ARCHITECT
Anti-HCV

Rond Highlianted Changes: Revised Novambar 2014,

Package insert instructions must be carefully followed. Reliability of
assay results cannot be guaramieed if there are any deviations from
the instructions In this package insert.

B NAME
AACHITECT Anti-HCV

H INTENDED USE

The ARCHITECT Anti-HCV assay is a chemiluminescent microparticla
immunoassay {CMIA) for the qualitative detection of antibody to
hepalitis G virus (2nti-HCY) In human serum and plasma including
specimens collectad post-moriem (non-heart-beating). The
ARCHITECT Anti-HCV assay Is intended 1o be usad as an aid in the
diagnasis of Hepatitis C infection and as a screening test to prevent
transmission of Hepatitls C virus {HCV) to recipients of blood, blood
companents, cells, tissue and organs.

B SUMMARY AND EXPLANATION OF THE TEST
The ARGHITECT Anti-HCV assay is for the dstection ot anlibodies
ta hepatitis G virus (HCV), Chemiluminescent immunoassays are

a variation of the enzyms immunoassay (EIA) principle. Solid
phase ElAs, first descrived in thi early 1970s, use antigens and/or
antibadies coated an a surface i bind complementary anaiy‘les.1
The bound analyte is datectad by a series of antigen-antibody
reactions. EIAs are available to identily antigens and antibodies
related 1o viral hepatitis infaction. In the ARCHITECT Anli-HCV final
reaction, bound acridinylated conjugates are used to generate a
chemiluminescent signal.

HEV is a bicodbarme virus.2 3 Seralogical studies employing ElAs
for detection of antibodies o recembinant antigens of HCV have
established HCV as the cause of most bleodborne®? as well as
community-acquired'® non-A, non-B hepatitis. The presence of anti-
HCV indicales that an individual may have been infected with HCV,
may harbor infectious HCV, andfor may be capable of transmitting
HCV infection.! Although the majority of infected individuals may
be asympiomatic, HGV infection may develap into chronic hepatitis,
cirrhosis, andfor increased risk of hepatocellular carcinoma.'z'? The
implementation of blood donation screening for anti-HCV by ElAs
has led to a marked decling in the risk of transfusion-transmitted
hepatitis, '8 17
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ARCHITECT Anti-HCV has been designed to delsct antibodies lo

putative strugtural and nonstructural preisins of the HCV gengme.

The relationship between the recombinant HGV proteins in

ABRCHITECT Anti-HCV and tha putative structural and nonstructural

proteins of the HCV genome is depicted below.d

= HCra3: The HCr43 protein is expressed in Escherichia colf (€.
coli) and is composed of two nonconliguous coding regions
of the HCV genoma sequence. The first raglon reprasenis
aming acids 1192 to 1457 {33c¢) of the HCV sequence. The
second of the wo regions represents amino acids 1 to 150
(core) of lhe HGV sequence. Because of the simitarity of the
genomic organization of the flaviviruses, it is suggested that the
first sequence Is from the NS3 coding region and the second
saguence is from the ccre coding region of HGW

« ¢100-3: The c100-3 antigen is a recombinant HGV protein
axpressad In Saccharomyces cerevisias (yeast). The gencmic
organization of flaviviruses suggests that the gloned sequence
is contalned within the putative nonstructural (NS3 and NS4)
regions of HCV, The ¢100-3 protein is a chimeric fusion protein
with 154 amino asids of human superoxide dismuase (hS00D),
five linker amino acids, amino acids number 1569 to 1931 of the
HGV polyprotein, and the additional five amino acid linker at ihe
carboxyl terminus.

Hepatitis C antigens HCr43 and c100-3 are prepared under US

license by Chiron Corporalion under a shared manufacturing

agreement, The ARGHITECT Anti-HCV assay is manyfactured under

coniract agreement from Ortho Diagnostic Systems and Chiron

Corporation,
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B BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The ARGHITECT Anti-HCV assay is a two-step immunoassay, Using
chemiluminescen microparticle immuncassay (CMIA) ischnology, for
the qualitative detection of anti-HCV in human serurm and plasma,

1. Sample, recombinani HCV antigen coated paramagnetic
micraparticles and Assay Diluent are combined. The anti-HCY
present in the sample binds to the HCV coatad microparticles,

2. After washing, anti-human acriginium-labeled conjugate is added
to creata a reaction mixture,

3. Fallawing another wash cycle, Pra-Trigger and Trigger Solutlons
are added to the reactlon mixture.

4. The rasulting chemiluminascent reactlon is measured as relatve
light units (RLUs), There is a direct relationship between the
amount of anti-HCV in the sample and the RALUs detscted by the
ARCHITECT ISystem optics.

