ARCHITECT
HBeAg

Package Insart instructions must be camfully foliowsd. Rellability of
assay results cannol be guaranteed if {hens a1= any deviations from
the instructions in this package insert.

B NAME
ARCHITECT HBaAg

B INTENDED USE

The ARCHITECT HBeAg assay Is a chamilaminascant microparticle
immunoassay (CMIA) far the qualiiative detection of hepalits B &
anligen (HBaAg) In human serum and plasta and Is Indicated for
use as an ald In the diagnosls and manitormg of hepatitis B viral
infaction,

The ARCHITECT HBeAg assay can alsa ba ugud for the quantitative
determination of HBeAg. Refer to ARCHITETT HBeAg Quantitative
Calibrators package insert {7P24-01) lor Inatructicns and fusther
information.

B SUMMARY AND EXPLANATION OF THE TEST

HBeAg determinations can be used 1= monitar the progress of
hepatitis B viral infection. HBeAg is lirs1 det=ctails in the early
phase of hapatitis B viral infection, afigr fhe sppesiancs of hepatitis
8 surface antigen (HBsAg).! The tiiers of both antigens rise rapidly
during the periad of viral replication in agule infealon, The presence
of HBeAg caorrelates with increased riyrmbeis of infectious virus
{Dane particles), the occurrence of ¢dra parizlad in the nucleus of
\he hepatocyte, and the presence of Hepatild B virus specific DNA
and DNA polymerase in serum.! Hetadg may persisd together with
HBsAg in chronic hepatitis B viral infettion, Hewevar, a subset of
chronic hepatitis B patients have no distaclible HBeAg in serum, but
are positive for antibody to HBeAg (art-HBa); these patients may
also be posillve for serum hepatitis B Wiris D8M2

B BIOLOGICAL PRINCIFLES OF THE PROCEDURE

The ARCHITECT HBeAg assay is a iwo-alep Immuncassay for

the qualitative detection of HBeAg in human s=tum and plasma

using CMIA technology with flexible assay protncnls, referred 1o as

Chemiflex. [

1. Sample, assay diluent, and anii-Fida [mgwza, monoclonal)
coated paramagnetic micropariiclis ars gomtined. HBeAg
present in the sample binds to i anti-HEa costed
microparticles.

2. After washing, acridinium-labeled mnti-HE= conjugate is added.

3. Following another wash cycle, Pra-Triggsr ana Trigger Solutions
are added to the reaction mixturs;

4, The resuling chemiluminescent reaction is measured as relative
light units (ALUs). There 15 a diregt relatibnahin between the
amount of HBeAg in the sample dnd tha RLLls detected by the
ARCHITECT iBystem oplics.

The presence or absence of HBeAg i the specimean is detarmined

by camparing the chemiluminescent signal in the reaction to

the cutotf signal determined from an §istive csimaton, If 10e

chemiluminescent signal in the raaiign (5 legs than the cutoff signal,

then the specimen is considered ncnfaactive for HBeAg.

For additional information on systern snd sgsay technology, refer to

the ARCHITECT System Operations Manu=l, Seciion 3.
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HIEARORTEST Bystaris. Pludse pontscl youl Weal diswriviere.
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|@] Antibody to hepatitis B 2 antigen (mousa,
monoclonal) coated migroparticlas in phosphate buffer with
protein (bovine) stabilizer. Minimum cancentration: 0.08% salids.
Praservatives: ProClin 300 and other antimicrobial agents.

[[conJusATE] Acridinium-labeled antibody lo hepatitis B e antigen
(mouse, monoclonal) conjugate in MES buffer with prolein {bovine)
stabilizer. Minimum concentration: 0.04 pgfmL. Preservative: PreGlin
300.

m‘ Phosphate buffer with recalcifigd human plasma and
protein (bovine) stabilizer. Presarvatives: ProClin 300 and a second
entimicrobial pgsni,

Dther Reagents

ARCHITECT Pre-Trigger Solution containing
1.32% (w/v) hydrogen peroxide.

ARCHITECT Trigger Solution cantaining 0,35 N

sodlum hydroxide.

ARGHITECT Wash Buffer containing phosphate

putered saline solution. Preservatives: antimicrobial agents.

Warnings and Precautions
.

* For In Vitro Diagnostic Use
Bafety Precautions

A CAUTION; This product contains human-saurced and/or

potentially infeclious components, Refer to they REAGENTS secuon
of this package insert. No known test method can offer complele
assurance thal products derived from human geurces or inaclivated
microarganisms will not transmit infection, Theraefora, all human-
sourced materials should be considered potentially infectious. It

Is recommended that these reagents and human specimeans be
handled in accardance with the OSHA Standard on Bloodborna
Pathogens. Biosafety Level 2 or other appropriate biosafety practices
should be used for materials thal contain or are suspecied of
containing infectious agents.®®
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The human plasma used in the Assay|Diluant Is nonreactive for
HBeAg, HBsAg, HIV-T ANA or HIV-1 Ag, anti-HIV-1/HIV-2, and anti-
HCW.

lReagent Storage
When stored and handled as direcled, reagenis are slable urtil the
@xpiration date.

The foliawing warmings and precautians apgly to; MCABRARTICLES | | Sieage Moximum  Addillonal Storagy
|cpuaucnre] | [#EBAY BILLENT | i Temperature  Storage Time lnstrq‘mtlons
i Unopened/ 2-8'C Unitif May be used immediately
Opened* expiration after removal from 2-8'C
date storage.
Store in upright position,
WARNING |Dontan mejnylsikazcianes, Onboard System 30 days Discard after 30 days.
W3ty iMay cauea an allstgic skin reaction. temperature Far information on tracking
| Prevantion | onboard time, refer to
|Poa hvold braatding mist | vapors | spray. | the ARCHITECT System
lPeTE ComaminatEd work chothing sheuld not be Operations Manual,
allewsd putiod the warkplacs. 1 Section 5.
s mﬁzﬁ'ﬁ:"’:ﬂz;ﬁn; proie i * Reagents may be stored on or off the ARGHITECT iSystem. If
- reagents are remaved from the system, slore titem at 2-8°C (with
SURApR -t T - septums and replacement caps) in an upright position. For reagents
Pa02+Pasa IF ON SKIN: Washwith plenty of walar. stored off the system, it is recommended that they be stored in
Pa33+RN3 It-shirs Irvitation of fash ocours: Get +heir original trays and boxes 10 ensure 1hey remain upright. If the
mudical advice { afientian, | microparticle bottle does not ramaln upright (with a septum
Rafz-P304 {Take oft contaminated clathing and wash Installed) while in refrigerated storage off the system, the reagent
|1t before reyEe. kit must be discarded. For information on unlpading reagenis, refer
Disposal —i | 1o the ARCHITECT System Operalions Manual, Section 5.
Pse |Uispose of monients | dopiEine: in Indicatlons of Reagent Deterioration
jAGEaRtInEY With Kical Rgutitionk When a control value is out of the specified range, it may indicate

Safety Data Sheets are available at www.abbsitdisgnasics.zarm o

contact your local representative.

For a detailed discusston of safety précautions during system

operation, refer 1o the ARCHITECT Syfiem C¥parstions Manual,

Sactian 8. '

Reagent Handling

« Do not use reagent kits beyond tfis sapisstion date.

« Do not pool reagents within a kit or between kits,

+ Bafore loading the reagent kit on [n= system for the first time, the
microparticie boltle requires rrixing 1 regusiEnd microparticles
that may have settlad during stipmuent Far microparticle mixing
instructions, refer to the PROCEDURE, Assay Procedure sectich
of this package insert.

+  Septums MUST be used to prevent reagent evaporation and
contamination and to ensure reagoent integrily. Reliability of
assay resulls cannot be guaranised I septums are not used
sccording to the Instructions In {his package insert.

s To avoid contamination, wear clean glovies when placing a
septum on an uncapped redgent boftle

« Once a seplum has been pizced anjan open reagent battle,
do not invert the bottle as iz will r=ul! in reagent leakage
and may compromise assay fasults

*  Qver time, residual liquids rr:.i-,- gry on the septum surface.
These are typically dried saltk and have ne effect on assay
efficacy.

For a detailed discussion of handling pracautions during system

operation, refer 1o the ARCHITECT Systam Oparativna Manual,

Saction 7.

dotarioration of the reagemis of errors in lechnlque. Associated test
results are invalid, and samples must be retested. Assay recalibration
may be necessary. For troubleshocting infarmation, refer to the
ARGHITECT System QOperations Manual, Sectien 10,

B INSTRUMENT PROCEDURE

The ARCHITECT HBeAg assay ile must be installed on the
ARCHITECT iSystem from an ARCHITECT iSystem Assay CD-ROM
priar to performing ihe assay.

The assay file number for ARCHITECT HBeAg. Qualitative Assay is
305 (HBeAgQual).

For detailed information an assay file installation ang viewing

and editing assay parameters, rofer to the ARCHITECT System
Operations Manual, Section 2.

NOTE:

For details on configuring the ARCHITECT iSystem to use grayzons
Imerpretations, refer to the ARCHITEGT Systerh Operations Manual,
Section 2,

For information on printing assay parameters, refer 1o lhe
ARGHITECT System Operations Manual, Section 5.

For a detailed description of system procedures, refer 1o the
ARGHITECT Systemn Operatons Manual,

H SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Validaled specimen types to be used with this assay:
Specimmn Types Callection Tukies

Serum

Serum separator lubes
Potassium EDTA
Sadium cittals

Sodium heparin
ACD-B

CPDAA

(= e)

Potassiom onakite . ;_/:

Human serum

Human plasma




= Other anticoagulants have not bagn validated for use with the
ARCHITECT HBeAg assay.

+ This assay was designed and yaliaied far use with human
serum or plasma from individual paii=nt and donor specimens.
Pooled specimens must not be usied since the accuracy of their
test results has not been validated

+ Perfarmance has nol heen amrablianed using cadaver specimens
or body fluids other than human sandim of plasma.

« The Instrument does not provide the capability to verlty specimen
type. It is the responsibility of the oparatce to verify that the
carract specimen types are used | the a=say.

Specimen Conditions

« To prevent cross contamination, '.aiE.B ol dizposabia pipettes or
pipette Ups is recommended.

« Do not use specimens with the faliowing canditors:
* heat-inactivated
+ pooled
* grossly hemolyzed
» pbvious microbial caniasmination

+ Ensure that completa clot lermaton in ssrum specimens nas
taken place prior to Eﬂﬁlflfuuaﬂﬂri: Some specimens, especially
those from patients receiving anficoagulant or thrombolytic
therapy, may exhibit increased clatiing time=. If the specimen is
centrifuged before a complete clal forms, the presence of fibrin
may cause erronsous resulls or aspiration emors.

* For accurate resulls, serum and plasma gpacimens must be free
of fibrin, red blood ¢ells, or olher particulals matigf.

Preparatlon for Analysls

*  Follow 1he 1ube manufaciurer’s processing Instructions for
collection tubes, Gravity saparailon & not sufficient for specimen
preparation,

Specimeans musl be separated frgsn cloly or red blood cells using
the centrifugation instructions recommandsd by the collection
fube manuiacturer.

+ To ensure consistency in results, spezimans musl be transferred
to a ceninfuge lube and cantrifugad & = 10,000 RCF (Relative
Centritugal Force) for 10 minutes betures tssting it
* lhey contain fibrin, red blood zefls, ol other particulate

maltter, |
= they require repeat testing, @
s they were frozen and thawed,

« Transfer clarified specimen to a sample tup or secondary tubs
for lesting. Far centrifuged sgpucimany with a lipid layer, transfer
only the clarified specimen and not the lipamic material,

+ Mix thawed specimens by Inverting 180 degrees from upright
and return, for a total of 10 inversion ovcles. Visually inspect
the specimens lor the absence of stratificstion. If layering or
stratification Is observed, repeat until specimens are visibly
homageneous.

Centrifuge at z 10,000 RCF for 10 menutes 1o remove particulate
matter and 1o ensure n:namren.-:yi in e rezubls,

+ Inspect all specimens lor huphles, Hemale bubbles with an
applicator stick befors analysis. llz= = naw applicalor stick for
each specimen to prevent crass gonitarniriation,

Specimen Stomage

Elorage Tmupaﬁﬁr.l}e Ma:urr;:m Storage Time
2-8'C £ 7 days B
-20°C or colder -

Specimen Type
Serum/Plasma

Specimans may be stored on or off the clat & red bloed cells.
Remove serum or plasma from the clot, ssrum separator, or red
blood cells if stored longer than the maximum 2-8°C sterage time and
store frozen (-20°C or colder).

Ne qualitative performance differences were observed between
mxperimental cantrols and the 23 norreactive or spiked reactive
ispecimens subjected to 6 fraezefthaw cycles; however, multiple
freszefthaw cycles should be avoided.

No qualitative performance differences were observed between
i2xperimental controls and the 22 nonreactive o the 22 spiked
reaclive spacimens testad wilh elsvaled levels of hemaglobln
{5 500 mg/dL) or triglycerides (< 3,000 mg/dL}.

No qualitative periormance dilferences were observed belween
wxperimental conirols and the 23 nonreactive or the 23 spiked
reaclive specimens tasted with slevated levels of bilirubin

[= 20 mg/dL),

Mo gualitative performance differences were observed between
pxperimental controls and the 25 nonreaclive or the 25 spiked
reactive specimens tested with slevated levels of protein {< 12 g/di),
or red blood cells (£ 0.4% v/v).

Specimen Shipping

+ Package and label specimens in compliance with applicabls
state, federal, and international regulations covering the transpert
of clinical specimens and infectious substances.

+ Do not exceed the storage limitations listed above.

§ PROCEDURE

Materials Provided
GC32 ARCHITECT HBeAg Rsagent Kil

Materlals Required but not Provided

* ARCHITECT HBaAg Assay file (Assay file number 305) oblained
from the ARCHITECT iSystem e-Assay CD+ROM found on
www.abbotldiagnostics.com.

»  6032-01 ARCHITECT HBsAg GCalibrators

*  BCA2-10 ARCHITECT HBeAg Controls

® ARCHITECT Pre-Trigger Solution

o ARACHITECT Trigger Solution

«  ARCHITECT Wash Buffer

e ARCHITECT Reaction Vessels

e  ARGHITECT Sample Cups

*  ARCHITECT Septum

*  ARCHITECT Replacemeant Caps

* Pipeltes or pipette 1ips (optional) to deliver the volumes specified
on the patient or control order screen.

