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INTENDED USE

The ARCHITECT HBsAg Confirmatory Manual Diluent is used for manually
dituting specimans lor tasting on the ARCHITECT / System using the ARCHITECT
HBsAg Confirmatory 8eagent Kit. The performance of the ARCHITECT HBsAg
Confirmatory Manugai Diluent has not besn esiablished with any other HBsAg
assays.

WARNINGS AND PRECAUTIONS
- For In Vitro Diagnostic Use.

- b CAUTION: This product contains human sourced infectious andfor
potentially infectious components. No known test method can affer complete

wce that prod derived frem human sources or inactivated
microorganisms will not tr: it Infects Th , all human sourcad
materinls should be idered p ialky ir b it is recommended

that these reagents and human specimens be handled in accordance with

the OSHA Standard on Bloodhorne Pathogens.' Biosalety Level 22 or other

appropriate biosafety ees® should be used for materials that contaln
or are suspected of no:»nn:_:u infectious agents,

The manua? diluent is nonreactive for anti-H8s, HBsAg, HIV-1 BNA ar HIV-1 Ag,

anti-HIV-1JHIV-2, and anti-HCV.

- The ARCHITECT HBsAg Confrmatory Manual DGiluent contains
methylisothiazotones (which are components of ProCiin®) and is classified per
applicable European Community {EC) Directives as: Irritant (Xi). The following

- are the appropriate Risk (R) and Safety {S) phrases:

R43 May causa sensitization by skin contact,

€24 Avoid contact with skin.

835 This material and fte container must be disposed of in a safe way.

S37 Waear suitable gioves.

646 If swallowed, ssek medical advice immadiataly and show this

container or label.

MATERIALS PROVIDED

1 Bottle (100 mL} of ARCHITECT HBsAg Confirmatory Manual Diluent. The
Manual Diluent contains recalcified human piasma. Preservatives: antimicrobial
agent, PreClin 300, and ProClin 950.

PREPARATION AND STORAGE

The manual diluent is liquid ready-to-use. Mo preparation is reguired.

The manua! difuent may ke used immediately after removal from 2-8'C
storage.

Alter sach uss, lightly close the cap and return the manual diluent to 2-8°'C
storage.

Whan stored and handled as directed, the manual diluent is stable untf the
axpiration date.

oA

Store at 2-8°C.

SPECIMEN DILUTION PROCEDURE
= To prapare a 1:500 dilution:
+ Add 25 pL of the patient specimen to 475 pL of ARCHITECT HBsAg
Caonfirmatory Manual Diluent for a 1:20 dilution.
+ Add 20 b of the 1:20 dilution 10 480 pL of ARCHITECT HBsAg Confirmatory
Manual Diluent for a 1:500 dilution.
- To prepare a 1:200G0 di
* Add 25 ul of the 1:500 dilution to 975 yl. of ARCHITECT HBsAg Canfirmatory
Manuat Diluent,
« Refer 10 the Spech Difution Pr i and interpretation of Resuits
seclions of the ARCHITECT RBsAg Confirmatory reagent package insert for
furthar information.

BIBLIOGRAPHY

1. US Department of Labor, Occupational Safety and Heslth Administration, 29
CFR Part 18101030, Occupational safety and health standards, bloodborne
pathogens.

2. US Deparimen? of Health and Human Services. Blosafsiy in Microbioiogical
and Biomedical Laboratories. 4th ed. Washington, DC: US Government Printing
Otfice; May 1999.

3. World :mm_m_ Crganizalion. Laboratory Biosafety Manual. 3rd ed. Geneva: Werld
Health Organizalion; 2004,

a! and Laboratory Standards Institute. Protection of Laboratory Workers
from Dccupationatly Acquired infection \ﬁuﬂc,\mu Guideline—Third Edition.
CLS! Documsnt M28-A3. Wayne, PA: Ciinical and ﬁmcoﬂm_c:\ Standards
tnstitute, 2005,
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INTENDED USE

The ARCHITECT HBsAg Calibrators are used for catibration of the ARCHITECT
i Byster when the system is useq for the qualitative detection of hapatitis B
surface antigen (HBsAG) using tha ARCHITEGT HBsAg and HBsAg Contirmatory
Reagem Kits. The performance of the ARCHITECT HBsAg Calibrators has not
been establishad with any other HBsAg assays.

PRINCIPLES OF PROCEDURE

The ARCHITECT HBsAg and HBsAg Confirmatory assays use Calibrator 1 and
Calibralor 2 to assess calibration validity and Calibrator 2 1o calculate the assay
cutoff. The ARCHITECT i System caloulates the cutaff Relative Light Unit {RLU)
trom 1he mean chemiluminescent signal of three replicates of Calibrator 2. The
cutolf RLY is cakeuleted using the Iofiowing eguation, as appropriate:

For the ARCHITECT HBsAg assay;

Cutoft RLY = 0.013 x (Calibrator 2 Mean RLU}
For the ARGHITECT HBEsAg Confirmatory ;
Cuta!f RLU = 0,0175 x (Calibrator 2 Mean RLU})
Tha ARCHITECT HBsAg Confirmatory Calibrator 1 result is used to caloulats the
% neutrafization results for the positive control and patient specimens.

The acceptable calibration is stored by the ARCHITECT i System for use with any
reagent kit of that lot. The cafibration srould be used in conjunction with contral
ranges tc detarmine the valicity of the calibration.

WARNINGS AND PRECAUTIONS

+ For in Vitro Diagnostic Use.

- E CAUTION: This product contalns human sourced infectious andjor
P fally infecti comp No known test method can offer complete
assurence thet products derived from human sources or inactivated
HCroor i wiHl not tr it infection. Therefote, all human sourced
muatetals should be considered potentlally infectlous. It Is recommended
that these reag and h poci be handled in accordance with
the OSHA Standard on Bioodborne Pathogens,’ Biosafety Level 27 or other
appropriate biosafety practices? should be used for matarials that contain
or are suspected of containing Infectious agents.
The human plasma in Calibrator 1 and Calibrator 2 is nonraactive for anti-HBs,
HBsAg, HIV-1 RNA or HIV-T Ag, ant-HIV-1/HIV-2, and anti-HCV.

* Calibrator 2 s reaotive for HRsAg.

The ARGHITECT HBsAg Cafibrators contain methylisothiazolones {which are
compenants of ProClin®) and are classified por applicabie European Community
(EC) Directives as: Irritant (Xi}. The toliowing are the appropriate Risk (R) and
Safety {8) phrases:

43 May cause sensitization by skin contact,

524 Avoid contact with skin.

835 This material and its containgr must be disposed of in a sale way.
537 Wear sullable gloves.

$48 I swallowed, seck medica! advice immediately and show this
container or labsl.

MATERIALS PROVIDED
2 Battles (4 mL each) of ARCHITECT HBsAg Calibrators (1 bottle each of
Calibrators 1 and 2).
Calibrater 1 is phosphate bufler with protsin {bovine albumin and human plasma)
additives, Presorvatives: antimicroblal agant, ProGlin 300, and ProClin 850,
Callbrator 2 conlains inactivated purifisd HBsAg {subtype ad) in phosphate
butfer with protein (bavine albumin and human plasma) additives. Praservatives:
antimicrobial agent, ProClin 300, and ProGlin 950.
STANDARDIZATION
Calibrator 2 is manufactured by tion and traceable to the World Health
Organization (WHO) 1st International Standard (subtype ad, NiBSG Code
B0{548).%
The calibrators are at the following cancentrations:

HBEsAg Concemration
Callbrxtor (U7mL)
featl1] @
fearf3] 5

PREPARATION AND STORAGE
The calibrators are liquid ready-to-use. No preparation is requirad.

When stored and handled as direcled, the calibrators are stabia until the
expiration date.

The cafibralors must be stored at 2-8°C in an upright position and may be used
immediately atier remaval from 2.8'C storage.

Refer to the ARCHITECT HBsAg or HBsAg Confirmatery reagent package insert
for the maximum onboard stabiiity requirements.

e

Store at 2-8°C,

»

QUALITY CONTROL PROCEDURES

Refer to the ARCHITECT HBsAg and HBsAg Canfirmatory reagent package inserts
and ARCHITECT System Operations Manual for additional infermation.

Faor the ARCHITECT KBsAg assay, a single sample of sach contral Jevel must
be tested to evaluate the assay calibration.

For the ARCHITECT HBsAg Corfirmatery assay, a single sampla of the posiilve
control feval must be tested 1o evaluate tha assay cafibration,

For information about ordering controls, refer to the appropriale reagent
package insert,

Ensure that assay contro! vaiues are within the ranges specified in the control
package insart,

Once an ARCHITECT HE8sAg calibration is acceptod and stored, ail subseguant
samplas may be tested without further calibration unless:

+ A reagent kit with a new lot numbaer is used.

« Controls are out of rangs.

PROCEDURE
Mlx the cafibrators by gentle inversion befare use.
To perform a calibratien, test ARCHITEGT HBsAp Calibrators 1 and 2 in triplicate.
The zalibrators should be priority loaded.
« To obtain the recommended valume requirements for the ARCHITECT HBsAg
Calibrators, hold the bottles vartically and dispensa
- 14 draps into the respective sample cup for the ARGHITECT HBsAg assay
or

+ 15 drops inlo the respactive sample cup far the ARCHITECT HBsAg
Confirmatory assay.

BIBLIOGRAPHY

1. US Deparimeant of Labor, Cooupational Safely ang Health Administration, 29
CFR Part 19101030, Occupational safety and health standards, bloadborne
pathogens.

2. US Depariment of Health and Human Services. Biosafely in Microbiological
and Blomedical Laboratories. 4th ed. Washington, DC; US Governmant Printing
Office; May 1995,

3. Word Haaith Organization, Laboratory Biosafety Manual. 3rd ed. Geneva: World
Heaith Organization; 2004.

4. Clinical ang Laboratory Standards Institute. Protection of Laboratory Workers
from Occupationally Acquired Infactions: Approved Guideline—Third Edition.
CtSl Document M29-A3. Waynae, PA: Glinical and Laboratory Standards
Inslitute, 2005.

5. WHO Expart Committee on Biological Standardizalion. Geneva: Worid Health
QOrganization; 1987:18. Tachnical Report Series 745,
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NAME
ARCHITECT HBsAg Confirmatory

INTENDED USE

The ARCHITECT HBsAg Confirmatory assay is & chemiluminescent
micreparticle immunoassay (CMIA) for the gualitative confirmation of
the presence of hepatitis B surface antigen (HBsAg) in human adult and
pediatric serum and plasma (dipotassium EDTA) that have baen found to
be repeatedly reactive by ARCHITECT HBEsAg. Assay results, in conjunction
with other laboratory results and clinical information, may be used to provide
avidence of infection with the hepatitis B virus (HBV) (state of infection or
associated disease not determined) in persons with signs and symptoms of
hepatitis and in persens at risk for hepatitis B infection.

Warning: Not intended for use in screening blood, plasma, or tissue
donors. The effectivensess of ARCHITECT HMBsAg Confirmatory for use in
screening blood, plasma, or tissue donors has not been established.

Assay performance characteristics have not been establishad when the
ARCHITECT HBsAg Confirmatory assay is used in conjunction with other
manufacturers’ assays for specific HBV serological markers. Users arg
responsible for establishing their own performance characteristics.

SUMMARY AND EXPLANATION OF THE TEST

ARCHITECT HBsAg Coenfirmatory uses the principle ot specific antibody
neutratization to confirm the presence of HBsAg in specimens found to be
rapeatedly reactive by the ARCHITECT HBsAg assay. Antibody to hepatitis B
surface antigen (anti-HBs) (human) is incubated with & specimen. If HBsAg
is present in the specimen, it will be neutraiized by the antibody. The
neutralized HBsAg is subsequently blocked from binding to the anti-HBs
coated microparticles. A reduction of signal occurs when compared to the
signal of a paired specimen that has not been treated with the neutralizing
antibody reagent. A specimen is considered confirmed positive if the signal
for the non-neutralized specimen (incubated with Pretreatment 2 [Reagem
2]) result is greater than or egua! to the cutoff and the refative light units
(RLUs) of the neutralized spscimen is reduced by at least 50% compared
10 the non-neutratized specimen. A sample is considered repeat reactive
and nonconfirming for HBsAg if it is reactive and not nsutralized in the
ARCHITECT HBsAg Confirmatory assay. ’

BIOLOGICAL PRINCIPLES OF THE PROCEDLURE

The ARCHITECT HBsAg Coniirmatory assay is a two-step prefreatment
immunocassay for the confirmation of the presence of HBsAg in human serum
and plasma using CMIA fechnology with tlexible assay protocols, refsrred to
as Chemiflex.