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

by comparing the chemlluminascent signal In the reaction to

the cutoff signal determined fram an active calibration. If the

chemiluminescent signal In the reactlon is greater than or equal to

the culoft signal, the specimen ls considered reactive for antl-HCV.

For additional informatien on system and assay technalogy, reler to

the ARCHITECT System Opaerations Manual, Sectien 3.

B REAGENTS
Kit Contents
ARCHITECT Anti-HCV 6C37

NOTE: Some kil sizes are not availabie in all countries or for use on
all ARCHITECT iSystems, Please contact your local distributor.

§Caz27  6C3722  6CIT-37 603732
7
&/ 100 400 500 2000

(icRoFarTigiEs) 1 x 6.6 L 4x 66 mL 1x27.0mL 4x270mL

1x59mL 4x53mL 1x26.3mL 4x26.3mL
1x100mL 4x100mL 1x508mL 4x50.9 mL

HCV (E. coll, yeast, recombinant) antigen coaled
microparticles in MES buffer, Minimum cancentration: 0.14% solids.
Preservatives: antimicrobial agents.

Gonjugate: murine anti-lgG/anti-gh acridinium-labsled
conjugate in MES buffer, Minimum concentration: (lg@) 8 ngfmLf
{lgM) 0.8 ng/mL. Preservatives: antimicrobial agents.

Anti-HGV Assay Diluent containing TRIS buffer with
proton giabiizscd, Prepdrvalives: antimicrobal agents

Other Reagents

ARCHITECT Pre-Trigger Solution containing
1.32% (wiv) hydrogen peroxide.

ARCHITECT Trigger Solution containing 0.35 N
sodium hydroxide.

ARGHITECT Wash Buffer coniaining phosphate
bufiered saline sokition, Preservatives: antimicrobial agents.

Warnings and Precautions
.

« For in Vitro Diagnostic Use
Safely Precautions

CAUTION: This product requires tha handling of human specimens.
1 Is recommended that all human-sourced materials be considered
polentially infectious and handled in accordance with the OSHA
standard on Bloodborne Patnogens. Biosafety Level 2 or other
appropriate biosafety practices should be used for materials thal
contain or are suspacted of containing infectious agents.'®22

i i frAEA s SppIiG sonmoart

‘mﬁw:mlmwmmm DotyinneEnyt

titon:
ﬂ"ﬁ‘ SSiiols ey (7E0T
\Wiasn Hand s inprangily alier ha.nrﬂ-hu.

JE%M*LW%

—_—

|F 1N EYES: fiiee caunousty win water
Fﬂﬁrﬂj minitas: Feiridve confact
presant and easy i do.

ﬂmﬁwm
1AITHREIE ff jmym Irtasion persisis: Gat madical,
| i attEan, i
| e i placavoRE BpDly B AT S| |
DANGER: Cantaing polysihyles Tfee] mandatin
gihBf {Trion X405 |
=i Gauzas serous == damnge, |
e Har Il o B s iE TS Wi Kang. 18sing
\Waar protectivi oloves pratectivs [
eloifing / sy praesion. |
Wieid relsata 10 Tra envronmmen.
TF I EYES: Flinse caltiously Wil wasei
e several minutes. Ramidie cafingt
Innm mmi ang =85y fe-do.
Faio
|EEH] ishoas of contants § Sonfamar in
| secalgancE wit iooal regutstons

Safety Data Sheets are avaslable at www.abbottdiagnostics.com or

contact yout local representaltive.

For a detailed discussion of salaty precautions during system

operation, refer ta the ARCHITECT System Operations Manual,

Saction 8.

Reagent Handling

= Do net use reagent kits beyand the expiration date.

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

« AElois loading the reagaem kit an the Syatem 1o e fiigl nme, |he
micropsticks pottle ragulras mixing to. reguEpend micrepar clas
that may haue settled durlng shapmsnt, Foo mricropaticle mrsng
inntrustiona. (eder 1o the PROGEDURE, Assayy Procedure seclon
of this package insert.




» Septums MUST be used to prevent reagent evaporation and
contamination and to ensure reagent integrity. Reliability of
assay results cannot be guaranteed 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 bottle.