For information on materials required for maintenance procedures,

refer 1o the ARCHITECT System Operations Manual, Section 8,

Assay Procedure
+ Belore loading tha reagent kit on the sysigm for the first

time, the microparticle bottle requires mixing to resuspand

microparticles that may have settled guring shipmant, After the

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

+ Invert the microparticle bottle 3¢ times.

s Visually inspect the bottle to ansure microparticles are
resuspended. Il microparticles are still adhered to the botlle,
continue 1o invert the bottle until the micsoparticles have
baen complstely resuspandad,

= 1f the microparticles do not resuspend, DO NOT USE,
Contact your local Abbott represantative.

s Once tha microparticles havs been resuspanded, remove
and discard the cap. Wearing clean glaoves, rernove a
septum from the bag. Carefully snap {he septurn onto the
top of the bottle,

* | oad the reagent kit on the ARCHITECT iSystem. iy
¢ \Verify that all necessary reagents are prassnt, ———— )'

* Ensure that seplums are prasent an all rnfﬂgsm'n-ﬂrhas}r’

(o . 5
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* Order calibraticn, if necessary. |
= For infarmation on ordering cilibrations, refer to the
ARCHITECT System Clpamtions lamial, Section 8.
¢ Order tesis.
*  For information on ardering patieni specimens and
controls and for general nper{l:ilng procadures, refer 1o the
ARCHITECT System Chparaticns Mariuzal Section 5.
+  Minimum sample cup volume is calculstad by the system
and primed on the Ordarlist rapart. To minimiza the effacts of
evaparation, verify adequate sampla cup velume is present prior
to running the tast,
Maximum number of replicates sarmipled fram the same sample
cup: 10 [
» Priority:
Sample volume for first test: B0 Wl
Sample volume for each un::lil:lunnl kst from same sample
cup: 30 pb.
* = 3 hours on beard:
Sample volume for first test: F6O Ll
Sample valume for each addiianal teat from same sample
cup: 30 UL
+ > 3 hours on board: Addiianal samplz volume required. For
information on sample evaporaiicn and volumaes, refer 1o the
ARCHITECT System Ciparatians Marniual, Section 6.
» It using primary or aliquot lutiez. Lsd the sample gauge 10
ensura sufficient patient spadiiman id present.
* Prepare AACHITECT HBeAg Calbraiors and Controls.
«  Mix calibrator(s) and contrali by gerjthe inversion before use.
* Held bottles vertically and disperas/ recommended volumes
into each respective sample fuq.
= RAecommended volumas:
for sach calibrator: 4 drops
for each control: 4 drops
* Load samples.
*  For information on loading sarmples. refer to the ARCHITECT
System Operatons Manual, Sacnon &,
# Press RUN.
* For additional inlormation on pringigles of operation, refer to the
ARCHITECT System Cperations Manual (Sacticn 3.
= For optimal perfarmance, it is mporien? 1o perform routine
maintenance as describad in the ARCHITECT System Operations
Manual, Section 9. Perform malnfetipnce more frequently when
required by laboratory prooeduras

Specimen Dilution Procedures
Specimens cannot be diluted for the ARCHITECT HBeAg assay.

Calibration

s Test Calibrators 1 and 2 in raplicates of ihees. Calibrators should
be priority lvaded.
A single sample of each gualimiye comiml lavel must be tasted
to evaluate the assay calibratian | Ensure that assay control
values are within the ranges spediiied inithe respective control
package insert,
Refer to ARCHITECT HBeAg Calibratars package insert (6C32-
D1) and ARCHITECT HBeAg izonfrals patkage insert (6C32-10).

«  Orce an ARCHITECT HBeAg calitration is accepted and stored,
all subseguent samples may be iesi=d witroul further calibration
unless:
* A reagent kit with a new lat numbel i used or
* Controls are pui of ranga.

* For detailed information on how 16 perfoim an assay calibration,
reter to tha ARCHITECT System Gparations Manual, Section 6.

Quality Control Procedures

The minimum contral requiremant for the ARCHITECT HBaAg assay
Is that a single sample of both confrols be tesled once every 24
heurs sach day of use. If the quality control procedures in your
labaratory require mare frequent use of controls to verify 1est resulls,
follow your laboratary-specific procedures,

The ARCHITECT HBeAg Control values must be within the
acceplablae ranges specified in the control package insert {6C32-10).
It a contral Is out of its specified range, the associaled test results
are invalid and samples must be retested. Recalibrallon may be
Indicated,

Verlfication of Assay Claims

For protocols to verify package insert claims, refer 10 the ARCHITECT
Systemn Operations Manual, Appendix B.

The ARCHITECT HBeAg assay belongs to melhod group §.

B RESULTS

The ARCHITECT iSystem calculates the ARCHITECT HBeAg
Calibrator 1 (Cal 1) and Calibrator 2 (Cal 2) mean chemiluminescent
signals (RALUs) from three replicales of each calibratar and stores the
results.
Calculation
The ARCHITECT iSystem calculates an ARCHITECT HBeAg result
based on the ratio of the sample ALL to the cutoft RLU {§/CO) for
each specimen and control.
s Cutoff RLU = |{{Cal 2 maan ALU - Cal 1 mean BLU) x 0.1] + Cal
1 mean RLY
s The cutoff ALU is stored lor each reagens lotl calibration.
«  SJ/CO = Sample RLU/Cuteff ALY
Example:
It the Sample RLU = 1800 and the
Cutoff RLU = 1000, then
1800/1000 = 1.800
SiCO = 1.800
Interpretation of Results
Initial Resuits

Instrument

S/CO values Instrument Flag Interpretation  Retest Procedure

< 1000 NONREACTIVE Monreactive No retest required,

= 1.000 REACTIVE Reactive Retest in duplicate.
- Duplieats Retest Resiilts

Instrument Inturprotation Speclman Classification

Specimen conslderod nonrasclive
for HBeAg.

Specimen considered repeatedly
reaciive fof HBeAg.

Both results norreasive

©One or hoth results reactive

All initially reactive specimens should be transferred to a centrifuge
tubg, recentrifuged al = 10,000 RCF for 10 minutes and retested in
duplicate.

For details on configuring the ARCHITECT ISystem regarding
grayzone and high reactive interpretations, refer to the ARCHITECT
System Opaerations Manual, Section 2. The grayzone and high
reactive result interpretation is an editable parameter, and should be
utllized par end user reguirements.

Flags

Some results may conialn information in the Flags field. For a
descriplion of the flags that may appear in this field, refer 10 the
ARCHITECT System Operations Manual, Seclion 5.



B LIMITATIONS OF THE PROCEDURE

* For diagnostic or monitoring purpgsas, resulle should be used in
conjunction with patient history and aihar hepatitis markers for
diagnosis or monitaring of acule :u chratiz infection.

* In the presence of anti-HBe, immiane somptex formation might
occur which can Iead to lower {1E€nﬁ.g rasulin.

= |If the HBeAg resulls are Inconsstent with elinical evidence,
additional testing is suggested to cenfirm the result,

s Specimens from patients who haus tacaived preparations of
mouse monoclonal antibodies for diagnas:s or therapy may
contain human anfi-mouse anibeales (HAMA). Such specimens
may show either falsely elevated or deprassad values when
tested with assay kits such as ARIHITEST HBeAg that emplay
mouse monoclonal antibodies. Additiznal'information may be
required for diagnosis.” &

ARGHITECT HBeAg reagsnis confain & companani thal reduces
the effect of HAMA reactive specimans. Additonal clinical or
diagnostic Infarmation may be required 19 determine patient
stalus,

+ Heterophilic antibedies in human Earum gan react with reagent
immunoglobulins, intarfering with iy witro Immunogssays. Patients
routinely exposed to ammals or fa 2nimsl serum products can
be prona to this interferance, anz anomalous values may be
observed, Additional information may. ke requiied for diagnosis.®

B SPECIFIC PERFORMANCE CHARACTERISTICS

Precision
The preclsion of the ARCHITECT HE=Ag assgy for reactive
specimens (S/CO = 1.000) is s 10%. A stuuy was performed using
a panel consisting ol one nanragsiviE mamen, four diluted HBeAg
reacliva members, controls, and calofators. Two external sites tested
wo dlfferant lots of the controls and salibrators across two reagent
lots {evary combination), and an Intemal &t tasted three ditterent
lots of controls and callbrators acrosg fhres fezgent lots (every
sombination). All panel members werE 1Es=q in replicates of thrae
per run. The inra-run and inter-run smndard | devations (S0) and
percent coefficient of variation (%G| were analyzed with a variance
camponents analysis™ using a fmxed analysis of variance madel !
The data from this study are summarzed in Tabls 1.

Takble 1: ARCHITECT HBeAg PFrecision”

Pansl Iatra-rin Inler-run**
Membsr  Tatalp  Mean &0 00 Wy 50 %oV
Calibrator 1 516 0309 _—I'I-.'-G?\- 13E 0.043 1392 )
Calibrator 2 516 7,223 &R 183 0321 4.44
Negative 516 0.368 0045 [rLH] 0.049 13.36
Control

Positive 516 1,868 g i) D172 443
Control

Panel 1 204 0.38¢ (LES 2263 0.090 22.99
Pansl 2 204 1.164 nunag 214 0.057 4,86
Panal 3 204 4375 0.143 333 0171 3.99
Panel 4 204 166.903 410 W b.367 3.75
Panel 5 204 191,234 M _.'-!! 2m 39.426 331

* Representative performanca data ase showrl. Resulls obtained in
individual laboratories may vary.

“* Inter-run variability contains witra-1un varaklity,

Specificity

The ARGHITECT HBeaAg assay speciticity Iof random blood donor
specimens is = 99.5%. A study on a fatal af 1302 random blood
{serum and plasma) donor spacimans was performad at two clinical
sites. All 1309 were nonreactive by ARCHITEGT HBeAg, The data
from this study are summarized in Takia 2.

The ARCHITECT HBeAg assay specificity for Mospitatized patient
speclmens Is > 99.0%. A sludy on a total of 498 hosphalized patient
specimens was performed at one clinical site. Saven were reactive
by ARCHITECT HBeAg and were also positive for HBsAg. The
remaining 491 specimens were nonreaclive by ARCHITECT HBeAg.
The data from this study are summarized in Table 2,
Table 2: ARCHITECT HBeAg Specificlty Resulis| Using Specimens from
Random Blood Donors and Hospltalized Patients”

Number af
Number of Pasitives hy
Gpeoimens Fepeakedly Bupplataianial
FPapulition Teated Imitinlly Rzaclive  Flesciive Taalimg**
Rangom Blood 1308 0 # 4
Denors
Hospitalized 498 7 7 7
Patienls o
Tatal 1807 7 T T

* Rapresentative performance dala are shown, Results oblained in
indwidual laboratories ang with diffarent populations may vary.
** Sypplemantal 1esting on HBeAg repeatedly reactives was
performed with an HBsAg assay.
A study was performad in which a total ol 155 specimens from
individuals with potentially interfering substances and disease states
other than HBY (CMV, EBV, anti-HAV, ant-HCY, anti-HIV-1, HSV,
rubella, HBV vaccine recipients, syphilis, urinary tracl infaclions,
rheumatoid factor, anti-nuclear autoantibodies [ANA], toxoplasmosis,
alcoholic cirhosis, pregnant females, mulliple myeloma, multiparous
femalss, dialysis patients, human anti-mouse aniibodies [HAMA])
were tested by ARCHITECT HBeAg. The data from this study are
summarized in Table 3.
A study was performed in which 75 specimens from individuals with
high risk of blood transmissible infections (intravencus drug users
[IVDU}, men who have sex with man |[MSM)], hemaphiliacs) wars
tested by ARGHITECT HBeAg. Four specimens were reactive by
ARCHITECT HBeAg ang were also positive for HBsAg. The dalta from
this study are summarized in Tabls 3.

Table 3: ARCHITECT HBeAg Speclficity Results Using Potentially

Interfering and High Risk Spegimens*

Numbet ol
Number ol Positives by
Spacimens Aepeatedly  Supplemental
Population Tested Initially Reactive Reactive Testing**
Palentially 155 1 0 0
Imerfering
Substances
High Risk 14 i 4 1
of Bloed
Transmissible
Infections

* Mepresentative performance data are shown. Results obtained in
individuwal laboratories and with differenl populations may vary.

“* Supplemental testing on HBeAg repeatedly reactives was
performed with an HBsAg assay.

Sensitivity

The ARCHITECT HBeAp assay sensitivity is = 99.5%. A study was
performed in which a total of 208 specimens, which were pre-
characterized reactive for HBeAg and HBsAg, were all reaclive by
ARCHITECT HBeAg. The data from this study are summarized in
Table 4,




Table 4: ARCHITECT HBeAg Samaltivity Results Using Specimens Pre-
characterlzed Reactive for HEeAg"

Mumber of spopimons

Pegillalion Tastid | Remmniiin
Pra-phirachein=il HaAg 208 206
Reactives

~ Represantative performance data are shown. Results obtained in
individual laboratories and with differeit populations may vary.

The ARCHITECT HBeAg assay sensillylty al the cutoff is < 0.5 PEI
UfmL. A study was performed in which a total of 93 specimens from
individuals clinically or serologically clpsait.:ad: with different stages of
HBYV infection were tested by ARCHITECT HEsfg, Twenty-seven out
of 36 acute specimens ware reactive and 2 ware nonreactive. Out of
57 chronic specimens, 18 were reaclive and 5% were nonreactive.

Assay Compatlson

A total of 2702 specimans {random bleod donoes, hospitalized
patients, potentially Interfering subslanzes, high risk of blood
transmissible infections, acute HBV infaction. chroniz HBY infection,
other HBY positives, and ssroconvarsion panpls) were tested by
ARCHITECT HBeAg and AxSYM HBe [.0. Tne agraement between
the two methods was 98.30% [2683/4702),

H BIBLIOGRAPHY

1 Koff AS. Viral Hepatitis. In: Schiff L Schiff ER, editors. Dissases of
the Liver, 7th ed. Philadelphia: JB Lippncatt, 1893:492-577,

Z Bonino F, Rosina F, Rizzetto M, et ;I Craaic hapatitis in HBsAg
carrigrs with serum HEV-DNA and anti-HBs, Gastroentsrology
1886;80:1288-1273,

3. US Department of Labor, Ciccupatanal Sataity and Health
Administration, 28 GFR Part 1910. 1000, Biesdboms pathogens.

4. US Dapartment of Haalth and Humidn Sevices. Biosafaty in

Microbiological and Biomedical Laburatariad. th ed. Washingion, DC:

LIS Government Printing GHice; Decamber 004,

5. World Health Organization. Labgrlury Bitsalery Manual. 3rd ed.
Ganava: World Health Organizaten; 2004,

6 Clinical and Laboratory Standards lnstilie (GLSl. Protection
of Laboratory Workers From Decupationaily Acquired Infections;

Approved Guideling—Fourth Editian | (CLE] Documant M29-A4. Wayne,

PA; CLSY; 2014,

7. Primus FJ, Kelley EA, Hansen HJ, & sl *Sandwich’-type
immunoassay of carcineembryonic Enigjan in patients receiving
murine manoclonal anlibodies for higos s and \herapy. Clin Chem
1988.34(2):261-264.