Sample and Pretreatment 1 (Reagent 1) are combined in & reaction vessel
(RV) and incubated, When HBsAg is present in the sampls, it is neutralized by
the HBs antibody in Pretreatment 1 (Reagent 1). An aliquot of the pretreated
sample and anti-HBs coated paramagnetic micropanticles are combined
in another RV and incubated. Any non-neutralized HBsAg present in the
sample binds to the anti-HBs coated microparticles. The nsutralized HBsAg
is blocked from binding to the anti-HBs coated ricroparticles. After washing,
acridinium-labeled anti-HBs conjugate is added to the reaction mixture and
incubated. Following another wash cycle, pre-trigger and trigger solutions are
added tc the reaction mixture. The resulting chemiluminescent reaction is
measured as RLU. A direct relationship exists between the amount of HBsAg
in the sample and the RLU detectad by the ARCHITECT ¢ System optics.
This sequence is repeated for the sample and Pretreatment 2 {Reagent 2),
except Pretreatment 2 (Reagent 2) does no! neutralize HBsAg in the
sample.

If the signal for the nen-neutralized sample (incubated with Pretreatmant 2
[Reagent 2j) result is greater than or equal to the cutoff (S/CO = 0.80)
and the RLU of the neutralized sample (incubated with Pretreaiment 1
[Reagent 1]) Is reduced by at least 50% compared to the non-neutralized
sample, the sample is considered confirmed positive for HBsAg.

For additional information on system and assay technology, refer to the
ARCHITECT System Operaticns Manual, Section 3.

REAGENTS

Reagent Kit, 50 Tests

onfirmatory Re. it {1L.81-

. 1 Bottle (6.6 mL) anti-HBs (mouse, monoclonal, IgM,
IgG) coated microparticles in MES buffer with protein additives (152 pM
bovine serurn albumin, 10.0% bovine calf serum) and surtactant. Minimum
concentration: 0.0675% solids. Preservatives: ProCiin® 300 and ProClin
950,

. 1 Bottle (5.9 mL) anti-HBs (goat, IgG) acridinium-iabeled
conjugate in MES buffer with protein additives (30.3 uM bovine serum
albumin, 12.5% bovine calf serum, 2.0% human plasma) and surfactant.
Minimum concentration: 0.25 pg/mL. Preservative: ProChn 300.

. 1 Bottle (2.4 mL) Pretreatment 1 contains recalcified
human plasma and surfactant. Preservatives: sodium azZide and
ProClin 950. '

+ [PRE-TREATMENT|2] 1 Bottle (2.4 mL) Pretreatment 2 centains recaloified
human plasma and surfactant. Preservatives: antimicrobial agent,
ProClin 300, and ProClin 950.

Other Reagents

ARCHITECT i Pre-Trigger Solution

- |PRE-TRIGGER SOLUTION| Pre-trigger solution containing 1.32% (w/v)
hydrogen peroxide.

ABCHITECT i Trigger Solution

: Trigger

hydroxide.
ABRCHITECT ; Wash Bufier

Wash buffer containing phosphate bufferad saline

sofution. Preservalive: antimicrobial agent.
WARNINGS AND PRECAUTIONS

For in Vitro Diagnostic Use.
Satety Precautions

solution containing 035N  sodium

& CAUTION: This product contains human sourced infectious andf
or potentially Infectious components. No known test method can-offer
complete assurance that products derived from human sources or
Iinactivated microorganisms will not transmit infectlon. Therefore, all
human sourced materiais should be considered potentiaily infectious, It
is recommended that these reagents and human specimens be handled
in accordance with the OSHA Standard on Bloodborme Pathogens.’
Blosafety Level 22 or other appropriate blosafety practices®® should
be used for materials that contaln or are suspected of containing
infectious agents.

+ The human plasma used in the conjugate and Pretreatrnent 2 is
nenreactive for anti-HBs, HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HIV-1}
HIV-2, and anti-HCV.

The human plasma used in Pretreatment 1 is reactive for anti-HBs and
nonreactive for HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HIV-1/HIV-2, and
anti-HCV,

+  TheARCHITECTHBsAgConfirmatoryreagentscontainmethylisothiazolones
{which are components of ProClin) and are classified per applicable
Europsan Community (EC) Directives as: Irritant (Xi}. The following are
the appropriate Risk (R} and Safety (8) phrases.

R43 May cause sensitization by skin contact,

§24 Avoid contact with skin.

S35 This material and its container must be disposed of
in & safe way.

S37 Wear suitable gloves.

S46  If swallowed, sesk medical advice immediately and
show this container or iabel.

+ Pretreatment 1 contains sodium azide. Contact with acids liberates very
toxic gas. This material and its container must be disposed of in a safe
way. ‘

For information on the safe disposal of sodium azide and s detailed
discussion of safety precautions during system operation, reier to the
ARCHITECT Systern Operations Manual, Section 8.

Page 2 of 10}
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Handling Precautions

« Do nat use reagents beycnd the expiration date.

« Da not pool reagents from different reagent kits.
Before loading the ARCHITECT HBsAg Confirmatory Reagent Kit on
the system for the first time, the microparticle botlle requires mixing
1o resuspend microparticles that may have settled during shipment.
For microparticle mixing instructions, refer to the PROCEDURE, Assay
Procedure section of this package insert.
Septums MUST be used to prevent reagent evaporation and

contamination and to ensure reagent integrity. Rellabliity of assay

results cannot he guaranteed if septurns are not used according to the

Instructions in this package insert.

+ To avoid contamination, wear clean gloves when placing a septum
on an uncapped reagent bottle,
Before placing the septum on an uncapped reagent hottls, squeeze
the septum in hali to confirm that the slits are open. If the slits appear
sealed, continue to gently squeeze the saptum to open the slits.
Oncs a septum has been piaced on the reagent bottle, do not invert
the bottle as this will result in reagent leakage and may compromise
assay results.
Over time, residual liquids may dry on the septum surface. These are
typicaily dried salts and have no affect on assay efficacy,

For a detailed discussion of handling precautions during system operation,

refer to the ARCHITECT System Operations Manual, Section 7.

Storage Instructions

8°C
2'CJH/ The ARCHITECT HBsAg Confirmatory Reagent Kit must be
stored at 2-8°C in an upright position and may be used immediately after
removal from 2-8°C storage.

+ When stored and handled as directed, the reagenis are stable until the
axpiration date.

+ The ARCHITECT HBsAg Confirmatory Reagent Kit may be stored on board
the ARCHITECT / System for a maximum of 30 days. After 30 days, the
reagent kit must be discarded, For information on tracking onboard time,
refer to the ARCHITECT System Operations Manual, Section 5,
Reagents may be stored on or off the ARCHITECT / System. If reagents
are removed from the system, store them at 2-8'C (with septums and
replacement caps} in an upright position. For reagents stored off the
system, it is recommended that they be stored in their original trays and
boxes to ensure they remair upright. if the microparticle bottle does not
remaln upright {with a septum installed} while In refrigerated storage
off the system, the reagent kit must be discarded. After reagents are
removed from the system, initiate a scan to update the onboard stability
timer.

Indications of Reagent Deterioration

When a controt value is out of the specified range, it may indicate deterioration

of the reagents or errors in technique. Associated test results are Invalid

and samples must be retested. Assay recalibration may be necessary. For
troublashooting information, refer to the ARCHITECT System Operations

Manual, Section 10.

INSTRUMENT PROCEDURE )

+ The ARCHITECT HBsAg Confirmatory assay file must be installed on the
ARCHITECT / System from the ARCHITECT / System Assay CD-ROM
-before performing the assay. For detailed information on assay file
instaliation and viewing and editing assay pararmelers, refer io the
ARCHITECT System Oparations Manual, Section 2.

+ For information on printing assay parameters, refer to the ARCHITECT
System Operations Manual, Section 5,

+ For a detailed description of system procedurss, refer to the ARCHITECT
Systemn Operations Manual.

SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS
Specimen Types

+ The following specimen tube types may be used with the ARCHITECT
HBsAg Contirmatory assay:

Glass

Plastic

» Serum
+ Serum separator
+ Dipotassium EDTA

* Serum
+ Serum separator’

+ The ARCHITECT ; System does not provide the capability to verify
specimen type. It is the responsibility of the operator to verify that the
correct spacimen types are used in the ARCHITECT HBsAg Confirmatory
assay.

Specimen Conditions
Do not use specimens with the following conditions:

heat-inactivated

pooled

grossly hemolyzed

obvious microbial contamination
Perfermance has not been established for the use of cadaveric specimens
or the use of body fluids other than human serum and plasma.
For accurate results, serum and plasma specimens should be free of
fibrin, red biood cells, and other particulate matter. Serum specimens
from patients receiving anticoagulant or thrombolytic therapy may contain
fibrin due 10 incomplete clot forrmation.
Use caution when handling patient specimens to prevent cross
contamination. Use of disposable pipettes or pipette tips is
racommended.

« For optimal results, inspect all specimens for bubbles. Remove bubbles
with an applicator stick before analysis. Use a new applicator stick for
each specimsn to prevent cross contamination.

Preparation for Analysls

+ Follow the tube manufacturer’s processing instructions for serum and
plasma collection tubes. Gravity separation is not sufficient for specimen
preparation.

+ Mix thawed specimens thoroughly by low speed vortexing or by inverting
10 times. Visually inspect the specimens. i layering or stratification is
observed, continus mixing until specimens are visibly hemogeneous.

+ To ensure consistency in results, specimens must be transferred 10 a
centrifuge tube and centrifuged at > 10,000 RCF (Relative Centrifugal
Foree) for 10 minutes before testing if
+ they comain fibrin, red blood cells, or other particulate mattar or
+ they were frozen and thawed. '
Centrifuged specimens with a lipid layer on the top must be transferred to
a sample cup or secondary tube. Care must ba taken to transfer only the
clarified specimen without the lipemic material.

Transfer clarified specimen to a sample cup or secondary tube for
tasting.

Storage

+ The Clinical and Laboratory Standards Institute (CLSI) provides the
following recommendations for storing blood specimens.®
+ Store samples at 22°C (72°F) for no longer than 8 hours.

- If the assay will not be completed within 8 hours, refrigerate the
sampls at 2-8°C (36-46°F).
if the assay will not be completed within 48 hours, freeze the sampie
at -20°C (-4°F).
Specimens that are not tested within the specified time period listed
above must be remaved from the clot or red blood cells and stored
frozen (-20°C or colder),

+ Aveid more than three freezefthaw cycles.

Shipping

- Before shipping specimens, it is recommended that specimens be
removed from the clot, red blood cells, or separator gel.

+ When shipping specimens, package and label spacimens in compliance
with applicable state, federal, and international regulations covering the
transport of clinical specimens and infectious substances.

Specimens may be shipped ambient, at 2-8°C (wet ice), or frozen (dry
fce). Do not exceed the storage time limitations disted above.

Page 3 of 10
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PROCEDURE
Materials Provided:

1L81 ARCHITECT HBsAg Confirmatory Reagent Kit

Matarials Required bui pot Provided:

ARCHITECT ¢ System

ARCHITECT i System Assay CD-ROM

1L81-50 ARCHITECT HBsAg Confirmatory Manual Diluent
1L80-01 ARCHITECT HBsAg Calibrators

1L80-10 ARCHITECT HBsAg Controls (or other control material)
ARCHITECT i [PRE-TRIGGER SOLUTION|

ARCHITECT i

ARCHITECT ¢

ARGHITECT i [REACTION VESSELS]

ARCHITECT i

ARCHITECT | {sEPTUMS]

ARCHITECT { [REPLACEMENT CAPS|

Pipettes or pipette tips (optionaf) to deliver the specified volumes.

For information on materials required for maintenance procedures, refer to
the ARCHITECT System Operations Manual, Section 8.

Assay Procedure

.

Before loading the ARCHITECT HBsAg Confirmatory Reagent Kit on
the systern for the first time, the microparticle bottle requires mixing 1o
resuspend microparticles that may have settled during shipment. After

the first time the microparticles have been loaded, no further mixing is

required.

« Invert the microparticle bottie 30 times,
Visually inspect the bottle to ensure microparticles are resuspended.
It micropatticles still adhere to the bottle, continue to invert the bottle
until the microparticles have been completsly resuspended.

+ It the microparticles do not resuspend, DO NOT USE. Contact your
local Abbott representative,
Once the micreparticles have been resuspended, place a septum cn
the bettle. For instructions about placing septums on bottles, refer to
the Handling Precautions section of this package insert.

Load the ARCHITECT HBsAg Confirmatory Reagent Kit on the ARCHITECT

i System.

+ Verify that all necessary reagents are present.
Ensure that septums are prasent on all reagent bottles.
For the reagent botife loading instructions, refer to the ARCHITECT
System Operations Manual, Section 5.

Calibration

Order calibration, if necessary.
For information on ordering calibrations, refer to the ARCHITECT
System Operations Manual, Secticn 6.
Mix ARCHITECT HBsAg Calibrators by gentle inversion before use.
To perform an ARCHITECT HBsAg Confirmatory calibration, test
ARCHITECT HBsAg Calibrators 1 and 2 in triplicate. To obtain the
recommended volume requirement for the ARCHITECT HBsAg Calibrators,
hold the bottles verticaily and dispense 15 drops of each calibrator inte
each respective sample cup. Calibrators should be priority loaded.
A single sample of positive control must be tested to evaluate the assay
calibration.
+ Order the contrel as described in the Control and Specimens section
of this package inseri.
+ Ensure that assay control S/CO and % neutralization values are within
the ranges specitied in the control package insert.
Once an ARCHITECT HBsAg Confirmatory calibration is accepted and
stored, all subsequent samples may be tested without furiher calibration
unlass:
«  Areagent kit with a new lot number is used.
Pasitive control is out of range.