« Once a seplum has been placed on an apen reagent bortle,
do not Invert the bottle as this will result in reagent leakage
and may compromise assay results.

»  Over time, resldual liquids may dry on the septum surface.
These are typically dried salts and have no sffect on assay
efflcacy.

«  When handling conjugate vials, change gloves that have
contacled human serum or plasma, since Introduction ol human
lg@/1gM will result in a neutralized conjugate.

For a delalled discusslon of handling precautions during system

aperation, rater to tha ARCHITECT System Operations Manual,

Section 7.

Reagent Storage

When slored and handled as direcied, reagents are stable until the
expiralion date.

Slorage Maximum Addltlonal Slorage
Temperature Storage Time Insiructions

Unopened/ 2.8'C Unitil May be used immediately
Opened” expiration  after removal from 2-8°C
date storage.,
Store in upright position.
On board Systam a0 days Discard after 30 days.
temperature For information on tracking

onboard time, refer 10
the ARCHITEGT System
Operations Manual,
Section 5.

* Reagents may be stored an or off the ARCHITECT ISystem. If
raagents are ramoved from the system, store them at 2-8°C (with
septums and replacement caps) in an upright position, For reagents
stored aff the system, It Is recommended that they be stored in
their original trays and boxes to ansure they remain upright. If the
microparticle bottle does not remain upright (with a septum
installed) while in refrigerated storage off the system, the reagent
wit must be discarded. For information on unloading reagents, refer
to the ARCHITECT Systern Operations Manual, Section 5.

Indications of Reagent Deterioratlon

When a contral value is aut of the specified range, it may indicate
deterioration of the reagents or arrors in technique. Assaciated test
resulls are invalid, and sampies must be retested. Assay recalibration
may be necessary. For traubleshooting information, refer to the
ARCHITECT Systam Oparations Manual, Section 10.

B INSTRUMENT PROCEDURE

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

For detalled infarmation on assay file installation and viewing
and editing assay parameters, refer to the ARCHITECT Systemn
Operailons Manual, Section 2.

For information on printing assay parameters, refer to the
ARCHITECT System Operations Manual, Ssclion 5.

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

B SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types

validated specimen lypes 1o he used with this assay:
Collection Tubes
Serumn

Serum separpiol WWhes
potassium EDTA
lithijum heparin
sodium haparin
sodium citrate
ACD

CPDAA

CPD

CP2D

potassium cxalate

Specimen Types
Human serum

Human plasma

+ Other anticoagulants hava not been validated for use with the
ARACHITECT Anti-HCV assay.

+ This assay was designed and validated for use with human
serum or plasma from individual palient and donor specimens,
Pooled specimens must not ba used since the accuracy of their
test results has not been validated.

» Performance has been established for she use of cadaveric
pleod specimens {specimens collected post-mortem, non-heart-
beating), for details refer to section Testing of Cadaveric Blood
Specimens.

« The instrument does not pravide the capability 10 verify specimen
type. It is the responsibility of e operalor 10 verify thal 1ne
correct speciman types are used in the assay,

Specimen Conditions

Do not use specimens with the following conditions:

* heal-inactivatag

« pooled

« grossly hemolyzed

Ensure thal complete clot formation in serum specimens nas 1aken
place prior lo cenirfugailen. Sama specimans, especially those
from patients reculving anticaagulant or thrombolbytic therapy may
exhibit increased clatiing tima, I 1he specimen is centrifuged belore
a compiete clot torms, the presence of fibrin may cause erroneous
resulls.

Spacimens from hepannized patiems may tie partially cobgulanss
and encneauy fesulis coulld conwr cus to the prasence of figen,

To prevent this phenomerion, draw the specimen prior to heparin
therapy.

To prevent cross contamination, use of disposable pipettes or pipelle
tips Is recommended.

No qualitative performance differences were obsesved betwean
experimental controls and the 23 nonreactive or 23 spiked reaclive
specimens tested with slevated levels of bilirubin {< 20 mg/dL),
hemoglohin (s 500 mgfdL), triglycerldes (< 3,000 mg/dL}, or protein
(= 12 g/dl).

No gualitative performance differences were observed between
experimental controls and the 25 nonreaclive or 29 spiked reactive
specimens tesled with red blood cells at < 0.4% viv.



Preparation for Analysls

+ Follow the tube manufacturer’s processing instructions for
collsclion tubes. Gravity separation is not sufficient for specimen
preparation.