8. Schroff RW, Facn KA, Beatty SM, el al, Huthan anti-murine
immunoglobulin respanses In pauems reasiving monoclonal antibody
therapy. Cancer Res 158545 F) BT9-885 |

9. Boscato LM, Stuart MC. Heteropnific antibodies a problem for all
immunoassays, GHn Chem 1BB8 3457 |- 2735,

10. Box GEP, Hunter WG, Hunter JS. Statstics for experimenters; an
introduction to dasign, data analyeiz; and modef building. New York,
NY: John Wiley & Sons, Inc, 1875:510-539, 571583,

11. SAS Inslitute, Inc. SAS Technical Brpon F-228, SAS/STAT Softwars:
Changes and enhancements, Rolonne £.07) Cary, NC: 8AS Institute
Inc, 1992:289-365 [

B Key to Symbols

Caution

Consult insiructions for use

Manufacturer

Sufficient for

- Temperaturg limitation
E Use by/Expiration dale
Assay Diluent
COMJUGATE | Conjugate
GOMTROL WO Control Numbar
[ivm] in Vitro Diagnostic Medical
| Davice
LoT| Lot Number
Microparticles

Pre-Trigger Sofution
Product of Germany
Reaction Vessels
Reagent Lat

List Number
Replacement Caps

[SAMPLE CUPE| Sample Cups
[EErTOM Septum
[s8 Serial number

Trigger Solution

WARNENG: BENSITIZNN Warning: May cause an allergic
reaction,
[vman murFER, Wash Buffer

The fallowing US Patents are relgvani to the ARCHITECT iSystern
or its components, There are other such paterits and patant
applications in the United States and worldwide.

5 465 646 5 543 524 5 545 739

5 665 570 5 669 819 5 783 699

ARGHITECT, AxSYM and Chemiflax are trademarks of Abbott
Laboratories in various jurisdiclions.
All trademarks are property of their respective owners,

Abbott GmbH & Co, KG
d Max-Planck-Ring 2
85205 Wissbaden
Germany
+49-6122.580

g

oosa

Customer Service: Contact your local repregentative
or find country-specific contact Inforrmation pn

www, abbottdlagnostlcs.com
a Abbott

Revised February 2016.
®2015, 2016 Abbott Laborataries
.-"'--.- = Ir.
e ‘ % B i /h




ARCHITECT
HBeAg Controls

Read Highlighted Changes: Bevised Naverber 2014,

INTENDED USE

The ARCHITEGT HBeAg Controls are for tha yeritication of the
accuracy and precision of the ARCHITECT 1Sy=iam when used

tor the qualtative detection of Hsnm-l!: B e Anligen (HBeAg) in
human serum and plasma. Refer to 1he ARCHITECT HBeAg reagsent
package Inser for additional irformatifn.

CONTENTS

+ 1 Bottle (8 mL} of ARCHITECT HBaAg Negalive Control.
Recaltified human plasma. Prasevals Animicrobial Agents.

« 1 Bottle (8 mL) of ARCHITECT HEeAg Paaitiva Control.

Recombinant DNA-derived HEzAR in TRIS buffer with protein

{boving) stabilizar. Preservalives: Anfimiciuiial Agents.

The controls are at the following rarges and approximale

cohcentrations:
Approxifmate
Concentration
Control Color {PEI UfmL} Range (S/C0)
CONTROL[-] nong 0. 0.000 - 0.800
Blue? 0.7 2.026 - 68.077
2 Dya: Acid Blue No. 9
STANDARDIZATION

Concentralion standardized against the Aaference Standard of the
Paul Ehrlich Institule, Langen, Garmafy

PRECAUTIONS

* For In Vitro Diagnostic Use

. & CAUTION: This product corlains human-sourced and/

or poteniially infeclious componedis. Fater to the CONTENTS
saction of this package inser., Na kriawr test method can

offer complete assurance that praducts g=nved from human
sources or inactivated migroorganlsms will not transnt infection.
Therefors, all human-sourced malerale should be considered
potentially infectious. It is recammanced that these reagents and
human specimens be handled in meoordanze with the OSHA
Standard on Bloodborne Faihogens. Biogarety Level 2 or other
appropriate biosafety practices should ba used for materials that
gontain or are suspacted of contairing mfaclous agents,

+ The human plasma used in the Menatya Contral is nonreactive
for HBeAg, HBsAg, HIV-1 FANA or HIV-1 &g, anti-HIV-1/HIV-2, and
anti-HGV.

Safety Data Sheets are available at whew.abnoticeagnostios,.com of

contact yuur local representative.

Fﬂ‘lﬂ Iﬂﬂli:qwmnnmmum 25

codratls et 1o f

Saonen 8 '

eratiofia Manal,

5 en

[#EF) 6G32-10 o HBeAg
6C32
Z G5-3175/R04
C6C320
H‘:IT EJ'- nr :
BSTORAGE

» Contrals are stable until the expiration datg when stored and
handled as directed.
» Do not use past expiration date.

J/B'C
» 2°C

PREPARATION FOR ANALYSIS

Gontrols may be used immediately after semaval from 2-8°C storage.
Prior to use, mix by genlla inversion (5-1C limeg).

After sach use, tightly close the caps and return the controls to
2-8°C storage.

BIBLIOGRAPHY

1. US Deparimant of Labor, Occupatonal Safety and Health
Administration, 29 CFA Pan 1210.1030, Bloodborne pathogens.

2. US Department of Health and Human Services. Biosafely in
Microbialogical and Biomedical Laboratories. blh ed. Washington, DC:
US Government Printing Office; Dacember 2009.

3. Worid Health Organization. Laboratory Biosatgty Manual, 3rd ed
Geneva: World Health Crganization; 2004.

4, Clinical and Laboratory Standards Institute (GLSI). Protection
of Laboratory Worksrs from Occupationally Acquired Infections;
Approvad Guideline-Third Edition, CLS1 Document M28-A3. Wayne.
PA: CLSE 2005.
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ARCHITECT
HBeAg Calibrators

INTENDED USE

The ARGHITECT HBeAg Calibrators &{= for the calibration of the
ARCHITECT iSystem when used for the qualifatve detection of
Hepatltis B & Antigen (HBeAg) In human sarum and plasma. Refer
to the ARCHITECT HBeAg reagent patkage insar for additional
Information,

CONTENTS

2 Bottles (4 mL) of ARCHITECT HBeAg Calibratars, Calibrator 1
contains TRIS buffer with protein [bovins] s:ahilizer, Galibrator 2
gontaing racombinant DNA-derived HE=dAg in TRIS butfer with proteln
(bovine) stabllizer. Presarvatives: Artimigrofiial Agents.

The calibrators are at the following approwmisty concentrations:

ki en
HBeAg
6C32

G5-3174/R03
$6C320

[rer] 6C32-01

Callbrator Approximate Concentration (PEI UjmL}
[EaTa] ' 0.0

[eila) 13
STANDARDIZATION

Concentration standardized against 1he Refetancn Standard of the
Paul Ehrlich Institute, Langen, Garmarny,

PRECAUTIONS

.

= Forin Vrrm Dlagnnsnc Use

[ ]

Safaty Dala Sheets are available at www.abtctidiagnostics.com o
contact your Iocal rﬂpfﬂ'ﬂﬂﬂﬁm‘ﬂ

STORAGE

= Calibrators are stable until the =xpirailon tate when stored and
handled as directad.

« Do not use past expiration date.

-/H,a.c
« 2C

PREPARATION FOR ANALYSIS

Calibrators may ba used mmadiaizly after mmoyval from 2-8°C
storage.

Prigr to use, mix by gentle inversion (-1 times}.

After each use, lightly close the caps and reluin the calibrators to
2-8°C storage.

Gonsull insroctinng for uRe

I Mamidaniurer
N o Tamparaiute limitation
E Use byfExmiration date
eai 1] GCallbralar 1
caLfz| Gallbeatar 2
o In Vino Diagnosyc Medicat
DCevice
et Lot Numbar
| PRODUGT OF GENMANY Product of Garmany
= List beumpar

ARCHITECT is a trademark of Abbott Laboraiorizs in various
jurisdictions.
Abbotl GmbH & Co. KG
‘ Max-Planck-Ring 2
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+43-6122-580
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B en

6Ca4-01 I Anti-HBe
ARCHITECT
BC34
Anti-HBe Calibrator G4-7810/R05
S6C340
Read Hignlightes Changes: ST SRR EERNS e T SF
INTENDED USE PREPARATION FOR ANALYSIS !
The ARCHITECT Anti-HBe Callbrator |s for thi calibration of the Callbrator may be used immediately after rem#val from 2-8°C
ARCHITECT ISystem when used for e gualllatve detection of storage.
antlbody to Hepatitis B @ Antigen {Arii-HBe]| In human serum and Prlor to use, mix by gentle inverslon (510 tim s)
plasma. Refer to the ARCHITECT Anti-HEe reagert package insert After each uge, tightly close the cap and retun the callbrator to
for additional informatian. 2-8°C storage.
CONTENTS BIBLIOGRAPHY 1
1 Bottle (4 mL) of ARCHITECT Anli-HEas Galiorater 1. Recaloified 1. US Department of Labor, Occupational Safoty and Health
nonrgactive human plasma, Fressrvallve: Sodium Aride. Administration, 29 CFRA Part 1910.1030, Blesdbarna pathogens.
The calibrator is at the following appriemate concentration: 2, LS Department of Health and Human Surviopn Blosafely in
Catibrator Color Cantentration (PEI UjmL] Microbiological and Blomedical Latorataries, 5th ed, Washington, DC:

US Government Prinling Office; Dacember F{E.
a
[eaq] Gresn | 0.0 3. World Health Organlzation. Laboratory Biosifuly Manual, 3rd ed.

' Geneva: World Health Organlzation; 2004.
a . g
Dyo: Green (Acid Yellow No.23 and: fiefct HpeiiN05) 4. Clinical and Laboratory Standards Institute [GLSH. Protection

PRECAUTIONS of Laboratory Workers From Occupationally Acquired Infections;
. Approved Guidelina—Fourth Edition. GLSI Documient M2B-A4. Wayne,
. ] PA: CLSI, 2014,
* For In Vitro Diaghostic Use
Key to Symbols
& r,-l\ Caution
. CAUTION: This product oriains human-sourced and/ Pl B
o potentially infectious components Rafer to thea CONTENTS [:l:- Cansull instructions for uee
section of this package insert. Mg known test methed can .
offer complete assurance that oductz derivad from human Manufastures
sources or inactivated ricroorganisme wil not transmit intection,
Theretore, all human-sourced matarnnls should be considered ;- Tariparatite Imlaton
potentially infectious, It is regammanded that these reagents and 1
human specimens ba handled in acoordinoe with the OSHA
Standard on Bloodborne Pathcosns, Bingalety Level 2 or other Lisd by/Expiration date
appropriate biosafety practices s5ould tw used for materlals that ‘
n o i |
contain or are suspected of compning infachous agents Sl Gabtiniias 1
*  [ha humar plaema used in the calibestor 1 nonreactive for
R HEsAg, MESAG, KA HUA O MV AG, arlisOViSrs, v, s Cortals Soalum Azide. Contact
mHMWE with goide liberstea wary 16X
e e —— f gaEs
| T i i nd | sl In Viiro Dizanoste Medical
| Gantaln Fodllimazdn Déine
EUrgiz Lot Numbar
HEd) Praduct of Germany
List Numtner
Sataty Datn Snasts are avalable of www.shbottdlagrosics:oom or IE — 1
Carmag! ymut Iocal rspresantiyiva =__—— ARCHITECT is a trademark of Abbon Lacormfanas m vaslous
' ' : jurisdictions. All other trademarks are proparty of fneir respecivi
owners.
: Abbott GmbH & Ca. KG
STORAGE H Max-Flanck-Ring 2 C €
«  Calibrator is stable until the ss@irEiion dais when stored and 65205 Wisshaden
Bermany

handled as directed.
= Do not use past expiration dats,

+49-6122-580
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ARCHITECT
Anti-HBe Controls

Foud ighiighted Changes: Revised Juiy 2018

INTENDED USE

The ARCHITECT Anti-HBe Controls are for the veriflcation of the
accuracy and precision of the ARCHITECT iSystem when used for
the qualitative detection af antibody to Hepatitis B @ Antigen (anti-
HBe) in human serum and plasma. Refer Lo the ARCHITECT Anti-
HBe reagant package insert for additicnal informaltion.

CONTENTS

2 Bottles (8 mL sagh) of ARCHITECT Anti-HBe Controls are
recalcified human plasma. The negative contral is nonreaclive. The
pasitive cantrol is reactive far anti-MBa. Preservative: Sodium Azide.
The controls are at tha following ranges and approximate
cancentrations:

Approximate Control Range
Concentration
Control Color {PEI UjmL) S/CO (% Inhlbition)
none 0.00 1.30- 270 -35.0 - 35.0
Blue® 0.38 0.21-0B0 60.0-89.5
2 Dye: Acid Blue No. &
STANDARDIZATION

Concentration standardized against the Referance Standard of the
Paul Ehrlich Inslitute, Langsn, Germany.

PRECAUTIONS
.

*  For in Vitro Diagnostic Use

- A CAUTION: This product contains human-sourced and/

or potentially infectious compaonenis. Refer lo the CONTENTS
section of this package inserl. No known test method can
offer complete assurance that products derived from human
sources or inaclivated microorganisms will not transmit infection.
Therefere, all human-sourced materials should be considered
patentially infectious. It is recommended that these reagents and
human specimens be handled in accordance with the OSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriate biosalety practices should be used for materals that
coniain gr are suspecled of containing infeclious aganis

* Tha human plagma used in the nogative cantral [& nonreaciive

for ant-HBe, EEAG HEsAG. HVA HHA G R ke s N o
ik (HAE

* The human plasma used m the positive conirel le reath
ani-HEe, and nanreactive for Wiy SEzAR. G Al
A anti-HEW, dnd ntHIVGTHINE

The fellcuing warmngs and precaltiane dpply to commsii- )

CaNTROL |-

Goninos sofum azice,
008

Bhal

Contazt
Digpsise of gontanss | oarainer i

accoIdance il |bsel regulsians:

Safety Dala Sheels arg available at www.abbottdiagnostics.com or
contact your local reprasentalive.