Control and Specimens

Order tests.

- Use the foliowlng instructions to order a control:;
Order the contro! as & patient specimen, not as a Control.
Manually verify the valldity of the control every time It is run.
Because the control Is run as a patient specimen, a result will
not be flagged by the ARCHITECT / System if it is ouiside the
acceptable control range.

+ To troubleshoot a control value that falls outside the contrel range,
reter to the ARCHITECT System Operations Manual, Section 10.

For information on ordering patient specimens and for general

operating procedures, refer to the ARCHITECT System Operations

Manual, Section: 5.

+  NOTE: For each confirmatary result, iwo tests are performed, one with
Pretreatment 1 (Reagent 1) and one with Pretreatment 2 (Reagent 2).
Therefore, when ordering a patient specimen (after selecting the
HBsAg Confirmatory assay),

Select F5 - Assay Options.

+ Select Module-Auto (default mode) or, if working with a
multi-module i system, select Manual and then select the Module
of choice.

Enter the number of replicates for Pretreatment 1 (Reagent 1) and
Pretreatment 2 {Reagent 2).

+ Note: in the default method, the number of replicates is not
‘specified for Reagent 2. In order to obtaln a valid test result, this
number needs 1o be entered manually.

The minimum sample cup volume is calculated by the system and is

printed on the Orderlist report. No more than 10 replicates may be sampled

trom the same sample cup. To minimize the eifects of evaporation, verify
adequate sample cup volume is present baefore running the test.

- Priority: 242 pl. for the first HBsAg confirmation test plus 182 L for
each acditional HBsAg confirmation test from the same sample cup.
= 3 hours onboard: 242 pL for the first HBsAg confirmation test plus
192 pL for each additional HBsAg confirmation test from the same
sample cup.

+ > 3 hours onhoard: replace with a fresh sample (patient specimens,
controls, and calibrators),

It using primary or aliquot tubes, use the sample gauge to ensure

sufficient patient specimen is present.

Prepare control.

+ The ARCHITECT HBsAg Pesitive Contral must be mixed by gentle
inversion before use.

+ To abtain the recommended volume requirement for the ARCHITECT
HBsAg Positive Control, hold the bottle vertically and dispense 6
drops into the sample cup.

Load samples.

For information on leading samples, refer to the ARCHITECT System

Operations Manual, Section 5.

Press RUN.

For additional information on principles of operation,

ARCHITECT Systern Operations Manual, Section 3.

Calculate % neutraiization using results from both Pretreatment 1 and 2

{Reagent 1 and 2) tests.

Obtain the Calibrator 1 {Cal 1) mean RLU from the ARCHITECT {

System as follows:

Select the Qc-Cal icon, then select Calibration status from the
drop down menu.

Select the corract reagent [ot number to be used for the
corresponding sample neutralization calculation.

+ Select Detalls F& to view the calibrator RLU values or select
Print F4. '

It Details F5 was selected, record the value for the Calibrator 1
mear: RLU.

If Print F4 was selected, select Calibration Details Report 1o
print the calibrator mean RLL values.

+ Obtain sample Pretreatment 1 (Reagent 1) RLU, Pretreatment 2
{Reagent 2) RLU, and Pretreaiment 2 (Reagent 2) $/CO from the
ARCHITECT i Systemn as follows:

+ Select Results icon, then select Results review from the drop
down menu. If the system is configured for the auio release of
results, the resufts can be viewed in the Stored Results screen.

+ Select the raquired specimen(s).

Select Details F5 to view resulls or select Print F4,

+ if Details F5 was selected, record the values for the sample’s
Reagent 1 RLU, Reagent 2 RLU, and Reagent 2 $/CO.

- If Print F4 was selected, select Result Detalls Report to print
the sample RLU and $/CO values.

See the RESULTS section for the % neutralization calculation, and

rafer to the % Neutrallzation Caiculation Worksheet at the end of

this package insert.

refer to the
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« For optimal performance, it is important to perform routine maintenance
as described in the ARCHITECT System Operations Manual, Saction 9.
Whan a laboratory requires more frequent maintenance, follow those
procedures.

Specimen Dilution Procedure
Perferm a 1:500 manual dilution if the ARCHITECT HBsAg Confirmatory
assay result is reactive but is not neutralized (specimen treated with
Pretreatment 2 [Reagent 2] $/CO = 0.80 and % neutralization < 50%).

+ Add 25 pL of the patient spacimen to 475 WL of ARCHITECT HBsAg
Confirmatory Manual Diluent for a 1:20 difution.
Add 20 pbt of the 1:20 dilution to 480 pL of ARCHITECT HBsAg
Confirmatory Manual Diluent for a 1:500 ditution.

+ Perform an additional specimen dilutien if the 1:500 dilution result is
reactive but is not neutralized.

For a 1:20000 dilution, add 25 pL of the 1:500 dilution to 875 pl. of
ARCHITECT HBsAg Confirmatory Manual Diluent.
Refer to Interpretation of Results section of this package insert for
further information.
NOTE: Manual dilutlon factors cannot be entered into the Patient or
Control order screen. However, for malntenance of detalled Information
(records) - Select Patlent Order then Select the appropriate Assay.
Select Sample Details F2. Enter the Dilution Factor in the Comments
Box.

QUALITY CONTROL PROCEDURES
The ARCHITECT HBsAg positive quality control material is In a matrix that
consists of 5% BSA and 7.5% recalcified human plasma in phosphate buffer.
A study was performed that demonstrated the ARCHITECT HBsAg positive
quality control material detects reagent failure (induced by heat-stress of
reagents) comparably to a positive control in a serum or plasma matrix. The
positive quality control material may not adequately monitor the assay under
all patential conditions of reagent failure when testing serum and plasma
specimens. The user should provide alternate positive quality controi material
for tasting of serum and plasma matrices.

The recommended control requirement for the ARCHITECT HBsAg

Confirmatory assay is that a single sample of positive control be tested

once every 24 hours each day of use. Additional controls may be testad

in accordance with local, state, andfor federal regulations or accreditation
requiraments and your laboratory’s quality control policy.

The positive conirol values must be within the concentration and

% neutralization ranges specified in the control package insert. If a control

result is out of its specified range, any 1est results generaled since the last

acceptable control rasult must be evaluated to determine if test results may
have been adversely affected. Adversely aifected test results are invalid, and
these samples must be retestad. For troubleshooting infermation, refer to the

ARCHITECT System Operations Manual, Section 10,

RESULTS

The ARCHITECT HBsAg Confirmatery result is based on the sample to cutoff

ratio (8/CO) and % neutralization of the sample.

Note: If the sample’'s Pretreatment 2 (Reagent 2) S/CO is < 0.80,

% neutralization is not appiicable and need not be calculated. Obtain the

final interpretation of results directly from the tabie in the Interpretation of

Results section of this package insert.

Calculations
lculations Psrformed HITECT i
The ARCHITECT i System calculates the cutoff RLU from the mean RLU
of thres replicates of Calibrator 2. The cutoff RLU is stored for each
reagent lot calibration.

Cutoff RLU = 0.0175 x A
where A = Calibrator 2 Mean RLU

The ARCHITECT / System calculates the S/CO result for each sample
as follows:

S{CO = Sample RLU/Cutoff RLU

Page 5 of 10

Calcutati rform: Operal
The % neutralization is calculated by the operator as follows:
+ Match up the Pretreatment 1 and 2 (Reagent 1 and 2) values for sach
sample.
% Neutralization = D - C x 100%
D-B
where B = Calibrator 1 Mean RLU
C = Sample’'s Pretreatment 1 [Reagent 1] RLU
D = Sample’s Pretreatment 2 [Reagent 2] RLU
Note: Hound to the nearest whole number.
Sampie's Pretreatment 2 [Reagent 2] RLU = 2118
Sample’'s Pretreatment 1 [Reagent 3] RLU = 431
Calibrator 1 Mean RLU = 454
% Neutralization = {2118 - 431} x 100%
(2118 - 454
% Neutralization = 101%
NOTE: To assist in calculations, a % Neutralization Calcuiation Worksheet
is provided at the end of this package insert.
Interpretation of Results
Confirmed Positive - If the Pretreatment 2 (Reagent 2) S,'CO result is = 0.80
and the % neutralization is = 50%, the specimen is considered confirmed
positive for HBsAg.
Repeatedly Reactive, Not Confirmed - If the Pretreatment 2 {Reagent 2}
S/CO resuit is < 0.8C or if the Pretreatment 2 (Reagent 2) S/CO result
is = 0.80 and the % neutralization is < 50%, the specimen is considered
repeatedly reactive, not confirmed for HBsAg.
The table below summarizes the various final interpretations from the neat
and dilution results:

Example;

Pretraaiment 2
(Reagant 2} % Final

Ditution $/C0 Neutralization | Intevpretation
Meat < 0.80 Not applicable | Repeatedly reactive, not confirmed
{Undilited) =080 = 50% Confirmed positive

= 0.80 < 50% Repeat tast Using a 1:500 dilution
1:500 < 0,80 Not applicable | Repeatedly reactive, not contintmed

= 0,80 = 50% Confimmed positive

= .80 < 50% Repeal test using a 1:20000 dilution
1:20000 < {1.80 Notapplicable | Repeatedly reactive, not contirmed

= 0.80 = 50% Confirmed positive

=0.80 < 50% Repeatedly reactive, not confirmed

NOTE: Follow the dilution and final interpretation routine as cutlined in
the table above, even if % neutralization results of < 0% or > 100% are
obtained. For spacimen dilution instructions, refer to the $pecimen Dilution
Procedures section of this package insert,
Flags
Some results may contain |nforma=|on in the Flags field. For a description
of the ilags that may appear in this field, refer to the ARCHITECT System
Operations Manual, Section 5.

LIMITATIONS OF THE PROCEDURE
Specimens from palients who have received preparations of mouse
monoclonal antibodies for diagnosis or therapy may contain human
anti-mouse antibodies (HAMA)S" Such specimens may show either
falsely elevaled or depressed values when tested with assay kits (such
as ARCHITECT HBsAg Confirmatory) that employ mouse menoclonal
antibodies.®

- For diagnostic purposes, results should be used in cenjunction with
patient history and other hepatitis markers for diagnosis of acute and
chronic infection.

+ Results obtained with the ARCHITECT HBsAg Confirmatory assay may
not be used interchangeably with the values obtained with ditferent
manufacturers' assay methods.

Heparinized plasma cannot be used with the ARCHITECT HBsAg
Confirmatory assay.

Although there is an association between the presence of HBsAg infectivity
and a reactive result, it is recognized that presently available methods for
HBsAg confirmation may not detect all possible cases of HBV infection.

EXPECTED RESULTS
Not applicable.
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SPECIFIC PERFORMANCE CHARACTERISTICS

Assay results obtained in individual laboratories may vary from the data presented,

ARCHITECT HBsAg Conflrmatory Performance

In a muiti-center study, 167 rapeatedly reactive specimens that were tested using the ARCHITECT HBsAg assay wera also tested with the ARCHITECT HBsAg
Confirmatory assay. Of the 167 specimens, 157 wera confirmed positive using the ARCHITECT HBsAg Canfirmatory assay, and 149 were reported positive by
the comparator assay. The data are summarized in the following table.

Comparator HBsAg/HBsAg Confirmatory Final Interpretation i
Pasitive Negative
ARCHITECT HBsAg/ARCHITECT HBsAg | ARGHITECT HBsAg/ARCHITECT HBsAg
Confirmatory Final Interpretation Confirmatory Final Interpratation
Repeatedly Repeatedly
Reactive Not Reactive Not
Confirmed Positive Caonfirmed Confirmed Positive Confirmed Total
Specimen Category n % n % n % n % n %
Individuals Diagnosed With Acute HBV Infection 6 3.59 0.00 0 0.00 0 0.0 3.59
Individuals Diagnesed With Chronic HBV Infection 41 24,55 0.00 1° 0.60 4 0.00 42 2515
Individuals At Increased Risk For HBV Infection 18 10.78 1 0.60 3 1.80 2 1.20 24 14.37
individuals From Vistnam 53 31.74 0 0.00 0 0.00 0 0.00 53 31.74
If:fd:;ig::ls With Signs And Symptoms Of Hepatitis 27 1647 4 060 40 240 3 1.80 35 20.96
Pragnant Females 2 1.20 0 0.00 2 1.20 3 1.80 7 419
TOTAL 147 88.02 2 1.20 10 5.99 ] 4,78 167 100.0
* This spacimen was tasted and delermined 1o be negative for anti-HB¢ IgM, anti-HBe, HBeAg, anti-HBe, and HBY DNA, but positive for anti-HBs.
b

This specimen was tested and determined to be negative for anti-HBc IgM, anti-HBc, anti-H8s, HBeAg, and anti-HBs, but positive for HBV DNA.