Specimens must be separated from clots or red blood
cells using centrifugation as recommended by the tube
manufacturer.

«  Frozen speclmens must be mixed THORDUGHLY aiter thawing
by LOW speed vortexing.

+  For optimal results, serum and plasma specimens should
be tree of fibrin, red blood cells, or other particulate matter.
Such specimens may give Inconslstent results and must be
transferred to a centrifuge tube and centrifuged at least 10,000
RCF (Relatlve Centrifugal Force) for 10 minutes.

«  Centrifuged specimens with a lipid layer on the top must be
transferred to a sample cup ar secondary tube, Care must be
taken to transfer only the clarified specimen without the lipemic
material.

+ Inspact all specimens far bubbles, Remove bubbles with an
applicator stick befora analysis. Use a new applicator stick for
each specimen to praveni cross contamination.

Specimen Storage

Maslmum Stomge
Specimen Type Storage Temperaiure  Time
Serum/Plasma 2.8'C s 7 days

- 20'GC ar colder

Specimens may be stored on or aff the clot or red blood cells.
Remove serum or plasma from the clot, serurm separator, or red
bload cells it stored longer than the maximum 2-8°C starage time and
siorg at - 20°C of colder.

No gualitative differences were obseived between experimental
controls and the 25 nonreaclive or 25 spiked reactive spacimens
subjected to 6 freezefthaw cycles; however, muliiple freezefihaw
cycles should be avoided.

Specimen Shipping

= Package and label specimens in compliance with applicable
state, federal, and international regulations covering the transport
of clinical specimans and infectious substances.

e |l is recommended that specimens be removed from the clot,
serum separator or red blood cells.

» Specimens may be shipped ambient, at 2-8°C (wet ice), or -20°C
or colger (dry ice).

« [o not exceed the storage time limitalions listed above.

Testing of Cadaveric Blood Specimens

« Performance has been established for the use of cadaveric
vlood specimens {specimens collected post-mortem, non-heart-
bealing) that have been collected up to 15 hours after death.
Performance was sstablished using 5C spiked and 50 non-spiked
cadaveric tlood specimens. 23

« Tesiing of cadaveric blood spacimens from patients with plasma
dilution due ta transfusions af > 2000 mL of blood or colloids
within 48 hours, or > 2000 mL of crystalloids within 1 hour (or
any combination thereot} prior to collection of the specimens
have not been validated.

« Follow general standards and/or regulations far collection,
storage and handling.

« Follow the tube manufacturer's processing instruclions for serum
or plasma collection tubes. After initial centrifugation, transfer the
supernatant to a centrifugs tube and gentrifuge at 10,000 RCF
(Relative Gentrifugal Force) for 10 minutes. If specimens are not
precessed directly after initial centr{ugation, it is recommended
1o remove the supernatant from the clot or red biood cells until
further progessing.

« Cadaveric blood specimens can be stored for up 1o 7 days al
2.8°C of up 1o 3 days &1 15-30°C followlng collection.

+ No qualitative differences wers observed for cadaveric blood
specihens (nonreagive or splked reactive] when subjecied 10
up 1o 3 freezsthaw oycles. However, muiliple freaze/ihaw cycies
should be avoided.

N PROCEDURE

Materials Provided
6C37 ARCHITECT Anti-HCV Reagent Kit

Materlals Requlred but not Provided

« ARCHITECT Anti-HCV Assay file obtainad from the ARCHITECT
iSystem a8-Assay CD-ROM found on www,abbottdiagnostics.com.

«  BC37-01 ARCHITECT Anti-HCV Calibrator

*  §C37-10 ARCHITECT Anti-HCV Controls

»  ARCHITECT Pre-Trigger Salution

= ARCHITECT Trigger Solution

= ARCHITECT Wash Buffer

= ARCHITECT Reaction Vessels

s ARCHITECT Sample Cups

«  ARCHITECT Septum

s« ARCHITECT Replacement Caps

= Pipettes or pipetie tips (optional) 10 deliver the vaolumes specified
on the patient or control order screen.

For information on materials requirad for maintenance procedures,

refer to the ARCHITECT System Operations Manual, Section €.

Assay Procedure

« Before loading the reagent kit on the system for the first
time, the microparticle bottle requires mixing to resuspend
microgarticles that may have settled during shipment;

s Invert the microparticle bottle 30 times,

+ \isually \nspect the bottle to ensure microparticles are
resuspended. If microparticles are still adhered to the bottls,
conlinue 1o invert the boitle until lhe microparticles have
been completely resuspended.