6C34-10 ') Anti-HEe
6C34

G5-9346 | RO6

C6C340

STORAGE

s Controls are stable until the expiration date when stored and
handled as directed.

« Do not use past expiration date.

Xa‘c
s 2°C

PREPARATION FOR ANALYSIS

Controls may be used immedlately after removal fram 2-8°C siorage
Prior to use, mix by gentle inversion (5-10 timeas).

After each use, lightly close the caps and reiurn the controls to
2-8°C starags.

BIBLIOGRAPHY

1. US Department of Labor, Occupalicnal Safety and Heallh
Adminlstration, 29 GFR Part 1910.1030, Bloodborne pathogans.

2. US Department of Heallh and Human Services. Biosafely in
Microbiological and Biomedical Laboratorips. 5th ed. Washington, DC:
US Governmant Printing Ofice; Dacember 2009.

3. World Health Organization. Laboratory Biosafety Mamual. 3rd ed.
Geneva. World Health Organization; 2004,

4. Clinical and Laboratory Slandards Institute (CLE1). Protection
of Laboralory Workers From Qceupationally Acguired infections;
Approved Guideline—Fourth Edition. CLS! Documant M29-A4. Wayne,
PA: CLSI: 2014,
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ARCHITECT
AntisHBe

‘Rued Highlighted Changes: Revised Februnry 2018, G

Package inssrt Instructions must be carsfully followsd. Rsliability of
assay results cannol be guaranteed if there are any deviations from
the insiruclions in this package inserl.

B NAME
ARCHITECT anti-HBe

N INTENDED USE

The ARCHITECT Anti-HBe assay Is a chemiluminescent microparticle
immunoassay (CMIA) for the qualitative detection of antibody to
hepatitls B e antigen {antl-H2e) in human serum and plasma and

is Indicated as an aid in the diagnosis and monitoring of hepatitls B
viral infection,

0 SUMMARY AND EXPFLANATION OF THE TEST
Hepatitis B e anligen (HBeAg) and its antibody (anti-HBe) are
tound in assoctatian with hepatitis B viral intection.) HBeAg is first
detectable in the sarly phasa of hepatitis B viral infaction, after the
appearance of hepatitis B surface antigen (HBsAg).2 The titers ol
both antigens rise rapidly during the period of viral replication in
acute infection. Sercgonversion from HBeAg 1o anti-HBe during
acuta hepalitis B infection is usually indicative of resolution of
infection and a reduced level of inlactivity. A negative HBeAg result
may indicate (1} early acute infection before the peak of viral
replication or (2) early convalescence whan HBaAg has declined
below delectable levels. The prasence of anti-HRe serves to
distinguish between these twa phases.® A subset of chronic hepatitis
8 patients have ne detectable HBeAg in serum, bul are positiva far
anti-HBe; these patients may also be positive for serum hepatitis B
virug DNA4

Additicnally HBe antigenjantibody seroconversior is used as an
indicator of virological respense when treating patients with chronic
hapatitis 8.5

l BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT Anti-HBe assay is a competitive two-step
immunoassay for the gualitative detection of anti-HBe in human
serum and plasma using CMIA technology with flexible assay
protecols, referred to as Chemiflex,

1. Sample, neutralizing reagent, and anti-HBe (mouse, monocional)
coated paramagnetic microparticles are combined. The anti-HBe
prasent in the sampla binds to the recombinant HBeAg present
in the neutralizing reagent. Unbound recombinant HBeAg is
available 1o bind 1o the ami-HBe coated microparticles.

2. After washing, acridinium-labeled anti-HBe conjugate is added to
create a reaction mixture.

3. Following another wash cycle, Pre-Trigger and Trigger Solutions
are added 1o the reaction mixture.

4, The resulling chemiluminescent reaction is measured as relalive
light units (ALUS). There is an inverse relationship between the
amount of anti-HBe in the sample and the RLUs detecled by the
ARCHITECT iSystem optics.

The presence or absence of anti-HBe in the specimen is determined

by comparing the chemiluminescent signal in the reaction to the

cutoff signal determined from an active calibration,

If the chemiluminescent signal of the reaction Is greater than the

cutoff signal, then the sample is considered nonreactive for anti-HBe.

For additional information on system and assay technology, raefer to

the ARCHITECT System Operations Manual, Section 3.

1% en

6C34-25 O Anti-HBe
6C34-20 6034
6C34-35 G6-0570/R06

BEC340

B REAGENTS

Kit Contents

ARCHITECT Antl-HBs 6C34

NOTE: Some kit sizes are not available in all countries or lar use on
all ARCHITECT iSystems. Please contacl your local distributor,

ner ]| 603895 BC3AE0 BEIAI5
1'1.:‘-;; 100 200 500
MICROPARTICLES 1x86mL 4 x 6.6 mL 1xBemL
CONJUBATE 1%59mL 4x59mL 1 x BEmL

4 % 5.8mL 1 x ZRFmL

INEvTRALIziNG ReagENT] 1 X 6.9 ML
Antibody to Hepatitis B @ Antigen (mousa,

monocional) coated microparticles in phosphate bufler with
pratein (bovine) stabilizer. Minimum concentration: 0.08% salids,
Preservatives: ProeClin 300 and other Antimicrobial Agents,

Acridiniym-labeled antibody 1o Hapalitis B e Anligen
(mouse, monoclonal) conjugate in MES buffer with protein (bavine)
stabilizer. Minimum concentration: D.08 ug/mL. Preservative: ProClin
ao0.

Hepatitis B & Anligen {recombinant DNA) in
TRIS buffer with protein (boving) stabilizer, Minimum concentration:
8.7 PEl U/mL. Preservatives: Antimicrobial Agents.

Qther Reagents
ARCHITECT Pre-Trigger Solution containing

1.32% (w}v) hydrogen peroxide.
ARGHITEGT Trigger Solution containing 0.35 N
sodium hydroxde.

ARCHITECT Wash Buffer containing phosphate
huffered saline solution, Preservatives: antimicrobfal agents.

Warnings and Precautions

e For in Vitra Diagnostic Use

Safety Precautlons

CAUTION: This produet requires the handling of human specimans.
I Is recommended that all human-sourced materials be considered
potentially infectious and handled in accordance with the OSHA
Standard on Bloodborna Pathogens, Biosalety Level 2 or other
appropriate biosafety practices should be used for materials that
contain or are suspected of containing infectious agents.&?



|The following warnings and precautlons apply to: f

Storage Maximum Additlonal Storage
Tempemture  Slersge Time Inglructions

Systarn 30 days Discard after 30 days.
temperalure For information on tracking
onboard time, refer to
the ARCHITECT System
Operations Manual,
Section 5.

On beard

WARNING Contain methylisothiazolones.

H317 May cause an allerglc skin reaction.

|Prevention

|Pag1 |Avaid breathing mist / vapors { spray.

p272 |Contaminated work ¢lothing should not be
ailowed out of the workplace.

Pz80 Waar protective gloves { proteciive
clathing | eye protection.

Response

P302+P352 IF ON SKIN: Wash with plenty of water.

P333+P313 If skin irritation or rash occurs: Get

| medicat advice / attention.

P362+P364 Take off contaminated clathing and wash
It before reusa.

Disposal ) -

P501 Dispose of contents / container in n
accordance with local regulations.

Safety Dala Sheels are available ar www.abbotidiagnostics.com or
contact your local representative,

For a detailed discussion of safaty pracautions during system
cperation, refer to the ARCHITECT System Operations Manual,
Section 8.

Reagent Handling

* Do not use reagent kils beyend the expiration date.

* Do not pool reagants within a kit or between kits.

» DBefore loading the reagent kit on the system for the first time, the
micraparticle bottle requires mixing to resuspend microparticles
that may have setlled during shipment. For microparticle mixing
instructions, refer to the PROCEDURE, Assay Procedure ssclion
of this package Ingert.

¢ Septums MUST be used to prevent reagent evaporation and
contamination and to ensure reagent Integtity. Refiabliity of
assay results cannot be guaranleed if septums are not used
according to the Instructions In this package Insert.

* To avoid contaminalion, wear clean gloves when placing a
septum on an uncapped reagent bottls,

* Once a seplum has bean placed on an open reagent boitle,
de not invert the bottle as this will resull in reagent leakage
and may compromise assay results.

*  Over time, residual liquids may dry on the septum surface.
These are typically dried salts and have no effect on assay
sfticacy.

For a detailed discussion of handling precautions during system

operation, refer 10 the ARCHITECT System Opsrations Manual,

Section 7

Heagent Storage

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

Slorage Maximum Additional Storage
Tomperalure  Storage Time Instructions
Unopened/ 2-8°C Until May be used Immediately
Opened* oxpitation after removal from 2-8'C
date starage,

Store in upright position.

* Reagents may be stored on or off tha AHCHITECT iSystem. If
reagemts arg removed from the system, store them al 2-8'C (with
septums and replacement caps) in an upright position. For reagents
stored off the system, it is recommended that they be storad in
their ariginal 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, For informaticn on unloading reagents, rater
10 the AHCHITECT System Qperations Manual, Seciion 5.
Indications of Reagent Deterioratlon

When a control valus is oul of the specitied range, it may indicate
detarioration of the reagamnis or etrors in tachniqua. Associated 1est
rasulls are invalid, and samples must be retested. Assay recalibration
may be necessary. For troubleshooting informatian, refer to the
ARCHITECT System Operations Manual, Saction 10.

N INSTRUMENT PROCEDURE

The ARCHITECT Anti-HBe assay file must be installed on the
ARCHITECT iSystem from an ARGHITECT iSystem Assay OD-ROM
prior to performing the assay.

For detailed information on assay file installatian and viewing

and editing assay parameters, refer to the ARCHITECT System
Operations Manual, Section 2,

NOTE: For details on configuring the ARCHITECT iSystem to use
grayzone interpretations, refer to the ARCHITECT System Operafions
Manual, Seclion 2,

For information on printing assay parameters, refar ta the
ARCHITECT System Operations Manual, Section 5.

For a detailed description of system procedures, rafer to the
ARCHITECT System Operations Manuai.

Alternate Result Units

The default result unit for the ARCHITECT Anti-HBz assay is S/
CO (Sample to Cutoff ratio). An alternate resuit unit, %Inh {Pergent
Inhibition), may te selected for reporting resulls by editing assay
parameter “Assult concentration units", to %inh, For infarmation
on editing the Result concentration wnits, refer to the ARCHITECT
Syslem Operations Manual, Section 2,

ll SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Speclmen Types

Validated specimen types to be used with this assay:
Caolleclion Tubes
Serum

Sarum separator iubes
Potassium EDTA
Sodium citrate
Sodium heparin
ACD-B

CPDA-1

CPD

Potassium oxalate

Ecimen Types
Human serum

Human plasma

* Other specimen collection \ube types have not been validated
with this assay.

« Performance has not been eslablished for the use of cafguary
specimens or the use of body fluids ather than fryrmiamn serurm’
and plasma.



The instrument doss 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 assay.

Specimen Conditions

Do nat use spacimens with the follewing canditions:

* heal-inaclivated

= pocled

*  grossly hemolyzed

« obvious microbial contamination

This assay was deslgned and validated for use with human
serum or plasma from individual patient and donor specimens.
Pooled specimens must not be used since the accuracy af their
test resulls has nol been valldated.

To prevent crgss contamination, use of disposable pipettes or
pipeite tlps Is recommendad,

Ensure that complete clot formation in serum specimens has
taken place prlor to centrlifugation, Some spaecimens, especlally
thase from patlents recslving anticoagulant ar thrombolytle
therapy, may exhibit increased clotting time. If the specimen is
cenlrifuged before a complete clol forms, the presence of fibrin
may cause erroneous results or aspiratlon errors.

Specimens fram heparlnized patients may be partially
coagulated, and erroneous results could occur due to the
presence of fibrin. To prevent this phenomenon, draw the
specimen prior to heparin therapy.

For accurate results, serum and plasma specimens must be free
of fibrin, red blood cells, or ather particulale maller.

No qualitative performance difierences were observed between
experimental contrals and the 22 nonreactive or the 22 spiked
reaclive specimens tested with elevated levels of hemaglobin
(= 500 mg/dL) or triglycerides (< 3,000 mg/dL}.

No quatitative performance differences were cbserved betwaen
experimental controls and the 23 nonreactive or the 23 spiked
reaclive specimens tested with elevated levals of bilirubin

(= 20 mg/dL}.

No qualitative performance differences were observed between
experimental controls and the 25 nonreactive or the 25 spiked
reactive specimens tested with elevated levels of protsin

(= 12 gfdL), or red blood cells (< 0.4% vfv).

Preparation for Analysls

Fallow Ihe lube manufacturer's processing instructions for
collection tubes. Gravily separation Is not sufficlent for specimen
preparation.

To ensure consistency in resulls, specimens musl be ransferred
1o a centrifuge tube and eentrifuged at = 10,000 RCF (Relative
Gentrifugal Forge) for 10 minutes before testing if

* they conlain red blood cells, clats, or particulate matter,

¢ 1hey require repeat testing, or

* they were frozen and thawed,

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

Mix thawed specimens by Inverling 180 degrees from upright
and return, for a total of 10 Inversion cycles. Visually Inspect
the specimens tor the absence of stratification. If layering o
stratlication Is observed, repeat untll specimens are vislbly
homogeneous.

Cantrifuge at = 10,000 RCF for 10 minutes to remove parliculate
matter and to ensure consistency in the rasulls.

Centrifuged specimens with a lipid layer on the top must te
transferred 10 a sample cup or secandary tube. Care must be
taken to transfer anly the clarified specimen withiout the lipemic
material.

Inspect all specimens for bubbles. Remove bubbles with an
applicator stick before analysis. Use a new applicator stick for
gach specimen tQ prevent cross contamination,

Specimen Storage
Specimen Type Storage Temperature

MaxImum Storage Time

Ssrum/Plasma 15-30°C = 3 days

2-8C < 7 days

Specimens may be stared on or off the clot or red blood cells for

up to 7 days at 2-8°C or off the clot or red blood cells for 3 days at

15-30°C.

Plasma specimens that have been stored at 2-8°C more than

three days without removal from red blood cells should be re-

centrifuged before analysls, to avold erroneous results.