This specimen was tested and determined to be negative for anti-HBc IgM, HBeAg, and HBV DNA, but positive for anti-HBc, anti-HBs, and anti-HBe,

Two specimens wers 16sted and determined to be negative for anti-HBc IgM, ant-HBc, anti-HBs, HBsAg, and anti-HBe, but positive for HBY DNA; one specimen
was tested and determined to be nagative for anti-HBc Ig, anti-HBc, HBeAg, and anti-HBs, but positive for anti-HBs and HBV DNA.

Two specimens were tested and determined to be nagative for anti-HBc IgM, anti-HBe, anti-HBs, HBeAg, and anti-HBe, but positive far HBY DNA; one specimen
was tested and determined 1o be negative for anti-HBc IgM, anti-HBs, HBeAg, and HBY DNA, but positive for anti-HBG and anti-HBe; cne specimen was tested and
determined to be negative for anti-HB¢ IgM, anti-HBc, anti-HBs, HBeAg, anti-HBe, and HBY DNA.

Cne specimen was 1ested and determined to be negative for anti-HBc IgM, anti-HBc, HBeAg, anti-HBe, and HBV DNA, but indetsrminate for ant-HBs; ona
specimen was tested and determined to be negative for anti-HBe IgM, anti-HBc, HBeAg, anti-HBe, and HBV DNA, but positive for anti-HEs.

a

a

Of the 167 specimens tested above, 59 specimens from the increased risk and signs and symptoms populations were classified by HBV infection. A comparison
of the ARCHITECT HBsAg/HBsAg Confirmalory specimens versus the comparator HBsAg/HBsAg Confirmatory final interpretation by HBV classification are
summarized in the following table.

Comparator HBsAg/HBsAg Confirmatory Final Interpretation
Positive Negative
ARCHITECT HBsAg/ARCHITECT HBsAg ARCHITECT HBsAg/ARCHITECT HBsAg
Confirmatory Final Interpretation Confirmatory Final Interpretation
Repeatedly Reactive Repeatedly Reactive
Confirmed Positive Not Confirmed Confirmed Positive Not Confirmed Total

HBV Classification n % n % n % n % n %
Early Acuto 1 1.69 1 1.69 o 0.00 0 0.00 2 3.39
Acute 4 6.78 0 0.00 0 0.00 0 0.00 4 6.78
Chronic 39 66.10 1* 1.69 0 0.00 o 0.00 a0 67.80
Late Acute/Recovering 1 1.69 0 0.00 0 0.00 Q 0.00 1 1.69
Distantly Immune/Anti-HBs Not Detected 0 0.00 0 0.60 1° 1.69 0 0.00 1 1.60
Immune Due to HBV Vaccination 0 .00 o 0.00 1 1.69 0 0.00 1 1.69
Suscepiible 4] .00 [¢] 0.00 5° 8.47 5 B.47 10 16.95
TOTAL 45 76.27 2 3.39 7 11.86 5 B.47 59 100,00

" This specimen was lested and determined to be nagative for anti-HBe IgM, anti-HBc, anti-HBs, HBeAg, and anti-HBe, but positive for HBY DNA.
® This specimen was tested and determined to be negative for anti-HB¢ ight, anti-HBc, HBeAg, anti-HBe, and HBV DNA, bui positive for anti-HBs.

¢ This specimen was tested and determined to ba negative for ami-HBc IgM, anti-HBs, HBaAg, and HBV DNA, but positive for anti-HBc¢ and anti-HBe.
“ This specimen was tasted and determined to be negative for anti-HBe IgM, anti-HBz, HBeAg, and ami-HBa, but positive for anti-HBs and HBV DNA.
* Four spacimans were tested and determined to be negative for anti-HBc IgM, anti-HBc, anti-HBs, HBeAg, and anti-HBe, but positive far HBY DNA; one specimen

was 1ested and determined to be negalive for ant-HBc igM, anti-HBc, anti-HBs, HMBsAg, anti-HBe, and HBV DNA.

Page 6 of 101
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% Neutralization Calculation Worksheet
In order to complete the % neutralization worksheet, you will need the following:
« Sample Dilution Factor — Neat {(undiluted}, 1:500, or 1:20000.

- Calibration curve data for the HBsAgGonf_ assay. See Fig. 1.
+ Two Result Details reports for the patient specimen (report for Reagent 1 dilution and report for Reagent 2 dilution). See Fig. 2.

Reagent Lot Number

Fig. 1. Example of Calibration Curve Data for the HBsAgConf_ assay

ration

- Gabbrale

o Explration siate:
1 Sl 1A N
1.
1 H
1

cal 1 iy o

B0 IR

B (Cal 1 Mean RLU)
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% N_eutralization Calculation Worksheet

Fig 2. Example of Result Details reports for the Reagent 1 dilution and Reagent 2 dilution

Example report for Reagent 1 dilution

Reagent lot number

Sa:ﬁple ID '
/

Sampie 1L PA1109A1
P "
Draw date / time:

Sample comment:

Date completed: 01.12.2006
Time completed: 15:24
Operator ID: R_DUBLER

LfP . Result  Units (Range  Dijtign ~~ Flags ~~ Code R
R20114 3250 sico @ o
Positive

Assay number: 874
Module / Serial no.: 1 AASROG115 ]
Calibration infermation i
Cal. lot:
Cal. dateftime: 1224
! Reagent masie:
| _ Senal no™

Assay, HBsAgConf_ /

Lacaticn:'
Doctor:

Example report for Reagent 2 dilution

Sample ID

C (Reagent 1 RLU)

Reagent lot number
J

sample i PA1109A1 /
PalSia

Draw date / time:
Sample comment:

Assay: HBsAgConf_
Assay number. 874
Module / Serial no.. 1/iSRO0115
: Calipration information
| Cal. lot:
’ Cal. datefiime;12.28

Serial no.: i
Date completed: 01.12.2006 Lacation:
Time completed: 15:24 Doctor:
Operator iD: R_DUBLER

LC/p . Resylt Units  Renge Dilution  Flags .
R201/4 SICO WO

Positive /

\ Reagent 2 S/CO D (Reagent 2 RLU)

For this example, % Neutralization equals:

D-C .

S g X 100%
_ 512,114-21,018 .
512,114 - 362.7 X 100%
491,096 .
"~ 511,751.3 X 100%
= 0.960 X 100%
= 96%
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% Neutralization Calculation Worksheet

Reagent Lot Number:

Sample ID:

Sample Dilution Factor (circle one):  Neat (undiluted) 1:500 1:20000

Step 1.  Record Calibration Dala

B = Cal 1 Mean RLU

Step 2. Record Sample Data

Reagent 2 S/CO result

NOTE: if Reagent 2 S/CO result is < 0.80, then
% neutralization is not applicable, go directly to Step 4.

C = Bample’s Reagent 1 RLU

0= Samble’s Reagent 2 RLU

Step 3. Calculate % Neutralization

% Neutralization = X 100%

A. Calculate D - G and record the difference in the upper box below.

D-C=

B. Caleulate D - B and record the difference in the lower box below.

D-B-

C. Complete the calculation by dividing and then multiplying the results by 100.

D-C
D-B

Step 4. Interpret Results

X100 = %

For interpretation of the final test result, select the appropriate line in the table below based on the Sample Dilution
Factor and values for Reagent 2 S/CO and % neutralization.

Sample
Dilution | Reagent 2
Factor §/CO % Neutralization | Interpretation of Results
Neat < 0.80 Not applicable | Repeatedly reactive, not confirmed
(undituted) | - g go = 50% Confirmed positive
= 0.80 < 50% Repeat test using a 1:500 dilution
1:500 < 0.80 Not applicable | Repeatedly reactive, not confirmed
= 0.80 = 50% Confirmed positive
= 0.80 < 50% Repeat test using a 1;20000 dilution
1:20000 < 0.80 Not appficable | Repeatedly reactive, not confirmed
= 0.80 = 50% Confirmed positive
= 0.80 < 50% Repeatedly reactive, not confirmed

Fina! Test Resuit

e
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Caution: United States Federal Law restricts this device to sale and distribution by or on the order of a physician, or to a
clinical laboratory; and use is restricted to, by, or on the order of a physician.

~This package insert must be read carefully before product use, Package insert'instructions must be followed accordingly.
Reliability of assay results cannot ba guaranteed if there are any deviations from the instructions in this package insert.
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See REAGENTS section for a full explanation of symbols used in reagent component naming.
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NAME
ARCHITECT HBsAg

INTENDED USE

The ARCHITECT HBsAg assay is a chemiluminescent microparticle
immunoassay (CMIA) for the qualitative detection of hepatitis B surface
antigen (HBsAg) in human adult and padiatric serum and plasma {dipolassium
EDTA). The assay may also be used to screen for HBV infection in pregnant
females to identify neonates who are at risk of acquiring hepatitis B during
the perinatai period. Assay results, in conjunction with other laboratory resuits
and clinical information, may be used to provide presumplive evidence of
infection with the hepatitis B virus (HBV) (state of infection or associated
disease not determired) in persons with signs and symptoms of hepatitis and
in persons at risk for hepatitis B infection.

Warning: Not intended for use in screening blood, plasma, or tissue
donors. The sffectiveness of ARCHITECT HBsAg for use in screening biood,
plasma, or tissue donors has not been established.

Assay performance characteristics have not been established when the
ARCHITECT HBsAg assay is used in conjunction with other manufaciurers’
assays lor specific HBY markers. Users are responsible for astablishing their
own perlormance characteristics.

SUMMARY AND EXPLANATION OF THE TEST

Enzyme immunoassays for the detection of antigens (for example, HBsAg)
were first described by Engvall and Perlmann'?® and Van Weemen and
Schuurs? in 1971. In 1976 and 1977, solid phase “sandwich® enzyme
immunoassays were develocped in which HBsAg was captured on a solid
phase coated with polyclonal antibodies against HBsAg (anti-HBs) and
then detected with anti-HBs conjugated to an enzyme.5” In the early 1980s,
monoclonal anti-HBs based assays were developed for the detection of
HBsAg.*"® ARCHITECT HBsAg is a CMIA that uses microparticles coated
with moneclonal anti-HBs for the detection of HBsAg.

HBsAg assays are routinely used to aid in the diagnosis of suspected HBV
infection and to monitor the status of infected individuais, /.s., whether the
patient's infection has resolved or the patient has become a chronic carrier
of the virus.™ For the diagnosis of acute or chronic hepatitis, HBsAg reactivity
should be correlated with patient history and the presence of other hepatitis B
serological markers. Prenatal testing has bean recommended by the United
States Centers for Disease Control and Prevention (CDC) to identify newborns
fram HBY carrier mothers that may benefit from prophylactic treatment,'31¢
Specimens nonreactive by ARCHITECT HBsAg are considered negative for
HBsAg. A reactive specimen must be retested in duplicate by ARCHITECT
HBsAg to determine whether it is repeatedly reactive. A specimen which is
found to be repsatedly reactive should be confirmed by the ARCHITECT
HBsAg Confirmatory (1LB1)} assay, a neutralization procedure utilizing
human anti-HBs. lf the specimen is neutralized, the specimen is considered
confirmed positive for HBsAg. It is recommended that confirmatory testing be
performed before disclosing HBsAg status.

BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The ARCHITECT HBsAg assay is a lwo-step immunoassay for the qualitative
detaction of HBsAg in human serum and plasma using CMIA technology with
flexible assay protocols, reterred to as Chemiflex.

In the first step, sample and anti-HBs coated paramagnelic micropatticles
are combined. HBsAg present in the sample hinds to the anti-HBs coated
microparticles. After washing, acridinium-labsled anti-HBs conjugate is added
in the second step and combines with any HBsAg bound to the microparticles.
Foliowing ancther wash cycle, pre-trigger and trigger solutions are added to
the reaction mixture. The resufting chemiluminescent reaction is measured
as relative light units {RL.Us). A direct relationship exists between the amount
of HBsAg in the sample and the RL.Us detected by the ARCHITECT i System
optics.

The presence or absence of HBsAg in the sample is determined by comparing
the chemiluminescent signal in the reaction to the cutoff signal datermined
from an active ARCHITECT HBsAg calibration curve. If the chemiluminascent
signal of the sample is greater than or equal to the cutoff signal, the sample
is considered reactive for HBsAg. If the chemiluminescent signal is less than
the cuteff signal, the sample is considered negative for HBsAg,

For additional inforreation on system and assay technology, refer 1o the
ARCHITECT System Cperations Manual, Section 3.

i

REAGENTS
Reagent Kit, 100/500 Tests
Note: Reagent kit configuration varies based on order.

