limitations

The results abtained using the Anti-HBS2 quality contro! materiai depend on several factors,

Emoneous resulis can occur from impraper storage, inadequate mixing, or sample handiing

arors associated with sysiem or assay procedures,

. D not retum any quatity control materials back into the vials after testing because
evaporation and contamination can occur, which may atfect results.

+  Dispose of any quality control material remaining in the sample cups after 8 hours.
Do not refill sample cups whes the conlents are depleted. If required, dispense fresh
quality control materials.

Disposal .

Dispose of hazardaus or biologically contaminated materials accoring 1o the practices of your
institution. Discard all materials in a safe and acceptable manner, and in compliance witt all
lederal, state, and local requirements. ‘

Technical Assistance
For customer support, contact your kocat iechnical support provider o distributor.
wwiw Siamens comidiagnostics
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The fallowing symbols may appear on the product labeting: / Les symboles suivants peuvent apparaitte sur les éliquettes des produits : / Die folgenden Symbele kénnen auf dem. Produktetiketl verwendet werden: /
Suletichetta del prodotto possana essere presenti i sequenti simboli: / Los siquientes simbolos pueden aparecer en |a etiqueta del producto; / Os seguintes simbolos podem aparecer no rtulo dos produtos: /

Falgende symbaler kan lorek p4 produt
Falgende symboler kan i pA produkimerking

Symbal Definition

Symbal Definition

gen: / Féljande symboter kan forekomma pa produkietiketien: / Ta axdhouBa oUppoka evBixcionva Eppoviipvim aenv emofpavon roy mpoidvTeg: /
HED TSI IRORENEAESNABESRHET

Definttion

£n: In vitro diagnostic medical device

Fi: Dispositit médical de diagnoste in vitro
De: Medizinisches Gerdt nur in-vitro Diagnose
It: Dispositivo madico per diagnostica in wiro
Es:; Dispositvo médico para diagndstico in wire
Pt: Digpositivo médico para diagnostico it wire
Ba: Meditinsk in vitro-diagnosticeringsenhed
Sv: Medicinsk « ing for in vitro-diagnostk
El: in vitro Binywvaochis) iatpicd guontur
No: Medisinsk utstyr til in vitro diagnostisk
Ja sk T i SRR
En: Catalog Number

REF Fr: Numére de référence catalogus
De: Katalog-Nummer
il Numerg cataiego
E3: Namero d4 referencia
Pt: Nomero de catdlogo
Da: Kategorinummes
$v; Katalogrummer
EL ApBuég karaidyou
Ma: Katalognummar
Jaz ¥ u
En: Manufaciurer

u Fr:Fabricant |

De: Herstaller
It: Produttore
Es: Fabricants
Pt: Fabricanta
Da: Producani
Sv: Titverkara
El: Karoaxguagric
No: Pradusent
Ja; WiEi

En: Autherized Representative in the European Community
Fr: Représentant ag:éé pour {Union europdenne
De; Aukrisierta Vertretung in der Eurcpiischen Union
It: Rapprasentants aulorizzabo nella Comunita eurcpea
E3: Rapresentante autorizacc en la Unidn Eurcpea
Pt: Rep iants Actorizade na C : Ewropeia
Da: Autoriseret repraesantant i EU
Sv: Aukloriserad representant inom europaiska gemenskapen
El: Efougiobosnpévog avnmpdownog arny Eupuwiraixn
Kowdrnra
No: Autoriser! representant i EU
da: #— 1 AR D ERICEIY

En: CE Mark
c € Fr: Marque CE
De: CE-Kannzeaichen

It: Marchio CE

Es: Simbelo de ta CE
Pt: Maca CE

Da: CE-maxrkn

Sv: CE-mirke

Eh: SApovon CE

Neo: GE-marke -

JarCE v —¥

En: CE Mark with identification number of notified body

Fr: Marque CE avec numéro d'identification du corps notifie
( E g‘ee:ng:E-Kemm Wentifkationsnummer der benannien

0DB8  t: Marchio CE con rumers idenificativo deffente aotficato

Es: Marca de la CE con namero de identificacién del crganismo

notificaco

Pt Marca CE, com ndmero de identificacio do drpao notficado

Da: CE-masrke med id-nummer pd undemetiet myndighed

Sv: CE-mirke med identfiering pa ti¥stindsmyndigh

El: Irpavon CE pr apBpe QVTYWIIaNG Tou eopéa

MOTONGIAGNG

No: CE-merka med {C-nummer for teknisk kontreliorgan

Ja: 207 &N (Notifled Body) o AR & Gt & CE=— 7
CE] En: Consuk instructions for use