If tesling will be delayad mora than 7 days, remove serum or plasma

from the ¢lot, serum separalor, or red blood cells and store frozen

(-20°C or colder),

No qualitative differences were observed between experimeantal

controls and the 23 nonreaclive or spiked reactive specimens

subjected to & lreszefthaw cycles; nowever, multiple freeza/ihaw

cycles should be avoided.

Speclmen Shipping

» Package and label specimens in compliance with applicable
state, federzl, and international regulatiens covering the transport
of clirical specimens and infeclious subsiance

«  Dolnst e s diocags lintatons jistea 2

B PROCEDURE

Materials Provided

B6G34 ARCHITECT Anti-HBe Reagsnl Kit

Materials Required but not Provided

* ARGHITECT Anti-HBe Assay file obtained from the ARCHITECT
iSystem g-Assay CD-ROM found on www.abbotidiagnostics.com.

*  BC34-01 ARCHITECT Anti-HBe Calibratar

* B5C34-10 AHCHITECT Anti-HBe Controls

* ARACHITECT Pre-Trigger Solution

* ARCHITECT Trigger Solution

*  ARCHITECT Wash Buffer

* ARCHITECT Heaction Vessels

«  ARCHITECT Sample Cups

®  ARCHITECT Septum

* ARCHITECT Replacement Caps

* Pipettes or pipelte tips (optional) to deliver the volumes specitied
on {he patient or contral arder screen.

For Information on materials required for maintenance procedures,

refer 1o the ARCHITECT Syslem Operations Manual, Section 9,

Assay Procedure
* Before loading the reagent kit on the systern for the first

time, the microparticle bottla requires mixing to resuspend

microparticles that may have setiled during shipment. Afler the

first tima the microparticles have been loaded, no further rmixing
is raquirad.

¢ Invert the microparticle bottle 30 times.

* Visually inspect the bottle to ensure micropariicles are
resuspended, If microparticles are still adhered %o the bottle,
continue to invert the hottle until the rricroparticles have
been completely resuspended.

+ If the microparticles do not resuspend, DO NOT USE.
Contact your local Abbott representative.

* Once the microparticles have been resuspended, remove
and discard the cap. Wearing clean gloves, remove a
septum from the bag. Carsfully snap the seplum onto the
top of the betlle,

¢ Load the reagent kit on the ARCHITECT iSystsm.’,
* Vearify that all necessary reagents are presgfit.
« Ensure that seplums are present on all |5ﬁpt|r-l,t.nlllas



* Order calibration, if necessary.

« For information on ordering calibrations, refer to the
ARCHITECT System Operations Manual, Section 8.

«  Qrder tests.

s For information on ordering patient specimens and
controls and for general operating procedures, reler to the
ARCHITECT System Operations Manual, Sectlon 5.

» Minimum sample cup volumae is calculated by the system
and printad on the Orderlist report. To minimize the effects of
avaporation, verify adequate sample cup volume is present prior
1o running the tesi.

Maximum number of replicates sampled from the same sample

cup: 10

*  Priority:
Sample volume for first test: 150 pL
Sample volume for each additional test from same sample
cup: 100 pl

* < 3 hours on board:
Sample velume for first test: 150 uL
Sample volume for each additional test from same sample
cup: 100 L

* > 3 hours on board: Additional sample volume required. For
information on sample evaporation and volumas, refer 10 the
ARCHITECT Systern Cperations Manual, Section 5.

« If using primary or aliquot tubes, use tha sample gaugs to
ensure sufficient patient specimen is present,

* Prepare ARCHTECT Anti-HBe Calibrator and Controls.

+ Mix calibrator(s) and controls by gentls inversion (5-10 times)
before uss.

¢ Hold boltles vertically and dispense recommended volumes
into each respeclive sample cup.

= Recommended volumes:
for each calibrator: 10 drops
for each control: 4 drops

= Load samples.

» For infarmation on loading samples, refer to the ARCHITECT
System Operalions Manual, Section 5.

*  Press RUN.

* For additional information on principles of operation, refer i¢ the
ARCHITECT System Operatlons Manual, Section 3.

* For optimal performancs, it is important to perform routine
maintenance as described in the ARCHITECT Syslem Operations
Manual, Section 8. Perform maintenance more frequently when
required by laboratory procedures.

Specimen Dilution Procedures
Spacimens cannot be diluted for the ARCHITECT Anti-HBe assay.

Calibration

» Tes! Calibrator 1 in replicates of three. The calibrator should be
priority lpaded.

A single sample of each control level must be tested to evaluate
the assay calibration. Ensure that assay control values are within
the ranges specified in the respective control package insert.

* Once an ARCHITECT Anti-HBe calibralion is accepted and
stored, all subsequent samples may be tested without furiher
calibration ¢nless:

* A reagent kil wilh a naw lal number is used or
= Controls are out of range.

* For detalled Information on how 1o perform an assay calibration,
refer to the ARCHITECT Systern Operations Manual, Section 6.

Quality Control Procedures

The minimum contral requirement for the ARCHITECT Anti-HBe assay
Is that a single sample of both the controls be testad once every

24 hours each day of use for each reagent lot. If the quality control
procedures in your laberatory require more frequent use of contrals
to verify test results, follow your laboratery-specitic procedures.

The ARCHITECT Ant-HBe Control valuss must be within the
acceptable ranges specified in the control package insert. If a
control Is out of Its specified range, the assoclaled 1e€1 results

are invalid and samples must be retested. Racalibration may be
indicated.

Verlication of Assay Clalms

For protocols to verify package insert claims, refer (o the ARCHITECT
Systern Operations Manual, Appendix B.

The ARCHITECT Anti-HBe assay belongs 1o method group &.

H RESULTS

The ARCHITECT iSystem calculates the ARCHITECT Anti-HBe
Calibrator 1 mean chemiluminescent signal (RLU} fram 3 replicates
and stores the resull.

Calculation
The ARCHITECT iSystem calculates an ARCHITECT Anti-HBe result
based on the ratio of the sample ALY lo Lhe cutoff ALY (§/CO) for
each specimen and control.
= Gutoff BLU = Calibrator 1 mean RLU x 0.5
* The cutoff RLU is stored for each reagent lot calibration.
s S/CO = Sample RLU/Cutoff ALL
Example:
If the Sample RLU = 15000 and the
Cutoft RLU = 30000, then
1500030000 = 0.50
S/CO = 0.50
The ARCHITECT iSystem calculates the percant inhibition {%lIrh) of
the sampla ALU relative 1o the Calibrator 1 mean RLU.
Calibrator 1 Mean RLU - Sampie RLU

ibition = x 100
e lahibitn Cahbrator 1 Mean RLU

Example:
If the Sample RLU = 15000 and the
Calibrator 1 Mean RLU = 60000, then
60000-15000
50000

%100 =75

% Inkibition = 75

Interpretation of Results

+ Specimens with S/CO values > 1.00 are considered nenreactive
by the ARCHITECT Anti-HBe assay and need not be 1ested
further.

= Spacimens with $/CO values < 1.00 are considered reactive by
the ARCHITECT Anti-HBe assay.

= Specimens with %Inh < 50* are considered nonreactive by the
ARCHITECT Anti-HBe assay,

* Specimens with %Inh z 50* are considerad reaclive by the
ARCHITECT Anti-HBe assay.

+« Samples with §/CO values > 3.0 or %Inh < -50 may be reaclive
tor HBeAg and should be testad for HBaAg.

« Al initially reactive specimens should be transferred tc a
centrifuge tube, recentrifuged at = 10,000 RGF for 10 minutes
and retested in duplicate. If both retest values are nonreactive,
the specimen must be considered nonreactive for anti-HBe.

If either of the retest values is reactive, the specimen must
be considered repeat reactive for anti-HBe by the critarigas——
ARGHITECT Anli-HBe. AR .

*  For details on configuring the ARGHITECT iSyeigy H:r.._r.a e
grayzane interpretations, refer to the ARCHITEGT SyiiEm
Operations Manual, Section 2. | e a4



* NOTE: Due o mathematical rounding a sample result of, for
example, 48.8%Inh equals 50%Inh and is considered reaclive by the
ARCHITECT Anti-HBe assay.

Flags

Soma results may contain informatlon in the Flags fleld. For a
description of the flags that may appear in this field, refer to the
ARCHITECT System Operations Manual, Section 5.

l LIMITATIONS OF THE PROCEDURE

« |f the anti-HBe resulis are inconsistent with clinical evidence,
additional tasting is suggested to confirm the rasult,

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

+ Specimens that have been frozen and thawed and specimens
containing red bload cells, clots, or particulate mattar must be
centrifuged prior to running the assay.

* Specimens from patients who have received preparations
of mouse monoclonal antibodies for diagnosis or therapy
may contain human anti-mouse antibodies (HAMA), Such
spacimens may show aeither falsaly elevated or ¢epressed values
when tested with assay kits that empley mouse monoclonal
antibodies. !0 11 ARCHITECT Anti-HBe reagents contain a
componant that reducas the effect of HAMA reactive spacimens.
Additional clinical or diagnastic information may be required to
determine patient status.

+ Heterophilic antibodies in human serum can react with reagent
immunaglobuling, imerfering with in vitro immunoassays. Patiants
routinely exposed to animals or to animal serum products can
be prone 1o this interference, and ancmalous values may be
observed. Additional information may be required far diagnesis.'

ll SPECIFIC PERFORMANCE CHARACTERISTICS

Precision
The precision of the ARCHITECT Anti-HBe assay across the control
range (0.21 - 2.70 §/CQ) is < 10%. A study was perfermed using a
panel cansisling of ong nonreactive membaer, four diluted anli-HBe
reactive members, controls, and the calibrator. Two external sites
tested two different lots of the controls and the calibrator across two
reagent lots (every combination), and an internal sile 1ested three
different lots of controls and calibrator across lhree reagent lots
tevery combination). All panel members were tasted in replicates of
three per run. The intra-run and inter-run standard deviations (SD)
and percent caefficient of variation (%CV) were analyzed with a
variance compenents analysis™ using a mixed analysis of variance
model™, The data from this study are summarized in Table 1.

Table 1: ARCHITECT Anti-HBe Precision®

Pansl Intra-run Inter-un**
mempar Tolaln  Mman $/C0 50 %LV 50 %oy
Calibrator 1 516 200 0.096 479 0.007 4,83
Nagative 516 197 0.086 4.38 0005 4.80
Canirol

Fositive i 0,51 0.027 L 008 5,084
Control

Parel 1 204 0.1 0.006 5.64 0.007 555
Panel 2 204 0.23 0.008 .72 0.010 4.48
Panel 3 204 047 0019 376 0.022 4,66
Pane| 4 204 033 0,044 475 0.047 5.04
Panel 5 204 1,70 0,080 4 69 0.084 483

* Representative performance data are shown, Results obtained in
individual laboratories may vary.
** Inter-run variability contains Intra-run variability.

Specificity
The ARCHITECT Anli-HBe assay spacilicity for random bleoed donor
specimens is z 99.5%,
A study on a total of 1310 random blcod (serum and plasma) donor
specimens was performed at two clinical sites. Six specimens
ware reactive by ARCHITECT Anli-HBe and were also reaclive for
anti-HBc. The remaining 1304 specimens wera nonreactive by
ARCHITECT Anti-HBe. The data from this study are summarized in
Table 2.
The ARCHITECT Anti-HBe assay specificily for hospitalized patient
specimens ig > 99.0%.
A study on a total of 498 hospitalized patlent specimens was
performed at one clinical site. Sixty-thraa spacimens were reacliva
by ARCHITECT Anti-HBe and were also reactive for anti-HBc, The
remaining 435 speclmens were nonreactive by ARCHITECT Anti-HBe.
The data from this sludy are summarized In Table 2.

Table 2: ARGHITECT Anti-HBe Speclficity Results Uslng Specimens

from Random Blaod Donors and Hospitallzed Patients*

Number of
Number of Raactives by
Specimens Initial Repeat Supplemanial
Fopulation Testad Reacilve Heactiva Testing™"
Random Bleod Danors 1310 E f i
Hospitallzed Patients 498 54 63 33
Total 1808 70 i 50

* Representative performance data are shown. Resuits oblained in
individual laboratories and with diffarent populations may vary.
=* Supplemental testing on anti-HBe repeat reactives was periormed
with an anti-HBc assay.
A study was performad in which a iotal of 155 specimens from
individuals with potentially interfering substances and disease states
other than HBY (CMV, EBY, anti-HAV, anti-HCV, anti-HIV-1, HSV,
rubslla, HBY vaccine recipients, syphilis, urinary tract infactions,
rheumatoid factor, anti-nuclear autoantibodies [ANA], toxoplasmosis,
alcoholic cirrhosis, pregnant females, multiple myeloma, multiparous
fenales, dialysis patients, human anti-mouse antibodies [HAMA]}
were tested by ARCHITECT Ant-HBa. Seven spacimens were
reactive by ARCHITECT Anti-HBe and were also reactive for anti-
HBe. The data from this srudy are summarized in Table 3.
A study was parformed in which 75 specimens from individuals with
high risk ol blood transmissible infections (intravenous drug users
[IVDU], man who have sex with men [MSM)], hemophiliacs) were
tested by ARCHITECT Anti-HBeg. Fittean specimens wera reactive by
ARCHITECT Anti-HBe and weare also reactive for anti-HBc. The data
from this study are summavrized in Table 3,

Tahle 3: ARCHITECT Anil-HBe Specificity Resulis Using Potentally

tnterfering Substances and High Risk Specimens”

Number ol
Number ol Reaclives by
Spacimens Initial Repeal Supplemental
Populalion Tasted Reactive Roaglive Testing**
Potentially Interfering \&5 T ! !
Substances
High Risk ol Blood 75 15 14 1

Transmissible Infections

* Represemative performance data are shown. Resulis oblained in
individual laboratories and with different populations may vary.

** Supplemental testing on anti-HBe repeat reaclives was performed
with an anti-HEc assay.

Sensitivity

The ARCHITECT Anti-HBe assay sensitivily 18 2 99.5%, A siudy was
perormed in which & iclal of 208 specimens, which were pre-
characterized reactive for anti-HBe and anti-HB¢, were all reagtive- -
by ARCHITECT Anti-HBe. The data trom this swdy ari-fmmintie
in Table 4. ¢ v




Table 4: ARCHITECT Anti-HBe Sensitivity Results Using Speclmens
Pre-characterlzed Reacllve for Antl-HBe*

Numbsr of Specimans
Populalion Tasted Reacliva

Pre-characterized 206 206
Anti-HBe Reaclives

* Representative performance data are shown. Resulls obtained in
individual laboratories and with ditferent populations may vary.