ARCHITECT HBsAg Reagent Kit {11.80)
. 1 or 4 Bottle(s) (6.6 mLy27.0 mL} anti-HBs (mouse,

moneclonal, [gM, [9G) coated microparticles in MES bufter with protein
additives (152 UM bovine serum albumin, 10.0% bovine calf serum)
and surfactant. Minimum concentration: 0.0675% solids. Preservatives:
ProClin® 300 and ProCiin 950,

. 1 or 4 Bottle(s) (5.9 mL{26.3 mL) anti-HBs {goat, lgG)
acridinium-tabsled conjugate in MES butfer with protein additives (30.3 M
bovine serum alburein, 12.8% bovine calf serum, 2.0% human plasma)
and surfactant. Minimum concentration: 0.25 pg/mL. Preservative:
ProClin 300.

Other Reagents

ARCHITECT ¢ Pre-Trigger Solution

* [PRE-TRIGGER SOLUTION| Pre-trigger sclution containing 1.32% (w/v)
hydrogen peroxide.

ABRCHITECT i Trigger Solution

. Trigger solution containing 0.35N  sodium
hydroxide.

ARCHITECT J Wash Buifer

s Wash buffer containing phosphate buffered saline
solution. Preservative: antimicrobial agent.

WARNINGS AND PRECAUTIONS

+ For In Vitro Diagnostic Use.

Safety Precautions

. & CAUTION: This product contains human sourced Infectlous and;
or potentially infectious components, Ne known test method can offer
complete assurance that products derived from human sources or
inactivated microorganisms will not transmit infection. Therefore, all
human sourced materials should be consldered potentially infectious. It
is recommended that these reagents and human specimens be handled
in accordance with the OSHA Standard on Bloodborne Pathogens."”
Blosafety Level 2 or other appropriate blosafety practices'® should
bre used for materials that contain or are suspected ot containing
infectious agents.

* The human plasma used in the conjugate is nonreactive for anti-HBs,
HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HIV-1/HIV-2, and anti-HCV.

* The ARCHITECT HBsAg reagents contain mathylisothiazolones (which
are components of ProClin) and are classified per applicable European
Community (EC) Directives as: Irritant (Xi). The foflowing are the
appropriate Risk (R} and Safety (S) phrases.

R43 May cause sensitizalion by skin contact,

524 Avoid contact with skin.

S35 This material and its container must be disposed of ina
safe way.

S37 Wear suitable gloves.

546 If swallowad, seek medical advice immaediately and
show this container or lahel.

» For a detailed discussion of safety precautions during system operation,
refer to the ARCHITECT System Operations Manual, Section 8.

Handling Precautions

« Do not use reagents beyond the expiration date.

* Do not pool reagents within a reagent kit or between reagent kits.

* Before loading the ARCHITECT HBsAg Reagent Kit on the system for
the first time, the microparticle bottle requires mixing 1o resuspend
microparticles that may have settled during shipment. For microparticle
mixing instructions, refer to the PROCEDURE, Assay Procedure section
of this package insert.
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+ Septums MUST be used to prevent reagent evaporatlon and
contamination and to ensure reagent integrity. Reliabllity of assay
results cannot be guaranteed If septums are not used according to the
Instructions In this package insert,

+ To avoid contamination, wear clean gloves when placing a septum
oh an uncapped reagent bottle.

* Once a septum has been placed on the reagent bottle, do not invert
the bottle as this will result in reagent leakage and may compromise
assay resuilts.

+ Over time, residual liquids may dry on the septum surface. These are
typically dried salis and have no effect on assay efficacy.

* For a detaited discussion of handling precautions Guring system operation,
rafer 1o the ARCHITECT System Operations Manual, Section 7.

Storage Instructions

8°C

. TCJ[ The ARCHITECT HBsAg Reagent Kit must be stored at 2-8°C
in an upright position and may be used immediately after removal from
2-8°C storage.

+ When stored and handled as directed, the reagents are stable until the
gxpiration date.

* The ARCHITECT HBsAg Reagent Kit may be stered on board the
ARCHITECT i Systern for a maximum of 30 days. After 30 days, ths
reagent kit must be discarded. For information on tracking onboard time,
refer to the ARCHITECT System Operations Manual, Section 5.

* Reagents may be stored on or off the ARCHITECT ¢ System, If reagents
are removed from the system, store them at 2-8°C (with septums and
raplacement caps) in an upright position. For reagents stored off the
system, it is recommended that they be stored in their original trays and
boxes to ensure they remain upright. if the microparticle bottle does not
remain upright (with a septum installed) while in refrigerated storage
off the system, the reagent kit must be discarded. After reagents are
removed frem the system, initiate a scan to update the onboard stability
timar.

Indications of Reagent Deterloration

When a control value is out of the specified range, it may indicate deterioration

of the reagents or errors in technique. Associated test results are invalid

and sampies must be retested. Assay recalibration may be necessary. For
troubleshooting information, refer to the ARCHITECT System Operations

Manual, Section 10,

INSTRUMENT PROCEDURE

* The ARCHITECT HBsAg assay file must be installed on the ARCHITECT ¢
System from the ARCHITECT 7 Systern Assay CD-RCM before parforming
the assay. For detailed information on assay file installation and viewing
and editing assay parameters, refer to the ARCHITECT System Operations
Manuat, Section 2.

* For information on printing assay parameters, refer to the ARCHITECT
System Opsrations Manual, Section 5.

» For a detailed description of system procedures, refer to the ARCHITECT
System Operations Manual.

SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS
Specimen Types

* The following specimen tube types may be used with the ARCHITECT
HBsAg assay:

Glass

Plastic

+ Serum
« Serum separator
+ Dipotassium EDTA

- Serum
+ Serum separator

s The ARCHITECT i System does not provide the capability to verify
specimen type. It is the responsibility of the operator to verify that the
correct specimen types are used in the ARCHITECT HBsAg assay.

Specimen Conditions

+ Do not use spacimans with the following conditions:

+ heat-inactivated

* pooled

+ grossly hemolyzed

+ obvious microbial contamination

* Performance has not been established for the use of cadaveric specimens
or the use of body fluids other than human serum and plasma.

- * For accurate results, serum and plasma specimens should be free of

fibrin, red blood cells, and other partlculate matter. Serum specimens

from patients receiving anticoagulant or thrambolytic therapy may contain

fibrin due to incomplete clot formation.

*+ Use caution when handling patient specimens to prevent cross
cortamination, Use of disposable pipettes or pipatte tips is
recommended.

* For optimal results, inspect all specimens for bubbles. Remove bubblas
with an applicator stick before analysis. Use a new applicator stick for
each specimen to prevent cross contarination,

Preparation for Analysis

» Follow the tube manufacturer's processing instructions for serum and
plasma colfection tubes. Gravity separation is not sufficient for specimen
preparaticn.

* Mix thawed specimens thoroughly by low spead vortexing or by inverting
10 times. Visually inspect the specimens. Hf layering or stratification is
observed, continue mixing until specimens are visibly homogensous.

+ To ensurs consistency in results, specimens must be transferred to a
centrifuge tube and centrifuged at > 10,000 RCF {Relative Centrifugal
Force) for 10 minutes before testing if
+ they contain {ibrin, red blood cells, cor other particulate matter or
+ they wera frozen and thawed.

v Centrifuged spacimens with a lipid tayer on the top must be transferred to
a sample cup or secondary tube. Care must be taken 1o transfer cnly the
clarified specimen without the lipemic material.

+ Transfer clarified specimen to a sample cup or secondary tube for
testing.

Storage

* The Clinical and Laboratory Standards Institute (CLSU) provides the
fallowing recommendations for storing blood specimens.?

+ Store samples at 22°C (72°F) for no longer than 8 hours.

* If tha assay will not be compleled within 8 hours, refrigerate the
sample at 2-8°C (3B-46°F).

¢ |f the assay will not be completed within 48 hours, freeze the sample
at -20°C (-4°F).

+ Specimens that are not tested within the specilied time period listed
above must be removed from the clot or red blood cells and stored
trozen (-20°C or colder).

* Avoid more than three freezefthaw cycles.

Shipping

* Before shipping specimens, it is recommended that specimens be
removed from the clot, red blood cells, or separator gel.

* When shipping specimens, package and label specimens in compliance
with applicable state, federal, and international regulations covering the
transport of clinical spacimens and infectious substances.

* Specimens may be shipped ambient, at 2-8°C (wet ice), or frozen {dry
ice). Do not exceed the storage time limitations fisted above,

- PROCEDURE

Materials Provided:
s 1180 ARCHITECT HBsAg Reagens Kit

erjals Required byt Provided:
* ARCHITECT i System
* ARCHITECT i System Assay CD-ROM
* 1LB0-01 ARCHITECT HBsAg Calibrators
* 1L80-10 ARCHITECT HBsAg Controls (or other controt material)

* ARCHITECT ! [PRE-FRIGGER SOLUTION
ARGHITECT / [TRIGGER SGLUTION|
ARCHITECT i [WASH BUFFER|
ARCHITECT / [REACTION VESSELS)|
ARCHITECT i [sAMPLE CUPS|

+ ARCHITECT i [sEPTUMS|

* ARCHITECT i

¢ Pipattes or pipette tips (optionat) to deliver the specified volumes.
For information on materials required for maintenance procedures, refar 1o
the ARCHITECT System Operations Manual, Section 9.




Assay Procedure

Before loading the ARCHITECT HBsAg Reagent Kit on the system for
the first time, the microparticle bottle requires mixing to resuspend
microparticles that may have settled during shipment, After the first time
the micreparticles have been loaded, no further mixing is required.

» Invert the microparticle bottle 30 times.

» Visually inspect the bottle to ensure microparticles are resuspended.
it microparticles still adhere to the botie, continue to invert the bottle
until the microparticles have been completely resuspended.

+ [f the microparticles do not resuspend, DO NOT USE. Contact your
jocal Abbott representative,

+ Once the microparticles have been resuspended, place a septum on
the bottle, For instructions about placing septums on bottles, refer te
the Handling Precautions section of this package insert.

L.oad the ARCHITECT HBsAg Reagent Kit on the ARCHITECT i System.

+ Verify that all necessary reagents are present.

+ Ensure that septums are present on all reagent botties.

Order calibration, ii necessary,

* For information cn ordering calibrations, refer to the ARCHITECT
System Operations Manual, Section 6.

Order tests.

= For information on ordering patient specimens and positive controls
and for general operating procedures, refer to the ARCHITECT System
Operations Marual, Section 5.

* LUse the foliowing instructions to order & negative control (nenreactive
for HBsAQ):
= Order the negaiive control as a paflient spec'imen, not as a

Conirol.

« Manually verify the validity of the negative control every time it is
run. Because the contrel is run as a patient specimen, a result
will not be flagged by the ARCHITECT / System if it is outside the
acceptable control range.

+ To troubleshcot control values that fall outside the control range, refer
to the ARCHITECT System Cperations Manual, Section 10.

The minimum sample cup volume is calculated by the system and is

printed on the Orderlist report. No more than 10 replicates may be sampled

from the sams sample cup. Te minimize the effects of avaporation, verify
adequate sample cup volume is present befora running the test.

+ Priority: 125 yL for fiest HBsAg test plus 75 pb for each additional
HBsAg test from the same sample cup.

* < 3 hours onboard; 150 pL for the first HBsAg test plus 75 pl for sach
additional HBsAg test from the same sample cup.

¢ > 3 hours onboard: replace with a iresh sample (patient specimens,
controls, and calibrators).

* |f using primary or aliguot tubes, usa the sample gauge tc ensure
sufficient patient specimen is present.

Prapare calibrators and conirols,

* ARCHITEGT HBsAg Calibrators an¢ Controls must be mixed by gentle
inversion before use.

s To abtain the recommended volume requirements for the ARCHITECT
HBsAg Calibrators and Controls, hold the bottles wvertically and
dispense 14 drops of each calibrator or 6 drops of each controi into
sach respactive sample cup.

Load samples.

+ For information on loading samples, refer to the ARCHITECT System
Operations Manual, Section 5.

Press RUN.

For additional information on principles of operation, refer to the

ARCHITECT System Operations Manual, Section 3.

For eptimal performance, it is important to perform routine maintenance

as described in the ARCHITECT System Operations Manual, Section 9.

When a laboratory requires more frequent maintenance, follow those

procedures.

Specimen Dilution Procedure
s Specimens canngt be diluted for the ARCHITECT HBsAg assay.

Callbration

¢ To perform the calibration, test ARCHITECT HBsAg Calibrators 1 and 2 in
triplicate. Calibrators should be priority loaded.

¢ A single sample of each contrcl level must be tested to evaluate the
assay calibration.
+ Order controls as described in the Assay Praocedure section.
* Ensure that assay control values are within the ranges specified in the

control package insert.

* Once an ARCHITECT HBsAg calibration is accepted and stored, all -
subsequent samplés may be tested without further caiibration unless:
* A reagent kit with a new lot number is used.
* Controls are out of range.