» It 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 &
septurn from the bag. Carefully snap the septum onto the
top of the boitle.

« Load the reagent kit on the ARGHITECT iSyslem.

« Verify that all necessary reagents are present,

« Ensure that septums are present on all reagent botlles.

» Order calibration, it necessary.

« For informaticn on ordering calibrations, refer to the
ARCHITECT Systern Operations Manual, Section 8.

*  Order tests.

« For information an ordering patient specimens and
controls and for general operating procedures, refer to the
ARCHITECT System Operations Manual, Section 3.

« The minimum sample cup volums required 10 perform a single
anti-HCV 1est on the ARCHITECT iSystem is 150 ulL for the
first anti-HCV 1est plus 20 L for each additional anti-HCVY test
trom the same sample cup. Ng more than 10 replicates may be
sampled from the sarme sample cup. Verify the minimum sample
volume is present in the sample cup prior ta running the test.
The minimum sample cup volume is calculated by the system
and is displayed on the Patient, Calibrator, and Gonirol crder
screens and on the Ordetlist repart.
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= For a sample that is priority loaded, with 3 or fewer
replicales ordered, a smaller sample cup volume than is
displayed on the order screen may be usec. In this case, the
minimum sample cup volume is 70 pL for the first anti-HCV
test plug 20 pl for sach addilional replicate. For additional
infarmation en pricrity loading, refer to the ARCHITECT
System Operations Manual, Sectlon 5.

«  To minimize the effects of evaporation, all samples (patient
specimens, calibrator, and controls} must be tested within 3
hours of being placed on board the ARCHITECT iSystem. If
the sample is on board the system for tonger than 3 hours,
replace with fresh sample. For additional information on
sample evaporation and volumes, refer to the ARCHITECT
Systern Operations Manual, Section 5.

* If using primary or aliquot lubes, use the sample gauge 10
ensure sufficient patien! specimen is present.

= Prepare ARCHITECT Anti-HCV Calibrator and Controls.

«  Mix calibrator(s) and conirols by gentle inversion bafore use.

« Hold botiles vertleally and dispense recommended voiumnes
into each respeciive sample cup.

* Rscommendad volumes:
far each calibrator: 5 drops
for gach control: 6 drops

+ Load samples.

« For information on loaging samples, rater ta the ARGHITECT
System Operations Manual, Section 5.

» Press RUN,

« For adgitional information on principles of operation, refer to the
ARCHITECT System Operations Manual, Section 3.

«  For cptimal performance, It is imporiant to perform routing
maintenance as described in the ARGHITECT System Cperations
Manual, Section 9. Perform maintenance more frequently when
required by laboratory procedures.

Specimen Dilution Procedures
Specimens cannot be diksted for the ARCHITECT Anti-HGV assay.

Calibration

« Tesl Calibrator 1 in replicates of three. The calibrator should be
prionty loaded.

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

«  Once an ARCHITECT Antl-HCV calibration is accepted and
stored, ali subsaquent samples may be tested without further
calibration unless:

s A reagent kit with a new lot number is used or
» Controls are out of range.

« For detailed information on how to perform an assay calibration,

refer to the ARCHITEGT System Operations Manual, Section 6.

Quality Control Procedures

NOQTE: It is recommended that the ARCHITECT Anti-HCV Positive
Conrrol and the Negative Contral be run to verify the caibration. The
recommended control requirement for the ARCHITECT Anti-HCY
assay is a single sample of both ARCHITECT Anti-HGV Contrals
tested ance evary 24 hours each day of use. If the quality control
procadures in your laboratory require more frequent use of controls
to verify test results, follow your laboratory specific procedures.
Ensure that assay Contral values are within the ranges specified in
the Contrals package insert.

Verification of Assay Claims

For protacals to verify package insert claims, refer 1o the AACHITECT

System Operations Manual, Appendix B
The ARCHITECT Anti-HCV assay belongs to method group 5.

B RESULTS
The ARCHITECT iSystem calculates the Anti-HCV Calibrator 1 mean
chemiluminascent signal from three Callbrater 1 replicates and stares
the result.
Calculation
The ARCHITECT Anti-HCV assay calculatas a result based on S/CO.
e Cutoff calculation:

Calibrator 1 Mean RLU Valus x D.074 = Cutoff RLU
e S/CO = Sample RLU/Cutoft ALU

Interpretation of Results
Initlal Results

S/C0 Instrument Interpretation Retest Procedure
< 1,00 Momreactve No retest required.
= 1,00 Baactive Retsst in duplicate.