Fr. Consutier le mode d'emploi

De: Bedienungshinweise beachizn

I Consutare le istruzioni per fuso

Es: Consutte las msyucdones da uso

Pt: Cansutie as insirugdes de utifizaclo

Da: Se den medfoigende befjeningsve]ledning

Sv: Lis igenom anviéindarinsiruktionema

El: Zupfouvkevrtitg 1§ obnyieg Acmoupyiag

Nao: Se bruksanvisningen

Ja: B EOfERICRa TN L

De: Vorsich] Blologisches Ristkomaterial
It: Attenzione! Polenziale Pericedo Blologico
Es: jPrecauciin! Peligro Bioldgioo Potencial
Pt: Precauciiol Potenciais Riscos Biakigicos
Da: Advarsell Potantiel biologisk smittefare
Sv: Viktigt! Potentiell biclogisk smittorisk
El: Npoooyr! Auvnmicds frokoyinde kivbuvog
No: Forsiktig! Potensie¥ biotogisk smittefaxs
Ja: R A A A PR H £
g En: Temperazture Emitaton (2-8°C)
/H’ fr: Limitas da température {2-8°C)
¢ De: Temperaturgranze {2-8°C)
It: Limiti di temparatura {2-8C)
Es: Limitacion de la lemperatura (2-8°C)
Pt Limitas de temperatwra (2-8°C)
Da: Temperatwrbegraansning (2-8°C)
Sv: Farvaringstemperatur {2-8°C}
El: Nepropiopdg Bepprokpaciag (2-8°C)
No: Temperaturgrensa (2-8°C)
Ja RABE (2-8°C)

j’ -20C En: Upper imit of lemperature {< -20°C}

En: Caution! Petential Biohazard
"‘)\ Fr: Avertssamant | Risque biokgique polsntel
0% :

Fr: Limita supérieure de températura (< -20°C)
De: Obers Temperatingrenza {< -20°C)
It: Limita superiore di temperatura {s -20C)
Es: Limitackn suparior de la temperatura (< -20°C)
Pt: Limite méaxima de temperatura (< -20°C)
Da: Gvra tomperatrbegransning (S -20°C)
Sv: Hogsta temperatur (< -20°C)
El: Aviirzpo &pio Beppokpaaiag (S -20°C)
No: Owa lamperaturgrensa (S -20°C)
Ja: BERIFIRE (<-20°C)
En; Lower limit of lemperatura (2 2°C)
J Fr: Limitg inférieura de tampératurs (2 2°C)
2t De: Mindestismparatr (> 2°C}
Itz Limita infariora di tsmperaturs (2 2°C}
Es: Temperatura mirima { 2°C}
Pt: Limite inferior de temperatira {2 2°C}
Da: Nedre famperatrgraense (= 2°C)
Sv: Lagsta temperatur (2 2°C}
El: Kowrepo opio Bepuokpadiag {2 2°C)
No: Nadre lsmperaturgrensa (2 2°C)
Ja: BAEIRTFAE (22'0)
En: Do not freeze (> 0*C)
Fr: Ne pas congaler {> 0*°C)
De: Nicht eintrieren (> 0°C)
I Non congelare (> 0°C)
Es: No congelar {> 0°C)
Pt: N2o congele {>0°C)
Da: M ikke nedfysas (> 0°C)
Sv: Fir ej kysas (> 0°C})
El: Mnv karmyuXee {> 0°C)
No; MA ikke ¥yse (> 0°C)
Ja MEERL TV AL ERLEV>0C)
Mo En: Keep away fom sunight
-7 t" Fr: Maimant hors da portés de (a umidre du soleil
[] De: Vor Sonneneinsrahiung schiitzen
It: Nort espors alla huce def soke
Es: Mantener proagido de a luz solar
Pt Manter protegido da uz solar
Da: Undgd dicekte sallys
Sv: Skyddas mot solfus
El: Amamnprite pakpid and 1o nhaks guws
No: Undg4 diekle solys
JuBOWL LAV EBICRELT(CE A,
En: Batch code
Fr: Numéro da coda du ot
De: Chargenbezeichnung
It: Codica lotto
Ex: Cédigo de late
Pt: Codigo de lote
Da: Batchkede
Sv: Tilverkningskod
El: Kwdadg maprifog
Ne: Lotrummer
Ja Ay Fa—§F

En: Contains sufficient kor {n) tests

%3¢ ... F: Suffisant pour (n} tests

De: Es reichi fir (n} lests

It: Contiene materizie sufficienta per {n) test
Es: Contiene material para [n) prusbas
Pt: Contém o suficianta para (n) tastes
Da: Indnold tilstrakkeligt tf (n) tests
Sv: Réicker tll [n) antal tester

El: Nepieybpevo engpxés yio (n) cferdoe
No; innehalder nok il {n) anatyser
Jan 7R FERGGOH GRS AL TIEY
En: Grean dat