The ARCHITECT Anti-HBe assay sensitivity at the cut-off is < 0.45
PEI U/mL.

A study was performed in which a total of 83 specimens from
individuals clinically or serologically classified with different stages of
HBYV infaction were tested by ARCHITECT Anti-HBe. Seventeen out of
36 acute specimens were reactive and 19 were nenreactive. Qut of
57 chronic specimens, 36 were reactive and 21 were nonreactlva.

Assay Comparison

A total of 2605 specimens (random blood donors, hospitalized
patients, potentially interfering substances, high risk of blood
transmissible infections, acute HBV infection, chronic HBY infecticn,
other HBV positives, and seroconversion panels) were tested by
ARCHITECT Anti-HBe and AxSYM Anti-HBe 2.0, The agreement
between the two mathods was 99,19% (2584/2605).
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ARCHITECT
Anti-HBc IgM Calibrators

INTENDED USE

The ARCHITEGT Anti-HBg IgM Callbrators are for the calibration of
the ARCHITECT iSystem when used far the qualitative deteclian of
Igh antibody to Hepalitis B core antigen (anti-HBc Igh} in huinan
serum and plasma. Reler to the ARCHITECT Anti-HBc IgM reagent
package insert for additional information.

CONTENTS

* 1 Bottle {4 mL) of ARCHITECT Anti-HBc IgM Calibrator 1,
Recalcified nonreactive human plasma. Preservatives: ProGlin
950, ProClin300 and other antimicrobial agents.

+ 1 Botlle (4 mL) of ARCHITECT Anti-HBc IgM Galibrator
2. Recalcified human plasma reactive for anti-HBe Igh.
Preservatives: ProClin 950, ProClin300 and other antimicrobial
agents.

The Calibrators are at the following approximate concentrations:

E% en

Anti-HBc IgM
6C33
G5-8958 /R01

S6C3W0

6C33-02 O

_Ea_librator a Concentration { PEI UimlL)
0

[az] 67
STANDARDIZATION

Concentration standardized against the Reference Standard of the
Paul Enrlich Institute, Langen, Germany.

PRECAUTIONS
.

s Far /n Vitro Diagnostic Use

& CAUTION: This product contains human-sourced and/or

potentially infectious components. Refer to the CONTENTS section
of this package insert, No known test method can effer complele
assurance Lhat products derived from human sources or inactivated
microorganisms will not transmit infection. Therefore, all human-
sourced materials should be considered potentially infectious, it

is recommended that these reagents and human specimens be
handled in accordance with the OSHA Standard on Bloodborne

Pathogens. Bigsalety Leval 2 gr other appropriate biosafety practices

sheuld be used for malenals that contain or are suspected of
containing infectious agents.*4

The human plasma used in Calibrator 1 is nonreactive for HBsAg,
anti-HIV-1/HIV-2, anti-HCV, anti-HBs, ang HIV-1 RNA or HIV-1 Ag.

&

The human plasma used in Calibraior 2 is reaclive for anti-HBc IgM,
reactive or nonreactive for HBsAg and nonreactive for anti-HV-1/HIV-
2, anti-HCY, and HIV-1 RNA or HIV-1 Ag.

The following warnings and pracautions apply to: @E ! -

WARNING | Contains methylisothiazolones.

Ha17 |May cause an allergic skin reaction.

Prevention

P261 Avoid breathing mist / vapors | spray.

P272 Contaminated work clothing should not be
|allowed out of the workplace.

bza0 Wear_prmective gloves | protective
|clothing / eye protection.

Response ;

P302+P352 IF ON SKIN: Wash with plenty ol waler,

P333+P313 If skin Irrltation or rash occurs: Get
medical advice [ attention.

F362+P364 Take off contaminated clothing and wash
it befare reuse.

Disposal

P501 Dispose of contents / conlainer in
accordance with tocal redulations.

Safety Dala Sheels are available at www.abboltdiagnostics.com or
contact your local representalive.

For a detailed discussion of safety precaulions during system
operation, refer to lne ARCHITECT System Operations Manual,
Section 8.

STORAGE

* Calibralors are stable until the exprration date when stared and
handled as directed.
* Do not use past expiration date.

Jfa'c
. 2C

PREPARATION FOR ANALYSIS

Calibrators may be used immediately aiter removal from 2-8°C
storage.

Prior to use, mix by gentle inversion (510 limaes).

After each use, tightly close the caps and return the calibrators to
2-8°C slorage.
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Adminisiration, 29 CFR Parl 1810.1030, Bloodborne palhogans.

£ US Department of Health and Human Services. Bipsafely in

Microbiological and Biemedical Laboratories, Sih ed, Washington, DC:

US Governmen; Printing Ofice; December 2009,

World Health Organization. Laboratory Biasafety Manual, 3rd ed,

Ganeva: World Health Organization; 2004

4, Clinigal and Laboratory Standards Institute (CLSI). Protection
of Laboratory Workers From Occupationally Acquired Infedidng;
Approved Guideline—Fourth Edition. CLSI Oocurmant 828- A4, Wayma
PA. CLSI: 2014. sl
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ARCHITECT
Anti-HBc IgM Controls

INTENDED USE
The ARCHITECT Anti-HBc IgM Contrals are for the verificalion of the

% en

6C33-11 O Antli-HBg lgh
6C33
Z G6-0340/R02
CeC3W0
— 1 -=tA J

|The following wamings and precautions apply to: !
|[comTROL]F]

calibration of the ARCHITECT iSystem when used for the qualitative
detecticn of IgiM antibody to Hepalitis B core antigen {anti-HBc IgM)
in human serum and plasma. Refer to the ARCHITECT Anti-HBc IgM
reagent package insert for additional infermation, -
WARNING Contains mathylisothiazolones.
CONTENS Ha17 May cause an allsrgic skin reaction.
2 Bottles (B mL each) of ARCHITECT Anti-HBc IgM Controls are Prevention
prepared in recalcified human plasma. Po6] Avold breathing mist / vapors / spray.
+ The Negative Contral is nonreactive. Preservatives: ProClin 950, pa72 Contaminated work clothing shovld ot be
ProClin 300, and other antimicrobial agents. allowed out of the workplace.
*  The Positive Gonirol is reactive for anti-HBc IgM. Pressrvatives: P280 Waar proleciive gloves / pratective
ProClin 950, ProGlin 300, and other antimicrobial agents. clothing / eye protection. [

The contrals are at the following ranges and approximate hesponse a
concantrations. P302+P352 IF ON SKIN: Wash wilh plenty of waler.

Concentration P333+P313 If skin irritation or rash ocours: Get
_C:ontrol Color Dye (PEI U/mL)  Range (S/CO) medical advice / attentiar.
Natural None 0 0-025 P362+P364 Taka off contaminated clothing and wash
Blue Acid Blue 150 1.608 - 4.825 it bofore rause.

No, 8 Disposal
P501 Dispos_e of contents [ container in

STANDARDIZATION accordance with local regulations.

Concentration s1andardized against the Reference Standard of the
Paul Ehrlich Instilule, Langen, Germany.

PRECAUTIONS
.

* For In Vitro Diagnostic Use

A CAUTION: This product contatns human-sourced and/or

potentially infectious compenents. Refer to the CONTENTS section
of this package insart. Na known test method can offer complete
assurance that products derived from human sources or inactivaied
microorganisms will not transmit infection. Theretore, all human-
sourced materials should be considered potentially infactious. It

is recommended that these reagents and human specimens be
handled in accordance with the OSHA Siandard on Bloadborne
Pathogens. Biosafety Level 2 or other appropriate biosafaty practices
should be used for materials 1hat contain or are suspecied of
containing infectious agents.™

The human plasma used in Negative Control is nonreactive lor
HBsAg, anti-HIV-1{HIV-2, anti-HCV, anti-HBs, and HIV-1 RNA or HiV-1

Ag.
&
\l/
The human plasma used in Positive Control is reaclive for Anti-HB¢

Ighd, reactive or non reaclive for HBsAg and nonreactive for anli-
HIV-1/HIV-2, anti-HCY, and HIV-1 RNA or HIV-1 Ag.

Safety Data Sheels are available at www.abbotidiagnoslics.com or
contact your local representative.

For a detailed discussion of safely precautions during system
operation, refer 10 the ARCHITECT System Operalions Manual,
Section 8.

STORAGE

= Controls are stable until the expiration dale when slored and
nandled as dlrected.
+ Do no! use past expiralion date.

Jfﬁt
+ 2C

PREPARATION FOR ANALYSIS

Controls may be used immediately after removal from 2-8°C storage.
Prior to use, mix by gentle inversion {5-10 times).

After each use, tightly close tha caps and returp the conircls lo
2-8°C storage.

BIBLIOGRAPHY

1. US Department of Labor, Occupational Safety and Health
Administration, 29 GFR Pari 1940.1030, Bloodborne pathogens,

2. U5 Depariment of Health and Human Services. Biosalety in
Microbiological and Biomedical Laboratories. ih ed Washington, £C:
US Govarnment Printing Otfice; December 2009,

3. Waorld Health Qrganization. Laboratory Biosafety Manual, 3rg ed,
Geneva: World Health Organization; 2004,

4, Clinical and Laboratory Standards Instine (CLSI), Pratessaf
of Laboratory Workars From Occupalionally Acquiied ifia ik,
Approved Guideling—Fourth Edition. CLSI D'::r..-r.-uq_-.n!_fg'lm-i, ]

PA: CLSI; 2014, ey
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ARCHITECT
Anti-HBc IgM

freal Highllghted Crianges: Revised Dacormbsr 2017.

Package insert instructions must be carefully followed. Rellability of
assay results cannot be guaranteed If there are any deviations from
the instructions in this package insert.

I NAME
ARCHITECT Anti-HEc 1gM

N INTENDED USE

The ARGHITECT Anti-HBc IgM assay Is a Chemiluminescant
Microparticle Immunoassay (CMIA) for the gualitative detection of
IgM antibody 1o hepatltls B core antigen (antl-HEc IgM) in human
serum and plasma and s indicated for use as an aid in the diagnosis
of acute or recent hepalitis B viral infection.

B SUMMARY AND EXPLANATION OF THE TEST
The ARCHITECT Anti-HBc IgM assay ulllizes acridinium-labeled
recombinant hepatitis B virus core antigen (rH8cAg) conjugate far
the detection of anli-HB¢ IgM. Viral spacific 1gM antibedy has been
detected in most acute viral infections and is a reliable marker of
acute disease. The concentrations of anti-HBc Igh rise rapidly in
patients with acute infaction; high levels of anti-HB¢ IgM have been
detected in palients with acute hepatitis B viral infection.™ Hepatitis
B surface antigen (HBsAg) will generally also be present as a
serological marker of an acute infection,® but there are raports of
HBsAg being undstectable.® 10

in the convalescent phase, anti-HBc igM will persist after the
disappearance of HBsAg and decrease slowly over time. In the
absence of information about any other hapatitis B virus (HBV)
markers, it must be considered that an individual with detectable
levels of ant-HBe IgM may be actively infected with HBV or {hat the
infection may have resolved. Anti-HBG IgM may also be present in
patients with chronic hepatitis B viral infection,® The concentralions
are generally lower than those associated with acute infections and
may rise and fall with exacerbation of the disease.!*'® Differentiation
of acute and chronic hepatitis B viral infection solely on the basis
of viral markers, which are also trequently present, such as HBsAg,
anti-HBs, HBeAg, anti-HBe, and anfi-HBc, is difficult because most
of these markers occur in both acute and chronic disease. Since
therg is high correlation of high anti-HBc IgM concentrations with
acute hepatitis B viral infection, the test for anti-HB¢ IgM may serve
as an aid lo distinguish acute hepatitis illness due to HBY versus
superimposed infections by other possibie agents such as hepatitis
A, hepatitis C, or delta virus.B- 8 11,16

B BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT Anti-H8c IgM assay is a two-step immunoassay
for the qualitative detection of anti-HBc Igh in human serum and
plasma using CMIA technology with flexible assay proiccals, referred
1o as Chemiflex.

1. Prediluted sample and anti-human IgM (mouse monoclonal)

coated paramagnstic microparlicles are combinad. The human
Ighi present in the sample binds to the anti-human 1gM (mouse
monoclonal) coated microparticles.

2. After washing, anti-HBc specific IgM binds to the acridinium-

labeled rHBcAg conjugate that is added.

3. Fallowing another wash cycle, Pre-Trigger and Trigger Solutions

are added 1o the reaction mixture,

K en

6C33-27 o Anti-HBe g
6C33-22 6C33
Z G60417R03
BGEC3IWO

N

4. The resulling chemiluminascent reaclion is measured as relalive
light units (ALUs). There is a direct relationship between the
amount of anti-HBc IgM in the sample and the BLUs delected by
the ARCHITECT iSystem optics,

The presence or absence of antl-HBc IgM In the specimen is

detarmined by comparing tha chamiluminescent signal in the

reaction to the cutofl signal determined from an active calibration. If
the chemlluminescent signal In tha reacilon is greater than or equal
to the cutoff signal, the specimen is considered reactive for anti-HBc

Igh.

For additional infarmation on system and assay lechnalogy, refer 1o

the ARCHITECT System Operations Manual, Section 3.

B REAGENTS

Kit Contents

ARCHITECT Anti-HBc IgM 6C33

NOTE: Some kit sizes are not available in all countries or for use on
all ARCHITECT LSystems. Please contacl your local distributor.

6C33-27 6C33-22
NES 100 a00

Tx66mL 4%56mL
1x569mL 4x58mL

Anti-human IgM [mouse monoclanal) coated
micropanticles in TRIS buffer with protein {bovine, goat) stabilizers.
Minimum concentration: 0.12% solids. Preservalives: Antimicrobial
Agents.

Acridinium-labeled hepatilis B virus core antigen (£. coli,
recombinant) conjugate in suceinate buffer with protein (bavine)
stabilizer. Minimum concentration: C.4 pg/ml. Preservatives:
Antimicrobial Agents,

Cther Reagents

ARCHITECT Pre-Trigger Salution canfaining
1.32% (w/v) hydrogen peroxida,

ARCHITECT Trigger Solution containing 0.35 N
sodium hydroxide.

ARCHITECT Wash Buffer containing phosphate
buffered saline solution. Preservatives: antimicrobial agents.

Warnings and Precautlons
.