Duplicets Retei Rasulis

Spagimen | Clasalileation
%;E:Hﬂ-ﬂn conaider ed nomensie
for anti-HCW.

Spacimen considerad repeatedly
reactive for anti-HCV by the
criteria of ARCHITECT Anti-HCV,

Ingirumant Inlupreuupn
Bolh reaults normssilve

One or both results reactive

Repeatedly reactive anti-HGV specimens should be investgaled
further in supplemental tests such as othar HCV specific
immungassays and immunoblot assays or a combination thereof
andfor NAT tests.

NOTE: For details an configuring the ARCHITECT iSystem to use
grayzone and high reactive interpretations, refer 1o Ihe ARCHITECT
System Operations Manual, Section 2. The grayzone and high
reactive interpretations are editable parameters, and should be
utilized per end user requirements

Flags

Some results may contaln informatien In the Flags field. For a
description of the tlags that may appear In this field, refer to the
ARCHITECT System Cperalions Manual, Section 5.

l LIMITATIONS OF THE PROCEDURE

False positive resulls can be expecled wilh any tesl kil, The
proportion of these falsely reaclive specimens is dependent
upon the specificity of the test kil, specimen integrity, and on the
prevalence of HGV antibodies in the population being screened.

« If the ARCHITECT Anli-HCV results ars inconsistent with clinical
evidence, addilional \esting is suggested ta confirm the result

s Faor diagnostic purposes, resulis should be usad in conjunction
with palient history and other hepaiilis markers for diagnosis of
acute or chronic infection.
Spacimens from heparinized patients may be partially coagulaled
and erroneous resulls could ocour due to the prasence of fibrin.
To pravent this phencmanon, draw the specimen prior Lo heparin
therapy.

B SPECIFIC PERFORMANGE CHARACTERISTICS

NOTE: Representative performance data are shown. Results
obtained in individual laboratories and with different populatiens may

vary.
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Precision
The precision of ARCHITECT Anti-HCV was determined using
three reagen! lots. A panel composed of four unique members was
fested in replicates of four with each reagsnt lot once daily for five
days across three instruments, Each daily run also included the
ARCHITECT Positive Controf run in duplicate at the beginning and
end of the run. The intra-assay, inter-assay, tolal standard deviation
(SD) and percent cosfficlant of variation (%CV) were detarmined
with a variance component analysis2? for a randam eHects model?®
(Table ).

Table I: ARCRHITECT Antl-HCV Preclslon

Grand Intrz-acsay  Inter-agsay® Tedal®
Parel Taid Hn, fwan
mambar  Aoplicales (&) 50 Eﬁ'i' &0 WOV BD WOV
1 T8 740 [FREEE R L
2 180 3.92 0138 35 0169 4353 0209 53
3 180 1.50 D055 37 0067 44 0095 64
4 180 0.08 0.005 56 0007 84 0011 134
Positive 180 327 027 39 0147 45 0166 51
Control

3 |nter-assay variability cantains intra-assay variability.
b Total assay variability contains intra-assay, inter-assay, inter-lat, and
imer-instrument variability.

Specificlty

A total of 8,942 serum and plasma specimens from volunteer

whole blood and plasmapheresis donors were evalualed. The
specimans from volunteer whols blood donors were coliscted from
Eurcpean blood centers and the plasmapheresis specimens from

US blood centers (Table II). There was a total of 59 repealedly
reactive specimens. Following supplemental testing with an antl-HCV
immunoblot assay, 28 specimens were anti-HCV positive (reaclive to
twe or more gane praducts), i5 were indeterminate (reactive 10 one
gene product), and 16 were negalive (no gene preducts detectad).
Ninety-nine of the 1,500 spacimens obtained from hosplial patients
wera rapeatedly reactive, of which 88 ware anli-HCV positive, five
indeterminate, and six negative by supplemental testing. In 65
specimens from individuals with medical condltions unrelated 10 HCV
Infection and specimens conlaining potentially interfering substances,
three specimens were repeatedly reaciive, and all were anti-HCY
positive by supplemeantal tasting.