QUALITY CONTROL PROCEDURES

The ARCHITECT HBsAg positive quality control material is in a matrix that
consists of 5% BSA and 7.5% recalcilied human plasma in phosphate buffer.
A study was performed that demonstrated the ARCHITECT HBsAg positive
quality control material detects reagent failure (induced by heat-stress of
reagents) comparably to a positive control in a serum or plasma matrix. The
positive guality control material may not adequately monitor the assay under
all potential conditions of reagent failure when testing serum and plasma
spacimens. The user should provide alternate positive quality control material
for testing of serum and plasma matrices.

The ARCHITECT HBsAg negative guality control material is in a serum matrix
made from recalcified plasma. The user should provide alternate negative
quality control material for plasma when necessary.

The recommended control requirernent for the ARCHITECT HBsAg assay is
that a single sample of each control be tested once every 24 hours each
day of use. Additional controls may be tested in accordance with focal, state,
andfor tederal regulations or accreditation requirernents and your laboratory’s
quality contzol policy.

Control values must be within thae concentration ranges specified in the
control package insert. If a contrel result is out of its specified range, any test
resuits generated since the last acceptable control results must be evaluated
to determine if test results may have been adversely affected. Adversely
alfected test results are invalid, and these samples must be retested. For
troubleshocting informatien, refer to the ARCHITECT System Operations
Manual, Section 10.

RESULTS
Calcuiations )
* The ARCHITECT i System calculates the cuteft RLU from the mean RLU

of three replicates of Calibrator 2. The cutoff RLU is stored for each
reagent lot calibration.

Cutoff RLU = 0.013 x {Calibrator 2 mean RLU)

+ The ARCHITECT i System calculates the S/CO result for each sample
as follows:

S/CO = Sample RLU/Cutoff RLU

Flags

* Some results may contain information in the Flags field. For a description
of the flags that may appear in this field, refer to the ARCHITECT System
Operations Manual, Secticn 5,
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Interpretation of Resuits
ARCHITECT HBsAg Initial Results

Instrument Interpretation Retest Procedure

Nonreactive (8/CO vaiue < 1.00)  No retest required.
Reactive (S/CO vaiue 2 1.00) Retest in duplicate,

* A specimen with an S/CO of less than 1.00 is nonreactive; the specimen
is considerad negative for HRsAg.

s Initially reactive specimens reguire retesting. Specimens that contain
particulate matter should be recentrifuged according to directions in the
SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS section
of this package insert and then retested in duplicate.

ARCHITECT HBsAg Retest Results

instrument Interpretation Interpretation of Retest Resuits

Both results nonreactive Specimen considered negative for HBsAg.

{both S/CO values < 1.00) '

One or both results reactive Specimen considered repeatedly reactive;

(one or bath §/CO values = 1.00) | confirm using the ARCHITECT HBsAg
Confirmatory assay.

» |t both retest results are nenreactive; the spacimen is considered negative
for HBsAg.

+ !f one or both retest results are reactive, the specimen is considered
repeatadly reactive for the presence of HBsAg.

+ Confirm repeatedly reactive specimens using the ARCHITECT HBsAg
Confirmatory assay hefore disclosing HBsAg status to the patient.

LIMITATIONS OF THE PROCEDURE

» Current methods for the detection of hepatitis B surface antigen rnay not
detect all potentially infected individuals. A nonreactive test result does
not exclude the possibility of exposure to or infection with hepatitis B virus.
A nonreactive test result in individuals with prior exposure 10 hepatitis B
may be due to antigen levals below the detection limit of this assay or lack
of antigen reactivity to the antibadies in this assay.

» B8pecimens from patients who have received preparations of mouse
monoclonal antibodies for diagnosis or therapy may contain hurnan
anti-mouse antibodies (HAMA)%# Such specimens may show either
falsaly elevated or depressed values when tested with assay kits (such
as ARCHITECT HBsAg) that employ mouse monaclonal antibodies.®

+ For diagnostic purposes, results should be used in conjunction with
patient history and other hepatitis markers for diagnosis of acute and
chronic infection.

* Results obtained with the ARCHITECT HBsAg assay may not be used
interchangeably with values obtained with different manufacturers' assay
methods.

* The reaction vessel to reacticn vessel carryover for the ARCHITECT
HBsAg assay is < 0.35 paris per million.

* Themagnitude of an ARCHITECT HBsAg assay resuit cannot be correfated
to an end point titer.

* Heparinized plasma cannot be used with the ARCHITECT HBsAg assay.

+ Arsactive HBsAg result does not exclude co-infection by another hepatitis
virus.

EXPECTED RESULTS
Dus to geographic locations or demographics, assay resulis cbtained in
individual laboratories may vary from the data presented.

Increased Risk Population

Of the 2046 specimens tested in the ARCHITECT HBsAg ciinical study,
1313 specimens were from individuals with increased risk of HBY infection. All
1313 individuals were at risk for HBV due to lifestyte, behavior, accupatien, or
& known exposure event but were asymptomatic and reported no current signs
or symptoms of hepatitis. Testing of these specimens was performad at three
clinical sites located in Galveston, TX; Hershay, PA. and Miiwaukee, Wi.
The increased risk population (n=1313) consisted of the following race/
ethnic groups:

* 528 (47.60%} Caucasian

* 476 (36.25%) African-American

* 167 (12.72%) Hispanic

* 19 (1.45%) Asian

* 6 (D.48%) American Indian/Alaska Native

* 20 (1.52%) Other

The 1313 specimens from the increased risk population were obtained from
the following collection locations:

742 (56.51%) from Galveston, TX
185 (14.09%) from High Point, NC
98 (7.54%) from Plymouth, MA

76 (5.79%} from Colten, CA

59 (4.49%} irom Dallas, TX

56 (4.27%) from St. Petersburg, FL
52 (3.96%) from Miami, FL

36 (2.74%) from Denver, CQ

B (0.81%) from Chicagpo, IL

Atotal of 23 (1.75%) of the specimens in the increased risk population were
reactive in the ARCHITECT HBsAg assay. The number of ARCHITECT HBsAg
reactive reslilts observed for the increased risk population at sach collection
location was:

»

9 of 742 (1.21%) from Galveston, TX

1 of 185 (0.54%) from High Point, NC

0 of 98 (0.00%) from Plymouth, MA

0 ot 76 {0.00%) from Colton, CA

& of 59 (10.17%) from Dallas, TX

3 of b6 (5.36%) from 8t. Petersburg, FL
4 of 52 (7.69%) from Miami, FL

0 of 36 (0.00%) from Denver, CO

0 of 8 (0.C0%}) from Chicago, IL

Ot the 1313 specimens, 815 (62.07%) wers femnale and 498 (37.93%) were
male. The age was not reported for three specimens, Of the remaining 1310
specimens, the mean age was 40 years (age rangs: 18 to 75 years). The
distribution of ARCHITECT HBsAg reactive and nonreactive results among
the increased risk population by age and gender (n=1310) is summarized in
the foliowing table. '

Age ARCHITECT HBsAg Result
Group Reactive Nonreactive
(Years) | Gender n (%) n (%) Total
10to 19 F 0 (0.00) 14 (100.00) 14
M 0 (0.00) 11 (100.00) 11
2010 20 F 2 (1.09) 182 (98.91) 184
M 0 {0.00) 97 (100.00} 97
30 to 39 F 0 (0.00) 184 (100.00) { 184
M 5 (4.67) 102 {95.33) 107
40 10 49 F 4 {1.60) 246 (98.40) | 250
M 4 (2.82) 155 (97.48) 159
50 10 59 F 2 (1.46) 135 (98.54) 137
M 5 (4.59) 104 {95.41) 109
60 to 69 F 0 (0.00) 35 (100.00) 35
M 1 (8.33) 11 (91.67) 12
701079 F Q0 {0.00) 8 (100.00) 8
M 0 (0.00} 3 (100.00) 3
Total 23 {1.76) 1287 (98.24) | 13107

1 Age was not reperted for three subjects.

%



SPECIFIC PERFORMANCE CHARACTERISTICS
Assay results obtained in individual laborataries may vary from the data presented.

Precision
The ARCHITECT HBsAg assay is designed to hava a Within Laboratory Prscision (Total) CV of 5 10% for the ARCHITECT HBsAg positive control and s 15%
tor samples targeted to 1.20 S/CO (low positive panal} and to have a Total 8D < 0.15 S/CO for samples targeted to 0.80 S/CO {high negative pansl).

Within Laboratory Precislon
A 20-day precision study was performed for the ARCHITECT HBsAg assay based on guidance fram the CLS| document EP5-A2.2 Testing was conducted

at Abbott Laboratcries using three ARCHITECT HBsAg assay reagent fois, three calibrator lots, one control lot, and twe instruments. Two contrals and two
pansls were assayed in replicates of two at two separate times of day for 20 different days. The data are summarized in the following table.

Grand " ) Within Laboratory
Mean Within-Run Within-Day Procision (Total)

Instrument Sample n S/1CO sD %CY so %Y sD %OV
Negative Gontrol 240 0.52 0.028 NA 0.031 NA 0.035 NA
Positive Control 240 4.00 0.078 20 0.099 2.5 0147 3.7
! High Negative Panel 240 0.74 0.038 50 0.036 5.0 0046 6.3
Low Positive Panel 240 1.15 0.042 a7 0.043 3.8 0.088 5.1
Negative Control 240 0.56 0.038 NA 0.038 NA 0.039 NA
Positive Conirol 240 4.02 0.158 4.0 0are 4.4 0.208 51
z High Negative Pane! 240 0.83 0.073 B9 0.076 9.2 0.078 9.5
Low Pasitive Panel 240 1.24 0.074 6.0 0.076 6.2 0.082 6.6

NA = not applicable

System Reproducibllity

A five-day pracision study was performed for the ARCHITECT HBsAg assay based on guidance from the CLSI document EP15-A2 % Testing was conducted
at three clinical testing sites using three ARCHITECT HBsAg assay reagent, calibrator, and control iots per site. Two controls and two panels were assayed
in replicates of four al two separate times of day for five days. The data are summarized in the following table.

Precision with
Precision with Precision with |Additional Component

Grand Within Laboratory  [Additional Component|Additionel Compenent of Site and Lot

Mean Within-Run Within-Day Precigion { Total) of Between-Site of Between-Lot {Overall)
Sample n S/CO sD %OV SD %CV sD %oV SD %CV SD %CV SD %CV
Negative Control 360 0.59 0.051 NA 0.051 NA 0.054 NA 0.072 NA 0.101 NA [EAL1 NA
Pgsitive Controi 360 4,25 0.183 4.3 0.186 4.4 0,195 4.8 0.216 g1 0.254 6.0 0.254 6.0
High Negative Panel as0 0.83 0.066 78 0.066 8.0 0.068 81 0100 12.0 0,107 12.9 0.128 15.4
Law Positive Panel 360 1.25 0.079 B.3 0.084 6.8 0.098 CNT 0.148 11.8 0124 10.0 0.162 13.0

NA = not applicable

Clinical Performance

A prospective multi-center study was conducted to evaluate the ability of the ARCHITEGT HBsAg assay to detect HBsAg in a group of individuals that would
normally be tested in a clinical situation. Of the 2846 specimans tested in the ARCHITECT HBsAg clinical study, 1313 specimens were obtained from individuals
with increased risk of HBV infection due to lifestyle, behavier, ocoupation, or a known exposure event and 690 specimens were obtained from individuais
exhibiting signs and symptoms of hepatitis infection.

Specimens (n=2003) trom these populations consisted of the following race/ethnic groups:

= 1060 (52.92%) Caucasian + 40 (2.00%) Asian
* 576 {28.76%) Alrican-American * 9 {0.45%) American Indian/Alaska Native
+ 288 {14.38%) Hispanic = 30 (1.50%} Other
Specimens (n=2003) from these specimen populations were abtained from the following collection locations:
« 791 (39.49%} from Galveston, TX « 116 (5.79%) from Colton, CA
= 341 (17.02%) from Plymouth, MA + 116 (5.79%) from Dallas, TX
+ 185 (9.24%) from High Point, NC + 84 (4.19%} from Miami, FL
* 166 (8.209%) from Chicago, IL + B2 (4.00%) from St. Petersburg, FL

+ 122 (8.09%} from Denver, CO

Of the 2003 specimens from the increased risk and signs and symptoms populations, 1055 (52.67%) were female and 948 (47.33%) were male, Age was not
reported for three specimens. Of the remaining 2000 specimens, the mean age was 41 years {age range: 18 to 83 yoars). Each specimen was tesled using a
comparater HBsAg assay and three HBV reference assays, each detecting a unique serological marker (anti-HBc IgM, total anti-HBc, and anti-HBs). The HBV
classification was determined for each specimen based on the reactivity patterns of the four HBV serological marker results. The comparator and referance
assays were from a single manufacturer, and testing was performed following manufacturer’s instructions. Each spacimen was alse tested at one of three
clinical sites located in Galveston, TX; Hershey, PA; or Milwaukee, WI, using the ARCRITECT HBsAg assay.