= For In Vitro Diagnostic Use
Safety Precautions

CAUTION: This product requires the handling of human specimens.
It is recommended that all human-sourced malerials be caonsidereg
potentially infectious and handled in accordance with the OSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriate biosafely praclices should be used for malerials that
contain or are suspected of containing infectious agents, "™ —



The following waﬂlng_s and precautions apply to:

WARNING: Contalns Palyethylene glycol octylphenyl
sther [Trilon X-405) |

H31g Causes serlous eye Irrhatlon.

Prevention

P264 Wash hands thoroughly after handling.

P280 Wear protective gloves [ protective
clothing / eye protectian.

Respense )

P305+P351+P338 IF IN EYES: Rlnse cautiously with water
for several minutes. Remove contact
lensas, if present and easy 10 do.
Continue rinsing.

P337+P313 It eye irdtation persists: Get medical
advice { attention,

Safety Data Sheets are available at www.abbotidiagnostics.com or

contact your local represertative,

For a defailed discussion of safety precautions during system

operation, reter 1o the ARCHITECT System Operations Manual,

Sectian 8,

Reagent Handling

+ Do not use reagen kits beyond the expiration dats.

¢ Do not pool reagents within a kit or between kits.

» Belfore loading the reagent kit on the system for the first time, the
microparticle bottle requires mixing o resuspend micropasticles
that may have settled during shipment. For microparticle mixing
inslructions, reter to the PROCEDURE, Assay Procedure section
af this package inserl.

»  Septums MUST be used to preveni reagent evaporation and
contamination and to ensure reagent Integrity. Rellabllily of
assay results cannot be guaranteed if septums are not used
according o the Instructions In this package Insert.

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

* Dnce a septum has been placed on an open reagent bottle,
do not Invert the bottle as this will result in reagent lsakage
and may compromise assay results.

¢ Ovar time, residual liquids may dry on the septum surface.
These are typically dried salls and have no effect on assay
sflicacy.

When handling microparticle vials, change gloves that have

contacted human plasma/sera, since Injroduction of human Ighd may

resull in a neulralized microparticle.

For a delailed discussion of handling precautions during system

operation, refer to the ARGHITECT Systam Operations Manual,

Section 7.

Reagent Storage

When stored and handled as directed, reagents are stable until the
expiration date,

Storage Maxlmum Additional Storage

Temperature Storage Time Instructions -
Unopened/ 2-8°C tntil May be used immediately
Opeaned* expiration after remaval from 2-8°C

date storage.
Store in upright position.

QOn board  Sysiem 30 days Discard after 30 days.

temperature For information an tracking

onboard time, refer o
the ARCHITECT System
Operations Manual,
Seclion 5.

* Reagents may he storad on or off the ARCHITECT iSystem. lf
reagents are removed from the system, store them at 2-8°C (wilh
septums and replacement caps) in an upright position. For reagents
stored off the syslem, il is recommended that they be stored in
1helr orlginal trays and boxes o ensure they remaln upright. It the
microparticie bottle does not remaln upright (with a septum
installed) whlle in refrigerated storage off the system, the reagent
kit must be discarded. For information on unloadlng reagenis, refer
to tha ARCHITECT System Operations Manual, Section &.

Indications of Reagent Deterloration

When a control value is out of the specified range, it may indicate
deterioration of the reagents or arrors in technique. Associaled lest
results are invalid, and samples musl be retostad. Assay recalibration
may be necessary. For troublashooting information, refer to the
ARCHITECT Systern Operations Manual, Section 10,

N INSTRUMENT PROCEDURE

Tha ARCHITECT Anli-HBc IgM assay file must be installed on he
ARCHITECT iSystem from an ARCHITECT iSystem Assay CD-ROM
priar to performing the assay.

For detailed information on assay file nstallation and viewing

and editing assay parameters, refer to the ARCHITECT System
Qperations Manual, Section 2.

MOTE: For details on contiguring the ARCRHITECT iSystem to use
grayzone interpretations, refer 10 the ARCHITECT System Operations
Manual, Section 2, Subsection Assay Settings, Configure assay
paramaiers diglog window — Interpretation.

For information on printing assay paramelers, refer o the
ARCHITECT Systern Operations Manual, Sectlion &.

Far a delailed description of system procedures, reler (o the
ARCHITECT System Operations Manual.

H SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Valldated specimen types to be used with this assay:

Callection Tubes
Serum

Serum seoparator lubes
Potassiurm EDTA
Sadium citrate
Sadium haeparin

ACD

CPDA-

CPD

Polassium oxalate

Specimen Types
Human serum

Human plasma

» Other anticoagulants have not been validated for use with the
ARCHITECT Anli-HB¢ IgM assay.

* Performance has nol been established for the use of cadaveric
specimens or the use of body fluids other than human serum or
plasma.

& The instrument does not provide 1he capabilily 1o verify specimen
type. Il is the respansibilily of the operator to verify that the
correc| specimen types are used in the assay.

Specimen Conditions

« Do not use specimens with the following conditions:

» heat-inactivaled

* pooled

* grossly hemolyzed

* gbvious microbial contamination

* For accurate esults, aerdm snd plasms speciman zhould be
e of fioris, ved blood cebls, ang other particilate male



» Ensure that complate clot farmation in serum specimens has
1aken place prior 1o centrifugation. Semea specimens, especially
those from patients receiving anticoagulant or thrombolytic
therapy may exhibit increased clotting time. If the specimen is
centrifuged before a complete clot forms, the presence of fibrin
may cause efroneous results or asplration errors.

» Specimens fram heparinized patiants may be partially coagulated
and erraneous results could occur due to the presence of fibrin.
Ta prevent this phenomanon, draw the specimen prior 1o heparin
1herapy.

» To prevent cross contamination, use of disposable pipetles or
pipette 1ips is recommendad,

Preparatlon for Analysls

s Follow the tube manufacturer’s processing instructions for
collection tupes. Gravity separation is not sufficlent for specimen
preparation.

* To ensure consistency in resulls, specimens must be transferred
to a centrifuge wbe and centrifuged at = 10,000 ACF (Relative
Cenirifugal Force) for 10 minutes before testing if
» ihey contain fiorin, red blood cells, or other particulate

matter,
» they require repeat testing, or
s they were frozen and thawed.

*  Specimens must be mixed THOROUGHLY alter thawing by LOW
speed vortexing or inversion. Visually inspect lhe specimens
for the absence of strafification. If layering or stratlfication is
cbssrved, repeat uniil specimens are visibly homogenaous.
Centrifuge at 2 10,000 RCF for 10 minutes {o remove particulate
matter and 10 ensure ¢onsistency in tha results.

* Specimans that have been frozen and lhawed and specimens
containing red blood cells, clots, or particulate matter must be
centrifuged prlor to running the assay.

* Transfer clarlfied specimen to a sample cup or secondary tube
lor testing. For centrifuged specimens with & lipid layer, iransfer
only the clarified spsciman and not the lipemic material,

+ Inspect zll specimens tor bubbles, Remove bubbles with an
applicator stick befare analysis. Use a new applicator stick for
each specimen to prevent cross contaminalion,

Specimen Storage
Specimen Type

Storage Temperature  Maximum Storage Time
2-B°C = 7 days
-20°C or colder -

Serum/Plasma

Specimens may be stored on or off the ¢lot or red blood cells.

Remova serum or plasma from the clot, serum separator, or rad

blaod cells if slored longer than the maximum 2-8°C storage time and

stare frozen at -20°C or colder.

No qualitative performance differences were observed between

experimental conirols and the 25 nenreaciive or 25 spiked reacilve

specimens subjected ta 6 freeze/thaw cycles.

Avold muliiple freezefthaw cycles.

No qualitative performance differences were observed belwesn

experimental conirols and the 25 nonreaciive or the 25 spiked

reactive specimens tested with slevated levels of bllirubin

{< 20 mg/dL), hemoglobin {< 500 mg/dL), wriglycerides

(= 3,000 mg/dL), protein (< 12 gfdL), or red blood cells {< 0.4% v{v).

Specimen Shipplng

* Package and label specimens in compliance with applicable
state, federal, and International regulations covering the transport
of clinical specimens and inleclious substances.

* Il is recommended that specimens be removed from the clo,
serum separator, or red blood cells.

» Ship ambient, at 2-8'C (wet ice), or -20°C or colder {dry ice).

+ Do not exgeed the storage time limitations listed above,

B PROCEDURE

Materials Provided
6C33 ARCHITECT Anti-HBc igM Reagent Kit

Materlals Required but not Provided
» ARCHITECT Anti-HBc lgM Assay file obtained from
the ARCHITECT iSystem e-Assay CD-ROM found on
www abbotidiagnostics.com.
*  GC33.02 ARCHITECT Anti-HBG IgM Calibrators
»  BC33-11 ARCHITECT Anti-HBe I1gM Gontrals
»  ARCHITECT Pre-Trigger Solution
* ARCHITECT Trigger Solulion
*  ARCHITECT Wash Buffar
e ARGCHITECT Reaclion Vessels
»  ARCHITECT Sample Cups
«  ARCHITECT Septum
«  ARACHITECT Replacement Caps
« Pipettas or pipette tips (optional) to deliver the volumes spacified
on the patient or control order screen.
For information en materials required for maintenance grocedures,
refer to the ARCHITECT Systern Operations Manual, Section 9.

Assay Procedure
« Before loading the reagent kit on the system for the first
time, the microparticle botile requires mixing to resuspend
microparticles that may have settled during shipment. After the
first fime the microparticles have been loaded, no further mixing
is required.
¢ Invert the microparticle bottle 30 times,
¢ Visually inspect the bottle to ensure micraparticles are
resuspended. If microparticlas are still adhered lo the bottle,
continue to Invert the bottls until the microparlicles have
been completely resuspendad.
* If the microparticles do not resuspend, DO NOT USE.
Contact your local Abbott representative.
¢ Once the microparticles have been resuspended, remove
and discard the cap. Wearing clean glaves, remove a
septum from the bag. Carefully snap the septum onlo the
top of the botlle.
* Lpad the reagent kit on the ARCHITECT iSystem
« Verify that all necessary reagents are present
+ Ensure thai seplums are present on all reagent battles.
* Order calibration, if necessary.
« For information on ordering calibralions, refer to the
ARCHITECT System Oparations Manual, Section 6
= Order tests,
+ Farinformation on ordering patient specimens and
controls and for general operating procsdures, refer to the
ARCHITECT System Qperations Manual, Section 5.
* Minimum sample cup volume is calculated by the system
and printed on the Orderlist repert. To minimize the effects of
evaporation, verify adequate sample cup volume is present prior
to running the test.
Maximum number of replicales sampled from the same sample
cup: 10
*  Priority:
Sample volume for (st 1est: 64 pb
Sample volume for each additional test from same sample
cup: 14 pL
*« < 3 hours on board:
Sample valume for first test: 150 pl
Sample volume Tor each additional test from same sample
cup: 14 L -



« > 3 hours on board: Additional sample volume required.
Refer to the ARCHITEGT System Operations Manual, Seclion
5, for information an sample evaporation and volumes.

s It using primary or aliquot tubes, use tha sample gauge 1o
ensure sufficient patient specimen is present.

+ Prepare ARCHITECT Anti-HBc IgM Calibrators and Controls.
Make sure the calibrators and controls are completely thawed
before mixing. Allow sufficient time for thawing.

« Mix calibrator(s} and controls THOROUGHLY by low spead
vortex or gentle inversion before use.

* Hold botties vertlcally and dispense recommended veiumes
into each respective sample cup.

* HAecommended volumes:
for each calibrator: 5 drops
for sach centrol: § drops

= |[oad samplgs.

« For information on loading samples, refer to the ARCHITECT
System QOperatlons Manual, Section 8.

= Press RUN.

= For additional infarmation on principles of operation, refer 1o the
ARCHITECT Systern Operations Manual, Section 3.

= For optimal perfarmance, it is important to parform routine
maintenance as described in the ARCHITECT System Operations
Manual, Section 9, Perform maintenance more frequenily when
requirad by laboratory procedures.

NOTE: The ARCHITECT Antl-HBc IgM assay parforms a sample

pradilution, and therefore requiras wao RVs par test,

Specimen Dilution Procedures
Specimens cannot be diluted for the ARCHITECT Anti-HBc IgM
assay.

Calibration

* Test Calibratar 1 and 2 in replicates of three. The calibrators
should be pricrity loaded.

A single sample of each control level must be tested to evaluate
ithe assay calibration. Ensure that assay control valuas are within
tha ranges specified in the respective control package insert.

* Once an ARCHITECT Anti-HBc IgM calibration is accepted and
stored, all subsequent samples may be 1ested without further
calibration unless:

*  Areagent kit with a new lot number is used or
s Controls are out of range.

*  For detailed informalion on how ta perform an assay calibration,

refer to the ARCHITECT System Qperations Manual, Section .

Quality Control Procedures

The recommended control requirement for the ARCHITECT Anti-

HBc IgM assay is thai a single sample of both controls be tested
once every 24 hours each day of use for each reagent lot. [{ the
quality control procedures in your laberatory require more frequent
use of contrals to verify test results, follow your laboratory-specific
procedures.

The ARCHITECT Anti-HBc IgM Control values must be within the
acceptable ranges specified in the conirol package insert. If a control
is out of its specified range, the associated test results are invalid
and must ba reiested, Recalibration may be indicated.

Verification of Assay Clalms

For prolocols to verity package insert claims, refer ta the ARCHITECT
System Operations Manual, Appendix B,

The ARCHITECT Anti-HEc IgM assay belongs to method group 6.

B RESULTS

Calculatlon

The ARCHITECT iSystem calculates \he cuioff rate (CO) from the
mean RLU of three replicates far Calibrator 1 and Calibrator 2 and
stores the results.

Cutotf RLU = [{Calibrator 2 mean ALY - Calibrator 1 mean RLU) x
0.75] + Calibrator 1 mean RLU

The cutoff RLU is stored for each reagent lot calibration,

The ARGHITEGT iSystem calculates a result based on the ratio of
the sample RLU(s) to the cutoft ALU for each specimen and cantrol.
5/CO = Sampla ALU/Cutoff RLU

Example:

If the Specimen ALL = 25,000

and the CO = 19,500

25,00019,500 = 1.28

S{CO = 1.28

The ARCHITECT Anti-HBc IgM Calibrater 2 has been referencad
against the Paul-Ehrlich-Institute, Langen, Garnmany, HBc
Referenzserum IgM B4 (IgM anti-HBc). For deiails, refer o the
ARCHITECT Anti-HBc IgM Calibrator Kit (§C33-02) package insert,

Interpretation of Resulis

S/CO values Interpretation
< 1.00 Nonreaciive
= 1.00 Reactive

For details on configuring the ARCHITECT i8ystam 1o use grayzone
interpretations, refar to the ARCHITECT System Operalions Manual,
Section 2.