Table iI: Reactlvity of the ARCHITECT Anti-HCV Assay in Specimens
from Whole Blogd Donors, Plasmapheresis Donors, Hospital Patients,
Individuals with Medical Conditions Unrelated to HCV Infection, and in

Specimens Contalning Potentially Interfering Substances

Number of
Posilive by
Supplsmental
Testing® (%
of Repeatedly
Catmgary Tesled  |F (%ol Total] RA (% of Tatal) Rarciive]
Valurteer Whole
Blood [onars
Serum® 3,000 14 (047} 12 10.40) 0
Flasma 2,508 11 (0.44) 11 (0.44) i}
Plasmapheresis 3,434 37 (1.08) 36 (1.05) 28 (77.78)
Donors
Yatul Danirs §a4az &2 jose ) (0.5 28 |47 48|
{nenzal Fabonis 1300 106 (67 RN E!_H (LR
Medical 65 3(4.62) 3 (4.62) 3(100.00)

Ganditions
lnrelated 1o
HCV Infection
and Potentially
Interfering
Substances®

IR = Initially Reactive; AR = Repeatedly Reactive
2 A positive rasult was defined &s reactive to 1wo or more gene
products by an immunoblot assay.

b [ncludss a subset of 500 matched serum/plasma pairs; onty the
serum results were Included in the speclficlty calculation.
¢ Category included the following: anti-GMV positive (5), anti-EBY
positive (5), anti-HAV pasitive (5), HBsAg positive (5), antl-HIv=
positive (5), syphilis (5), rheumatoid facior (5), alcohalic liver
dizease (5), anti-HB¢ positive (5), anti-HTLV-l positive (5), human
antl-mouse antlbady pesitive (10), and influenza vaccine recipients
(5)-
Sensltivity
A total of 117 specimens from 50 individuals with chronic HGV
infection, 42 individuals that were antl-HCV and HCV RNA positive,
and 25 individuals at increased risk for HCV infection were tesled. Of
the 117 specimens, 100 were repeatedly reactive, and wera anti-HCV
positive by supplemental testing (Table lll).

Table I: Reactivity of the ARCHITECT Antl-HCV Assay In Selected
Populations with Chronic HCV Infection, Anli-HCV/HCV RNA Posilive,

and at Increased Risk tor HCV Infection

Number of Pesitive
by Supplemental
Tesling? (%

Number Repaatadly ol Rapeatedly
Category Nutmber Tested  Reactive (% of Tolal) Anaciini |
Ohronic HEY 50 a0 amam 50 {100 00)
[[[[ETH =
Anti-HCV/HCV ANA 42 42 (100.00) 42 (100.00)
Posilive
Increased Risk for 25 3 (32.00 8 {100.00)
HCV Intectian®
TOTAL 17 0 [55,47) 100 {108.09]

a A positive result was defined as reactive 1o two or more gene
products by an immunablot assay.

b Category included the foliowing: inravenous drug users (5),
hemophilia patients (10), men sex men (5), and female prosiitutes
(5).

Overall Specificity and Sensitivity

Qverall specificity and sensitivity ware estimaied rom the resulls
ot 10,624 serurn and plasma specimens summarized in Tables Il
and . The overall specificity was 99.60% (10,361/10,403) with a
95% confidence inerval of ©9.45% lo 99.71%. Speciflcity observed
from different sites ranged bslween 88.20% (498/500) lo 28.70%
(1994/2000). The sensltivity was 99,10% with a 95% confidence
interval of 96.77% to 99.89%.

Seroconversion

The ability af the ARCHITECT Anti-HCV assay to detect anti-HCV
was evaluated by testing 20 HCV seroconversion panals trom Blood
and plasmapheresis donors who serocanverled over the course of
their donalion history. The panels were alsc tesled by an approved
assay. The ARCHITECT Anti-HCV assay detected anti-HCV three
days (one bleed) earlier than the comparatar assay in 1 of the 20
panels. The comparator assay detected anti-HCV five to six days
{one bleed) earlisr than ARCHITECT Anli-HCV in 3 of lhe 20 panels.
Both assays exhibited equivalent detection of anti-HCV in 16 ol Ihe
20 pansis.
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ARCHITECT
Anti-CCP

‘Read Highilghted Changos: Ravised Novem

Packaga Insert instructions must be carafully followed. Reliability of
assay rosults cannat be guaranteed if there are any deviations from
the instructions in this package insert.