Results by Specimen Classification

Following testing with the comparator HBsAg assay and three reference HBV assays, the 2003 specimens from the increased risk and signs and symptoms
population plus 117 individuals with acute or chronic HBV infection were assigned an HBV classification according 1o tha following table. Thare were 15
unigue referance marker patterns observed in the ARCHITECT HBsAg clinical study.

HBV Reference Markars
Number of
Specimens | HBsAg Antl-HBe IgM Total Antl-HBe Anti-HBs HBY Classification

17 + - - - Early Acute

10 + + + - Acute

3 + - + + Chraric

85 + - + - Chronic

2 + - - + Chronic

3 + - + | Chranic

43 Presence of HBsAg = 6 Months Chronic

1 + + + + Late Acule/Recovering

4 - + + + Racavering Acute

2 - + + I Early Recovery

192 - - + + Immune Due to Natural infaction

31 - - + | Distantly Immune/Anti-HBs Unknown
107 - - + - Distantly Immune/Anti-HBs Not Detected
504 - - - + Immune Due to HBV Vaccination

63 - - - t Unkaown
1053 - - - Susceptible
2120 Total

+ = Positive/Reactive, - = Negative, | = indeterminate

Comparison of Results

The following table compares the ARCHITECT HBsAg assay results with the comparator HBsAg/HBsAg Confirmatary assay final interpretation for each of
the HBV classifications for the increased risk and signs and symptoms populatiens (n = 2003) plus individuals with acute or chronic HBV infection (n=117).
The data are summarized in the following table.

Comparator HBsAg/HBsAg Confirmatary Final Interpretation
Poasitive! | Negative
ARCHITECT HBsAg Results®
Reactive Nenreactive Reactive Nenreactive Total
HBYV Classification n % n % n % n % n %
Early Acute 16 0.75 1 0,08 1] 0.00 4] c.00 17 0.80
Acute 10 0.47 ] 0.00 0 0.00 0 £.00 10 .47
Chronic . 133 6.27 18 0.05 1" 4.05 1 0.05 136 6.42
Late Acute/Recovering 1 0.05 0 0.00 ¢ 0.00 0 0.00 1 0.05
Recovering Acute t] .00 0 0.00 0 0.0¢ 4 019 4 0.19
Early Recovery o 0.00 0 0.00 0 0.00 2 0.09 2 0.09
Immune fue 1o Natural Infection o 0.00 0 0.00 0 0.00 192 9.06 192 9.06
Distantly Immune/Anti-HBs Unknown V] 0.00 o] 0.00 0 0.00 3 1.46 3 1.46
Distantly Immune/Anti-HBs Not Detacted o ¢00 s} 0.00 1¢ 0.05 106 5.00 107 5.08
Immune Bue e HBY Vaccination 0 0.00 0 0.00 1° 0.05 503 23.73 504 23.77
Unknown 4] 0.00 0 0.00 0 0.00 63 2.97 63 2.97
Suscaptible 0 0.00 0 0.00 10 0.47 1043 49,20 1053 49,67
Total 160 7.55 2 0.00 13 0.61 1845 .76 2120 100.00
1 The comparator HBsAg final positive interpretation is based on the comparator HBsAg assay repeatedly reactive results or the comparator HBsAg
confirmatery assay results, when required.
i Includes retesting of initial reactives.
a This spacimen was tested and determined te be negative for anti-HBc IgM, anti-HBc, anti-HBs, HBeAg. and anti-HB&, but positive for HBV DNA,
b This speciman was tasted and determined te be negative for anti-HBc kgM, anti-HBc, HBeAg, anti-HBe, and HBV DNA, but posilive for anti-HBs.
¢ This spacimen was tested and detarmined to be negative for anti-HBc IgM, but positive for anti-HBc and anti-HBs,
d This specimen was tested and determined ta ba confirmed positive by the ARCHITECT HBsAg Cenfirmatory assay and determined to ba nagative for anti-

HEc IgM, anti-HEs, HBaAg, and HEY DNA, but positive for ant-HB¢ and anti-HBe.

This spacimen was lested and determined to be confirmed pesitive by the ARCHITECT HBsAg Confirmatory assay and determined to ba negative for
anti-HB¢ IgM, anti-HBe, HBeAg, and anti-HBe, but positive for anti-HBs and HBY DNA,

Five spacimens wera tested and determinec to be repeatedly reactive, not confirmed by the ARCHITECT HBsAg Confirmatory assay and determinad 1o

be negative for antl-HBc IgM, anti-HBc, and anti-HBs; tour spacimens wera tested and determined 1o be canfirmed positive by the ARCHITECT HBsAg
Confirmatory assay and datermined to be negative for anti-HBc igM, anti-HBc, enti-HBs, HBeAg, and anti-HBe, but positive for HEV DNA; one specimen was
tested and contirmed positive by the ARCHITECT HBsAg Contirmatery assay but determined to be negative for anti-HEc IgM, anti-HBc, anti-H8s, HBeAg,
anti-MBe, and HBV DNA.

o
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Percent Agreement
The table below summarizes the percent agreement between the ARCHITECT HBsAg assay results and the comparator HBsAg assay final interpretation for

the increased risk and signs and symptoms populations by HBV classification (n=2003).
Positive Percent|95% Confidence| Negative Percent! 95% Confidence

HBV Classification Agreement Interval Agreement Interval
Early Acuie 50.00 (1/2) 1.26 - 98.74 — —
Acute 100.00 {4/4) 38.76 - 160.00 -—
Chronic a7.50 {39/40) 86.84 - 88.94 - —
Late Acute/Recovering 10C.00 (1/1) 2.50 - 100.00 — —
Recovering Acute : — — 100.00 (4/4) 38.76 - 100.00
Early Racovery — — 100.00 (2/2) 156.81 - 100.00

100.00 (192/182) | 9810 - 100.00

100.00 (31/31) | 8878 - 100.00
B3.07 (105/107) | 94.90 - D.98
99.80 (503/504) | 98,00 - 00.99

Immune Dua to Natural Infection — —_
Distantly immune/Anti-HBs Unknown — —
Distantly Immune/Anti-HBs Not Detected — —
Immune Due to HBV Vaccination — —

Unknown : —_ — 100.00 (63/63) 94.31 - 100.00
Susceptible — — 89.05 (1043/1053) 98.26 - $0.54
Total 95,74 (45(47) | 85.46-99.48 [99.39(1944/1956)| ©98.93-99.68

Percent Agreement for Individuais With Acute or Chronic HBY Intection

ARCHITECT HBsAg performance was further evaluated using serum specimens that were: prospectively collected in the U.S. from six individuals clinically
diagnosed with acute HBY infection and 43 individuals clinically diagnosed with chronic HBV infection defined by the presence of HBsAg for > 6 manths;
prospectively collected in Vietnam from 53 individuals classified as chronic by four-marker HBV reference testing; and 15 seroconversion panel members
classified as acute by four marker HBV reference testing. The percent agreemant betwean the ARCHITECT HBsAg assay results and the comparator HBsAg
assay final interpretation for the individuais with acute and chronic HBV infection (n=117) are presented in the table below.

Positive Percent|95% Confidence| Negative Percent| 85% Confidence
Specimen Category Agreement Interval Agreement . Interval
individuals With Acute HBV Infection 21421 (100.00) | 83.89-100.00 NA NA
individuals With Chronic HBV Infection 94/94 (100.00) | 96.15-100.00 142 (50.00) 1.26-98.714
Total 118/115 (100.00) | 96.84-100.00 142 (50.00) 1.26-98.74

Clinical Performance in Pregnant Females

The performance of ARCHITECT HBsAg in detecting HBV infection in pregnant females was evaluated by testing prospectively-collected serum specimens
from pregnant females at low risk or increased risk of HBV infection due to fitestyls, behavior, or known exposure event. Of the 2046 specimens testad in the
ARCHITECT HBsAg clinical study, 741 were from & pregnant female population. The specimens were obtained from commercial venders. The 741 specimens,
from pregnant females ages 16 1o 45 years, were collected from coliection sites in Colten, CA (178}; Plymouth, MA (7); and Los Angsles, CA (558). Testing
of these specimens was performed at the clinica! sites located in Galveston, TX and Mitwaukes, Wi. Of the pregnant female population, 4.18% were obtained
during the first trimester, 45.21% during the second trimester, and 50.61% during the third trimester. The demographic profile of the pregnant female population
is presentad in the table below.

Low Risk Increased Risk Total
n (%) n {%} n{%)
TOTAL 548 (73.95) 193 (26.05) 741 (100.00)
TRIMESTER
First 24 (4.38) 7 (3.63) 31 (4.18)
Second 261 (47.63) 74 {38.34) 336 {45,21)
Third 263 (47.09) 112 (58.03) 375 (§0,61)
AGE 1
16-31 323 (58.94) 159 (82.38) 482 {65.05)
32.45 225 (41.06) 34 (17.62) 258 (34.95)
RACE/ETHNIC GROUP
Caucasian 10 (1.82) 41 (21.24) 51 (6.86)
African-American 52 {9.49) 24 (12.44) 76 (10.26)
Hispanic 468 (85.40) 120 (62.18) 568 (79.35)
Asian 16 (2.92} 0 (0.00) 16 (2.16)
Amarican Indian/ Alaska Native ¢ (0.00) 2(1.04) 2 (0.27)
Other 2 (0.36 6 (3.11) 8 {1.08)

G|



Agreement for Pregnant Females by Risk and Trimester

A comparison was performad between the ARCHITECT HBsAg assay results and the comparater HBsAg assay results using serum samples obtained from
a total of 741 females at low risk or increased risk for HBV infection. Data were analyzed by risk and by trimester. The data are summarized in the tables

below.
ARCHITECT and Comparator HBsAg Results by Trimester for Low Risk Pregnant Females

First Trimester Second Trimester Third Trimester
Comparator HBsAg Comparator HBsAg Comparator HBsAg
ARCHITECT HEsAg Results® Results* Restlts®
Results’ Positive Negative Tatal Positive Negative Total Positive Negative Total
Reactive 0 9] ¢ 1 2* 3 ¢ 2¢ 2
Nonreactive 0 24 24 0 258 258 Q 261 261
Total [ 24 24 1 260 261 ] 263 263

t Ingludes retesting and confirmatory testing performed according to the comparator packaga insert,

! Includes retesling of inilial reactives.

* One specimen was tested and determined to be repeatedly reactive, not cenlirmed by the ARCHITECT HBsAg Confirmatory assay but was not further tested, One
specimen was tested and determinad to be confirmed positive by the ARCHITECT HBsAg Confirmatory assay and was determined to ba negative for anti-HBc Igh,
anti-H8¢, HBeAg, anti-HBe, and HBY DNA, but positive for anti-HBs.

® One specimsen was tested and determined to be repeatedly reactive, not confirmed by the ARCHITECT HBsAg Conflrmatary assay but was nol further tested, One specimen was lestad
and determined to be confirmed positive by the ARCHITECT HBsAg Cenfirmatory assay and was determined te be negativa for anti-HB< IgM, anti-HBc, HBeAg, anti-HBe, and HBY DNA,

but indeterminate for anti-HBs.

ARCHITECT and Comparator HBsAg Results by Trimester for Increased Risk Pregnant Females
First Trimester Second Trimester Third Trimester
Comparator HBsAgy Comparator HBsAg Comparator HBsAg

ARCHITECT HBsAg Resulta® Results! Resuits®

Results! Posgitive Negative Total Positive Negative Total Positive Negative Total
Reaclive o] 0 0 [ 0 o] 1 1* 2

Nonreactive o] 7 7 0 74 74 o 110 10
Total 0 7 T 1] 74 74 1 11 1n2

*+ Includes retssting and confirmatory {esting performed according to the comparater package insert

' Insludes retesling of initial reactives.

* This specimen was tasied and determined to be repaatedly reactive, not confirmed by the ARCHITECT HBsAg Confirmatory assay but was not further tested,

Overall Summa d Percent Agreement for Females

The table below summarizes the frequency of reactivity of the ARCHITECT HBsAg assay and the comparator HBsAg assay from a total of 741 females at
low risk and increased risk for HBV infection.

Comparator HBsAg Results®
ARCHITECT HBsAg Positive Negative Totat
Results! n (%) n (%} n{%)
Reactive 2 {100.0) 5 (0.68) 7 {0.94)
Nonreactive ¢ (0.00) 734 {89.32) 734 (99.05)
Total 2(0.27) 739 {99.73) 741 (100.00)

b Includes retesting and confirmatory testing performed according to the comparater
package insert,
! Includes retesling ol initial reactives.

The table below summarizes the percent agreement between the ARCHITECT HBsAg assay results and the comparator HEBsAg assay rasults for the
pregnant female population and shows the 95% cenfidence intervals.