Flags

Some results may cantain information in the Flags field. For a
description of the flags that may appear in this field, refer 1o the
ARGHITECT System Operations Manual, Section &,

B LIMITATIONS OF THE PROGEDURE

s  For diagnostic purposes, results should be used in conjunction
with patient history and other hepatitis markers for diagnosis of
acuta or chronic intection.

* |f lhe anti-HBc IgM results are inconsistent with clinical evidence,
additional testing is suggested to canlirm the result.

= Specimens from heparinized patients may be partially coagulated
and arroneous results could ocgur due to the presence of fibrin,
To prevent this phenomenon, draw the specimen prior to heparin
therapy.

* Specimens from palients with high levels ot IgM, e.g specimens
from patients with muhiple myeloma, may show depressed values
when tested with assay kits thal use reagenis contairing anti-
human Igh.

8 SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The precision of ARCHITECT Anti-HBe IgM was determined during
the clinical evaluation using a panel consisting of one nonreactive
member, three diluted anti-HBc lgM reaclive members, controls,

and calibrators. Two sites tested two different lots of the conlirols
and calibrators across two reagent lots (four combinations), and
one sile testad three different lots of controls and calibrators across
three reagent lols (nine combinations). All members were tested in
triplicate in four runs for two ar four days. The imra-run and inter-run
standard deviations {SD) and percent coefficient of variation (%CV}
were analyzed with a variance components analysis?! using a mixed
analysis of variance model.2? Data are summarized in Table 1




TABLE 1: ARCHITECT Anti-HB¢ tgM Reproducibllity, Three Sites, Three TAELE 3: Potentizlly Interfering Substances or Other Conditions, High

Lots Risk of Blood Transmissible Inlections, and Chronic HBV iInlection

Mean Infra-sen Intar-run® Specimens
Panel Momber  Totalm  §/CO S0 %oV 0] %CV Reactive
Galibratar 1° 516 0.03 0004 13.34 0.004 13 56 Population Number n n %
Calibrator 20 516 1,33 0.058 4.45 0,059 4.45 Potentially Interfering Substances or 161# 1k 062
Negative 516 063 0002 1140 0003 1283 Cthar Cancitions
Goniral® High Risk of Blood Transmissibla 5 1¢ 133
Pasilive 8 13 0124 3.4 0133 413 Infections
Contral® Chranic HBY Infgclion 50 | 1000
[ 204 i 0.003 - (L s a Two specimens (one HCV, one toxoplasmosis) were grayzone
2 204 47 0.020 419 s 6.80 reactive if a 0.50 1o 0.99 8/CO grayzone range was applied.
Parel s 4 083 0.033 15 bindg 4.38 Both were reactive by ARCHITECT Anti-HBc (total antibody) and
Panel 4 204 791 0.249 315 0.372 4.70 nonreattive by AHGHITECT HBsAg.

b One specimen ({dialysis patient) was reactive by ARCHITECT Anti-
HBc and nonreactive by ARCHITECT HBsAg.

¢ Two spaecimens (IVDU) were grayzone reactive if a 0.50 to

0.99 §/CO grayzone range was applied, Both were reactive by
ARACHITECT Anti-HBc and nonreactive by ARCHITECT HBsAg.

9 One specimen {MSM) was reactiva by ARCHITECT HBsAg and
ARCHITECT Anti-HBc.

- ® Six additional specimens were grayzone reactive if a 0.50 ta
Spceliclly 0.99 §/CO grayzone range was applied. The same additional number
A total ot 1634 random blood donor and hospitalized patient of specimens was grayzone reactive by AxSYM CORE-M.

specimens was tasted at three tlinlcal slies. None of the 1634
spacimens were reactive by ARCHITECT Anti-HB¢ IgM. Tha
spaecificity of ARCHITECT Anti-HBc IgM in this population was
100.00% (1631/1631%) with a 85% confidence intarval of 99.77-
100.00%. The data are summarized in Table 2.

CV = coefficient of varlation, n = sample size, S/CO = sample to
cutelf, SD = standard deviation

2 Inter-run variability contains intra-run variability.

b The resulls far Calibrator 1 and Calibratar 2 include three separale
lots comblned for sach calibrator.

¢ Ths results for the negative and posltive contrals include three
separate lots combined for each conlrol.

Sensitivity

In a total of 212 specimens from patients with acute hepatilis B,

all were reactive by ARCHITECT Anti-HBc IgM. The sensilivity was
100.00% (212/212) with a 95% confidence interval of 98.28-100.00%

TABLE 2: Speciflsity Results Uslng Random Blood Donors and NOTE: Four additonal specimens, initially classified as acute HBV
Hospitalized Patients speclmens, wers excluded from the sensitivity calculation. Of these,
Raaclive three specimens were concordanily nonreactive by ARCHITEGT
Papulation Number n n Y, Anti-HBc IgM and AxSYM CORE-M, The fourth specimen was
Rzndom Bload Donors o 1936%b n 000 nonreactive by ARCHITECT HBsAg.
Hospitalizad Patients Aggb I 0.00 The sensitivity of ARCHITECT Anti-HBc IgM is set so that a reactive
Tota 15340 ] 0.00 result (2 1.00 $/CO) implies acule or recent hepatilis B infection, An
B - example of a serial bleed panel from a hepatitis B patienl is shown
3 |neluded 580 plasma and 576 serum specimens, in Figure 1.
% Six specimens {four random blood donors, two hospitalized FIGURE 1: Example of a Serial Bleed from a Hepatitis B Patien

palienis) ware grayzone reactive by ARCHITECT Anti-HBe IgM if

a 0.50 10 0,99 5/CO grayzone range was applied. Thres of these 220 P
specimens were ARCHITECT Anti-H8c (lolal antibody) reactive 20.0 [8 A AdSYM GORE-M Index®

tone random blood donar, two hospitalized pavants). These three 18.0 |

spacimens were excluded from the specificity calculation due to 16.0 |

the presence of total Anti-HBc antibodies. For the remaining three 14.0 .

speeimens no other HBV serological markers were detected. E 12.0 =

A \otal of 161 specimens frem individuals with potentially interfering Z 100 i

substances and other cenditions (ChV-Ight, EBV-Ighl, HCV, HIV- o 3.0 r-;. S \

1, HSV-IgM, HAV otal antibody, HAV-1gM, ubella, HBV vaccine g- 25 I e |

recipients, ictal Anti-HBc high reactive, toxoplasmosis, syphilis, 2,0 | =\

urinary tracl infections, theumatoid factor, antinuclear =utcantibodies 1.5 J' ol E,

[ANA], alcoholic cirrhosis, pregnant females [first and il trimester], 10 1 P CTECT AR P
mulliple myeloma [IgM], mulliparous females, dialysis patients, other 0,5 ﬁ oG

0.0 T ITTT

liver gisease) were testad by ARCHITECT Anti-HBc Igh.

Seventy live specimens from individuals with high risk of blood
transmissible infactions (intravenous drug users [I[VDU], men who
have sex with men [MSM], hemophiliacs) were tested by ARCHITECT 2 AxSYM CORE-M grayzons range: 0.80 to 1.20 Index.
Anti-HBG 1gM,

A population of 80 specimens from patients diagnosed with chronie
hepatitis B was tested by ARCHITECT Anti-HBc Igh. Eight specimens
{10.00%) were reactive by ARCHITECT Anti-HBe IgM. All eight were
also reactive by AxSYM CORE-M. A tatal of nine specimens wera
reactive by AxSYM CORE-M®. The data for these three populations
are summarized in Tabls 3.

TIME [MONTHS]

Assay Comparison

A total of 2162 specimens (random blood donors, hospitalized
patients, potentially interfering substances or ether conditions, high
risk of blood transmissible infactions, acute HBV infaction, and
chronic HBV infection) were tesled by ARCHITECT Anii-HBG IgM and
AxSYM CORE-M. The agreement between the wo methods was
99.54% (2152/2162). The data are summarized in Tabie 4.

i
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TABLE 4: Comparison of ARCHITECT Anti-HB¢ IgM with AxSYM

21, Box GEP, Hunter WG, Hunter JS, Statistics for experimenters, an
iniraduction to design, data anelysis, and modsl building. New York,
NY: John Wiley & Sons, Inc, 1978:510-539, 571-583.

CORE-M
ARCHITECT Anti-HBc IgM
Reactive Nonreactive?
Reactiva 212 0
:;:YEMM Grayzone Reactive 8 ™
Nonreactive 3 1932¢

2 |ngludes grayzone results {range 0.50 o 0.99 S/CQ).
b Five were grayzone by ARCHITECT Anti-HBc Igh.
¢ Eleven were grayzons by ARCHITECT Anti-HBG igM,
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ARCHITECT
Anti-HCV Calibrator

INTENDED USE

The ARGHITECT Anti-HCV Calibrator is for the calibration of ths
ARGHITECT 1System when used for the qualitative detestion of

antibody to Hepatitis C virus (anti-HCV) in human serum and plasma,

Refer o the ARCHITECT Antl-HCV reagen! package insert for
additional information.

CONTENTS

1 Boitle (4 mL) of ARCHITECT Anti-HGV Galibrator is prepared
in recalcified human plasma (inactivated); reactiva tor anti-HGWV.
Presorvative: Sodium Azide,

Calibrator Color
Grgen*

* Dyes: Acid Yellow No, 23 and Acid Blue No. 9
PRECAUTIONS

.

s For In Vitro Diagnostic Use

. & CAUTION: This preduct conlaing human-sourced and/

or potentially infectious camponants, Refer ta the CONTENTS
section of this package insert. No known test method can
olter complete assurance that products derived from human
sourcas or inactivated microorganisms will not transmit infaction.
Theretore, aii human-sourced materials should be considered
potentally infactious. It is recommended that these reagents and
human specimens be handled in accordance with the OSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriate biogafety practices should be used for materials that
contain or are suspectad of containing infectious agents.4

* Tha human plasma used in the Calibrator is reactive for anti-
HCV and nenreactive for HBsAg, HIV-1 ANA or HIV-1 Ag, and
anti-HIV-1 JHIV-2,

EE en

6C37-01 o Anti-HCV
6C37
G4-7728/R05
S6C3AD
-i-”;'":.E":i |
BIBLIOGRAPHY

1. US Department of Labor, Occupational Salaty and Haalth
Administration, 29 CFR Part 1810,1030, Bloodborne pathogens.

2. US Depariment of Health and Human Services, Biosalely in

Micrabiological and Biomedical Laboratories. 5th ed. Washington, DC:

US Government Printing Otfice; December 2008,

World Health Organizalion. Laboratory Biosatety Manual. 3rd ed.

Genava: World Health Qrganization; 2004,

Clinlcal and Laboratory Standards instilute {CLSI). Protaction

of Laboratory Werkers from Oceupationaily Acquired Infections;

Approved Guideiing-Third Edition. GLS| Documenl M29-A3. Wayne,

PA; CLSI; 2005,
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Contains Sodium Azide. Conlact
with acids liberates very loxic

CONTAIRS: AZIDE |

gas.

(v In Vitro Diagnostic Medical
Device

[LoT] Lot Number

PNOBUCT OF WERMANRY Product of Germany

Er=dl List Numbsr

The feliowing warnings and precautions apply to: [CAL]1]
Contains sodium azide.

EUH032

GContact with acids liberates vary toxic gas.

P501 Dispose of contents { container in
accordance with local regulations.

Safely Dala Sheels are available at www.abbottdiagnostics.cam or
contact your local representative,

For a detailed discussion of safety precautions during system
operation, refer to the ARCHITECT Systern Operalions Manwual,
Section B,

STORAGE

» Calibrator is stable until the expiration date when storad ang
handled as directed.
+ Do not usa past expiration date.

*/?f&.c
+ 2°C

PREPARATION FOR ANALYSIS

Calibrator should be mixad by gentle inversion prior 1o use.

AACHITECT is a trademark of Abbott Laboratories in various
jurisdictions,

Abbatt GmbH & Co. KG
‘ Max-Planck-Ring 2
65205 Wieshaden
Germany
+49-6122-580
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Customer Service: Contact your local representative
or find country-specific contact information on

www.abbottdlagnostics.com
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ARCHITECT
Anti-HCV Controls

INTENDED USE

The ARGHITECT Anti-HGV Gantiols are for the veriflcation ot the
calibration of the ARCHITECT iSystern when used for the qualitative
detection of antibody to Hepatitis C virus (anti-HCV) in human serum
and plasma.

Rsfar to the ARCHITECT Anti-HCV reagent package insert for
additional information.

CONTENTS

2 Bottles (8 mL each) of ARCHITECT Anti-HCV Corlrols are
prepared in recalcifiad human plasma (inactivated). The Postlive
Control is reactive for amli-HGV. Preservalive: Sodium Azide.
The controls are at the following:

Control Range

Control Color Tiler §/CO
[conTRoL[-] Natural NfA* < 0.60
Blug** z 1 171 - 5,13

* Not Applicable,
** Dye: Acid Blue No. 9

PRECAUTIONS
.

s For i Vitro Diagnostic Use

J & CAUTION: This product conlains human-sourcad and/

or potentially infectious components. Refer to the CONTENTS
section of this package insen. No known 1est method can
offer complete assurance lhat products derived from human
sources cf 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. Biosafely Level 2 or other
apprapriate biosafety praclices should be used for materials thal
contain or are suspected of conlaining infeclious agents.™*

* The human plasma used in the Negative Control is nonreactive

for HBsAg, HIV-1 RNA or HIV-1 Ag, amti-HCV, and anti-HIV-1/HIV-2,

» The human plasma used in the Positive Control is reaclive for
anti-HCV and nonreactive for HBsAg, HIV-1 ANA or HIV-1 Ag and
anti-HIV-1 fHIV-2,

The fellowing warnings and precautions apply to: [conTRoL]=]

Anti-HCV
6C37
G4-7729/R06

Ce6C3B0O

6C37410

1

STORAGE

« Controls are stable until the expiration date when stored and
handled as directed.
* Do nol use past expiration dats.

Jfa'c
> 2C

PREPARATION FOR ANALYSIS

Cantrols should be mixed by gentle inversion prior 10 use.

BIBLIOGRAPHY
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Administralion, 29 GFR Part 1910.1030, Bleodborne pathogens.

2, US Departmem of Health and Human Services. Biosafety in
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PA: CLSI; 2005.
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