Fr: Point verl

De: Grijner Punkl

It: Punto verde

Es: Punio verde

Pt: Poeto Verde

Da: Det Grine Punkt

Sv: Gréna punkien

Ei: Npdovn koukisa

No: Grant punkt

Ja XY=k b

En: Store ugright

Fr: Consarver en position vertcale
De: Aulrachi lagem

It: Conservare in posizione verticale
Es: Conservar en posicion vartical

Pt: Armazenar em posigdo vertical
Da: Opbevares oprejst

Sv: Firvaras stiende

E): Pukdooere of dplix BLon

No: Oppbevares stiende

Ju ATTREL TS

En; Data lormat (year-month)

Fr: Format de la date (annéa-mois)
De: Datumstormat (Jahy-Monat)

It: Formaby data (annc-mesa)

Es: Formato de lecha (afic-mes)

Pt: Formato de data {ano-més)

Da: Datolormat (&r-maned)

Sv: Datumlormat (&-manad)

El: Mepgr nuepepnviag (£1ag-phvag)
No: Dataformat {&r-méned)

Ja BRRRA (- A

En; Racycle

Fr: Recyclage

De: Racycien

It: Riciclo

Es: Reciclyr

Pt: Reciclar

Da: Genbrug

Sv: Kan Yervinnas

Ell: AvakusMigie

e Kan gienvinnes.

Jaausdara

@E En: Printed with soy ik .
K Fr: imprimyd avec de lencre de soja

C: Gedruckt mit Sajatints

It: Stampato con inchiostro di soia
Es: Imprimido con tmta de soja

Pt: Impresso com tinta de soja

Da: Trykt mad sojablek

Sv: Tryckt med sojabliick

El: Extumwverm pe pehavi adyiag
Na: Trykt med soyablekk

Ja KEMA A THB AT 27
En: Use by

Fr: A utikser avant

De: Verwendbar bis

It Usare antro

Es: Fecha de caduckdad

Pt: Use até

Da: Bug at

Sv: Ugangscatum

El: Huepopnvie Arigng

No: Bruk fer

Ja; R AGER

Ue



Suomi

VAROITUS! MAHDOLLINEN TARTUNTAVAARA: Siséiti inmiskudoksista peraisin olevaa materiaalia, Kaikki timéan tuctteen valmistuksessa kéytetyt ihmisseerumi- tai veriplasmayksikdt on
& 7] testatiu FDA-sa@nngsten mukaisin meneteimin. Testeissa {odettiin, ettd yksikdt eivat sisAitneet hepatiiti B -pinta-antigeenid (HBsAg) tai bepatiitti C (HCV}- 1ai RIV-172-viruksen vasta-aingita.

Tésta huolimatia en huomioitava, etta katkkia imismateriaaleista vatmistetiuja tuotleita on kisiteltdva mahdolisesti tartuttaving dineina. Koska yhdeltakaan lestausmeneteimala ei voida

tunnistaa hepatiiti B-, hepatiitli C- ja HV-virusta tai muita audinaiheuttajia t3ysin varmast, naild wotteita an kasieltéva hyvien laboratoriotydskentelytapojen mukaisesti. ! Kayta silmasuojaimia

ja suojakasingild kasiiellessasi wotatia, pese kadet kasittetyn jalkeen.

Kantrofiit on analyscitu FDA:n hyvaksymilla menelelmill ja havaittu ei-reaktiivisiksi hepatitis B pinta-antigeenille (HBsAg), hepatitis C vasta-aineelle (HCV), HIV-1/2 vasta-aineelle.

Paolski

OSTRZEZENIE! POTENCJALNE ZAGROZENIE BIOLOGICZNE: Prodult zawiera materiat pochodzenia ludzkiege. Chaciaz kazda jednostka oddawanej surowicy Iub osocza krwi

“k ludzkiej wykorzystywana w pradukcji 1ego produktu zostala przebadana metodami zatwierdzonymi przez FOA i stwierdzono, 2e nie s reakiywne w stasunku to antygenu

w powierzchniowega zapalenia walroby typu B (HBsAg) oraz stanowia przeciwciata dla wirusa zapalenia watroby typu C (HCV} i wirusa HIV-1/2, to wszystkie produkty wytwarzane przy
wykorzystaniu malerialu biologicznege pochadzenia ludzkiego | innego powinny by¢ traktowane jako potencjalnie chorabotwércze, Poniewa zadna metoda badan nie daje catkowitej
pewnosci braku obecnasci wirusa zapalenia watroby typu B lub C, wirusa RIV czy innego czynnika chrobotwdrczego, przy pracy z takimi produkiami nalezy przestrzegad agdinie
przyjgtych zasad pracy laboratoryjnej.!-2 Podczas obchodzenia sie z produktem nalezy stosowac ochyone gczu | nosk: rekawice, Po zakonczeniu procedury naiezy Lmyc rece.
Kontrole zostaly zbadane za pomoca metod zatwierdzonych przez FDA i stwierdzono, ze sa niereaktywne w zakresie antygenu powierzchniowego wirusowego zapatenia watraby typu
B (HBsAg), przeciwcial przeciwko wirusowemu zapaleniu watroby typu C (HCV) i przeciwcial przeciwko wirusowi HIV 172,
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