Paositive Percent 95% Confidence Negative Percent 95% Confidence
Subjects Agreement Interval Agreement Interval
Pregnant Females 100.00% (2/2) 15.81 - 100.00 099.32% {734/739) 98,43 - 90,78

Clinical Performance in a Pediatric Population

Of the 2046 specimens tested in the ARCHITECT HBsAg clinical study, 100 specimens were from a pediatric papulation. The specimens wers obtained from a
commercial vendor, which collected the specimens from a colfection site located in Fall River, MA. The spscimens were obtained from children ages 2 to 18
years. Testing of these specimens was performed at the clinical site located in Galveston, TX,

The data are summarized by age and gender in the following table.

Age
Group Reactive | Nonreactive
(Years) | Gender n {*%} n (%) Total
F 0 (0. .
216 12 (0.00) 28 (100.00) 28
M 0 (0.00} 22 {100.00) 22
F 0(0.00) | 41 (100.60) a1
|1818 —g 0 (2.00) | ©(10000) 9
Total 0(0.00) | 100(100.00) 100

@7



Detectable Concentration of HBsAg at the Cutoff

The sensitivity of the ARCHITECT HBsAg assay is designed to be < 0.2 ng/mL.

The sensitivity of the ARCHITECT HBsAg assay was evaluated using a 17-member sensitivity pans! consisting of eight HBsAg subtype ad members, sight HBsAg
subtype ay members, and a nonreactiva blank. The panet members were tested in replicates of five using three reagent lots acrass two instruments. The HBsAg
lovel at the assay’s cutoff was estimated from a linear regression analysis. The data are summarized in the folfowing table,

Upper Gne-Sided
Mean Sensitivity Mean Sensitivity 95% Confidence Limit
Sample {ng/mL) {Approximate IUfmL) {ng/mL)
HBsAg Sensitivity Panel (ad subtype) 0158 0.03 018
HBsAg Sensitivity Panel (ay subtype) 013 0.02 0.15

In addition, the sensitivity of the ARCHITECT MBsAg assay was evaluated using serial dilutions of the WHO 1st international Standard. The dilutions ranged
from 0.0195 to 2.5 IW/mL. Recalcified nonreactive human plasma was used as the dituent and represanted the 0 IU/mL sample. The dilutions were tested in
replicates of five using three reagent lots across two instruments. The HBsAg tevel at the assay’s cutoff was astimated from a linear regression analysis. The
data are summarized in the following table.

Upper One-Sided
Mean Sensitivity 95% Confidence Limit
Sample {(Approximate IU/mL) {H/mL)
Dilutions of WHO HBsAg Standard 0.02 0.03

Analytical Speciticity

The ARCHITECT HBsAg assay was svaluated for potential cross-reactivity for spacimens from individuals with medical conditions unreiated 1o HBV infection, A
total of 161 specimens from 17 different categories were tested. The first 13 of 17 categories were antibody, antigen, or PCR positive. One hundred fifty-nine
specimans were nonreactive and two specimens were reactive by ARCHITECT HBsAg. One of the two reaclive specimens was canfirmed positive for HBsAg
by ARCHITECT HBsAg Confirmatory. The data are summarized by final interpretation in the following table.

Comparator HBsAg Assay
Negative Pasitive
ARCHITECT ARCHITECT
Category n NR* RR* POS* NR* AR POs*

Cytomegalovirus (Anti-CiMV Positive) [} 9 o 1} 0 0 0
Epstain-Barr Virus (Anti-EBY Positive) 10 10 i) o 0 o]

Hepatitis A Virus (Anti-HAV Paositive) 10 10 0 0 0 V] &
Hepatitis C Virus (Anti-HCV Paositive) 1% 9 0 1 4] 0 0
Herpes Simplex Virus (HSV) IgG 10 10 4] 0 0 Q 0
Hurman Anti-Mouse Antibodies (HAMA) 10 14 0 0 [} 0 4]
Humer Immunodeticiency Virus (Anti-HIV-1 Positive) 10 1 v} ¢ 0 0
Parvovirus B19 Infection & g o o Q o] o
Fheumaloid Factor Positive 10 10 0 0 0 0 Q
Rubella 10 10 0 0 1} 0 0
Syphilis 10 10 o 0 0 0 0
Systemic Lupus Erythematosus (SLE) 10 10 0 0 0 G 4]
Toxoplasmosis lgG Positive 8 8 0 0 3} 0 0
Influenza Vaccine Recipient 10 10 V] 0 ¢ 0 V]
Non-Viral Liver Disease: Alcoholic Liver Disease 10 10 Q [} 0 0 4]
Mon-Viral Liver Disease: Hepatocellular Carcinema 5 5 o o 0 o] o
Non-Viral Liver Diseasa: Obstructive Jaundice 10 10 0 0 0 0 o
Total 161 158 1 1 0 [ ]

“*NR = Nonreactive, RR ~ Repsatedly Reactive Not Confirmed, POS = Positive

Interference
At the concentrations listed below, the ARCHITECT HBsAg assay showed interference from bilirubin, total protein, hemoglobin, and triglycerides for high
negative samples (targeted to an 5/CO of 0.80) of = 0.11 §/CC and low positive samples (largsted to an 8/CO of 1.20) of < 10%.

Interterant rferant Concentratio
* Bilirubin < 20 mg/dL

* Tolal Protain =12 g/dL
. Ha_mogiobin < 400 mgfdL
* Triglycerides < 1100 mg/dL

In addition, high negative (0.80 $/CO target) and iow positive {1.20 $/CO target) serum samples were supplemented with viral or parasitic antigens (cytomegalovirus,
Epstein-Barr virus, herpes simplex virus, rubeila, varicella-zoster virus, and Toxopfasma gondif) and with bacteria (Escherichia coli, Pseudomonas aeruginosa,
and Staphylecoccus aureus). The viral or parasitic antigens were spiked to 1 ng/mL and 1 ng/mL. The bacteria were supplemented to 1055, 1034, and 1022
colony-forming units per ml.. All samples were tested in replicates of 22. All replicates of the high negative samples (0.80 S/CO target) remained nonreactive
and alt replicates of the low positive samples (1.20 $/CO target) remained reactive.



Tube 'Type Matrix Comparison
The following tube types are acceptable for use with the ARCHITECT HBsAg assay:

» Glass: serum and serum separalor

» Plastic: serum, serum separater, dipotassium EDTA .

On average, the tube types listed in the table bslow showed less than & 10% difference when compared to the control tube typs (glass serum) for high negative
samples (S/CO range: 0.60 to 0.99) and low positive samples {S/CO range: 1.00 to 1.40).

The ARCHITECT HBsAg assay showed the following distribution of psrcent differences when compared to the glass serum tube type.

Ristribution of the Differences

Tube Type < 10% 2z 10% to 5 20% > 20%
Glass Serum Separator 82.2% (37/45) 13.3% (8/46) 4.4% (Pj45}
Plastic Serum 87.0% (40/46) 10.9% (5/46) 2.2% (1/48)
Plastic Serum Separator B2.6% (38/46) 10.9% {5/46) 6.5% (3/46)
Plastic Dipotassium EDTA 89.1% (41/48) 8.7% (4/46) 2.2% (1/48)

Seroconversion Panels

To determine the seroconversion sensitivity, 15 HBV seroconversion panels obtained from commercial vendors were tested using the ARCHITECT HBsAg and
ARCHITECT HBsAg Confirmatory assays. HBsAg was first detected by the ARCHITECT HBsAg assay and confirmed by the ARCHITECT HBsAg Confirmatory
assay 5 to 35 days earlier than it was first detected by the comparator assays in nine seroconversion pansl sets and coincident with the first day detected by
the comparator assays in six seroconversion panel seis. The data are summarized in the fellowing table.

Days to HBsAg Reactive Result
from Initial Draw Date Diiference in Days 1o HBsAg
Comparator ARCHITECT Reactive Result
Panel ID HBsAg Assay HBsAg Assay {Comgparator — ARCHITECT)
PHMS03 17 10 7
PHMG09 14 9 5
PHME15 54 19 35
PHM816 49 82 ¥
PHMB17 43 43 0
PHMB20 28 26 0
PHM923 21 15 €
6271 12 7 ]
6272 115 97 18
6273 25 25 0
6274 167 156
6275 22 22
099413457 14 4 10
26082/14339 | 0 0
4352773453 ) Q 0 )]

HEsAg Mutant Detection

The hepatilis B virus, unlike other DNA viruses, repticates through reverse transcription. The reverse transcription process lacks proofreading capability;
therefore, HBV is subject to a mutation rate 10 times higher than the mutation rate of other DNA viruses.” Some of these mutations may cause changes in the
antigenic structure of HBsAg, resulting in epitopes that are no longer recognized by anti-HBs. HBsAg mutants have been reported in a wide range of patient
populations, including blood donors, vaceine recipients, renal dialysis patients, orthotopic liver transplant recipients, infants born to HBsAg-positive mothers,
and patients undergoing nucleoside analog treatrnent for HBV. %% HBsAg mutations may rasult in a less favorable outcome in some patients?®@2¢ and false
negative results in some HBsAg assays *%

The immunodominant “a” determinant portion of the HBsAg protein spans the region bound by amino acids 100~158.% This region includes at least two
antigenic loops; the second loop (amino acids 139-147) binds = large propertion of anti-HBs in immune serum.?# Immunological pressure by anti-HBs, whether
induced by natural infection, vaccination, or therapsutic administration, may be a method by which HBsAg mutants are selected. % The most frequent and
stable mutation reported is the glycine to arginine mutation at amino acid position 145 (Gly 145 to Arg) in the second loop of the “&” determinant.?®

A panel of 26 recombinant HBsAg mutant samples were prepared as described by Coleman et 4/.% except for the Thr 123 to Ala panel member, which was
expressed in serum-free tissue culture madia instead of a fatal calf serum-containing tissue culture media. Twenty-four of the 26 samples spanned the “a”
determinant region; the other two samples have mutations outside of the “a” determinant ragion. Each sample was prepared to a concentration of approximately
2 ng/mL and tested by ARCHITEGT HBsAg. One of the 24 “a” determinant samples was nonreactive by ARCHITECT HBEsAg. All of the remaining 25 sampies
were repeatedly reactive by the ARCHITECT HBsAg assay and confirmed positive by the ARCHITECT HBsAg Confirmatory assay. These resulls are consisient
with the detection of the most commoen HBsAg mutants as reported in the literature.®*¥ The data are summarized in the following table.

ARCHITECT HBsAg ARCHITECT HBsAg
ARCHITECT MBsAg Confirmatory ARCHITECT HBsAg Confirmatory
Mutant Results Final Interpretation Mutant (Continued) Aesulis Final Interpretation
Asn 40 to Ser Rapeatedly Reactive Positive Pro 142 to Ser Repeatedly Reactive Positive
Pro 111 to Thr Repeatedly Reactive Positive Asp 144 1o Ala Repesitedly Reactive Positive
Thr Thy 115, 116 to lie lie Repeatedly Reactive Positive Gly 145 to Ala Repseatacly Reactive Positive
Thr 118 to Ser Repeatedly Reaclive Positive Gly 145 to Arg Repeatadly Reactive Positive
IThr 123 to Ala Norreactive NA Gily 145 ta Lys Repeatecly Reactive Positive
Thr 123 1o lle Repeatedly Reactive Positive Thr 126 to Sar + Gly 145 to Arg Repestedly Reactive Positive
Asn 4D to Ser + Thr 123 to lle Repeatedly Reactive Pasitive Pro 142 1o Leu + Gly 145 to Arg Aepeatedly Reactive Positive
Gin 128 to His Repeatedly Reactive Pasitive Pro 142 1o Ser + Gly 145 to Arg Repeatedly Reactive Positive '
Thr 131 talle Hepeatedly Reactive Positive Asp 144 to Ala + Gly 145 to Arg Aspeatedly Reactive Paositive
Met 133 to Leu Repeatedly Reactive Positive Thr 148 to His Repeatedly Reactive Positive
Phe 134 to Ala Rapeatadiy Reactive Positive Ser 154 1o Trp Repeatedly Reactive Pasitive
Pro 135 to Ser Repeatedly Reactive Positive ]Sar 155 10 Tyr Repeatedly Reactive Positive
Pro 142 to Leu Rapeatecly Reactive Positive [Mat Met Mot 167, 198, 159 to Ser Ser Ser Repeatedly Reactive Positive
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HBY Genotype Detection

The ARCHITECT HBsAg assay is designed tc detect HBY genotypes A
through G. :

A binding epitope for ARCHITECT HBsAg is conserved across all known
genotypes of HBV.*%3 A study was performed to evaluate the ability of the
ARCHITECT HBsAg assay to detect different HBV genotypes by testing a
commercially-available genotype panel containing genotypes A through G.
All genotypes were detected by ARCHITECT HBsAg and ARCHITEGT HBsAg
Confirmatory. The data are summarized in the following table.

Number of
Number of Genotypes ARCHITECT HBsAg Reactive/ ARCHITECT
Genotype Tested HBsAg Confirmatory Positive
A 5 5
B 1 1
Cc 7 7
D 3 3
E £ he
F 1 3t
G 1 1
Total 34 33

* One genctyps E sample was nonreactive by ARCHITECT HBsAg and an FDA-licensed
HBsAqg assay.
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