W NAME
ARCHITECT Anti-CCP

H INTENDED USE

The ARCHITECT Anti-CCP assay is a chemiluminescent microparticla
immunoassay (CMIA) for the semi-quantitative determination of the
IgG class of auteantibodles specific to eyelic cltrullinated peptide
(CCP) in human serum or plasma on the ARCHITECT iSystem.
Detection of anti-CCP anibodies is used as an aid in the diagnosis
of Aheumatoid Arthritis (RA) and should be used in canjunction

with olher clinical infermation. Autoantibody levels represent one
parameler in a multicriterion diagnostic process, encompassing both
clinical and laboratory-based assessments.

B SUMMARY AND EXPLANATION OF THE TEST
Rheumatoid Arthritis (RA) is 2 common, systemic autoimmune
disease affecting 0,5-1% of the population. it is characterized by
chronic inflammation of the synavium, which commonly leads fo
progressive joint destruction and in most cases, to disability and
reduction of quality of life.! Evidence gained over the last few years
suggests thal aggressive therapy given early in the disease has the
greatest therapeutic potential.2 2

The serum of FA patients contains a variety of anticadies direcied
against self-antigens. The most widely known of these auioantibodies
is the rheumatoid facter {RF) anlibody directed against the

constant domain of IgG molecules. The presence of AF is one ot
ine American College of Rheumatclogy’s (AGR) criteria for the
classification of RA. Althcugh the RF test has good sensitivity for
A4, it is not very specilic for the disease as it can also be detected
In the serum of patients with olher rneumatic or inflammatary
diseases and even in a substantial percentage of the healthy
(elderly) population,® For several years il has been recognized

that antitadies to anti-perinuclear factor {APF) and anii-keratin
(AKA) are highly spacific for RA. It was subsequently reported that
poth of these antinodies reacted with native filaggdin and arg now
referred to as anti-filaggrin antibodies (AFA).88 More recently it has
been shown that all of these antibodies are directed to citrulline-
containing epitopes.? Citrulling is a non-standard amino acid, as

il is not incorporaled into proteins during protain synthesis. It can,
however, be generated via posl-translational moedification of arginine
residues by the enzyme peptidyl arginins deiminase (PAD).'° In 1998,
Schellskens and colleagues reportad that linear peptides containing
citrulling (CF) were very specific for RA antibodies (96%) in an ELISA
based assay.!! Subsequent work demenstrated that cyclic variants
of these pentides, termad cyclic citrullinated peptides (CCP), were
equally specific for RA, but with a higher sensitivity than linear
peptides.’ To improve the sensitivity of the GCP test further, several
dadicated libraries of citrulline-containing peptides wers screened
with AA sera and a new set of peptides (CCP2) were discovered
which gave supsrior performance compared to the CCP1 test.'® Over
the last few years, many independent sludies have confirmed the
diagnostic perfarmance of the CCPZ test.™ 5 |n 2007, the European
League against Rheumatism (EULAR) published guicelines for the
diagnosis of early RA, and the measurement of antibodies 1o anti-
CCP was included as a serolagy marker. '
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l BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The ARCHITECT Anti-CCP assay is a two-Slep immunoassay

with an automated sampls pretreatment for the semi-guantitative

detarmination of the lgG class of autoantibodias specific to cyclic

citrullinated peptide {CCP) in human serum or plasma using CMIA
tachnology with flexible assay protocols, referred to as Chemiflex.

4, Sampla is prediluted wilh wash buffer. The pradiluted sample,
CCP coaled paramagnatic microparticles and sample diluent are
combined. The Anti-CCP antibodies present in the sample birds
to the CCP coated microparticles.

2. Afier washing, anti-human IgG acridinium-labeled conjugate is
added to create a reactlon mixture,

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

4. The resulting chemiluminescent reaction s measured as relative
light units {RLUs}. There is a direct relationship between the
amount of anti-CCF antibody in the sample and lhe RLUs
detected by the ARCHITECT iSystem oplics.

For additional information on system and assay technology, refer 1o

the ARCHITECT System Operalions Manual, Section 3,

l REAGENTS

Kit Contents
ARCHITECT Anli-CCP 1P65

NOTE: Some kil sizes are nel available in all countries or for use on
all ARCHITECT iSystems. Please contaci your locai distributor.

1PB5-25 1P65-35
ALS 100 500

W
Ewmtl!m'l 1x65mL 1% 265 mL
1x58mL 1x 258 mL
1%x98.8mL 1%56.0mL

CCP coaled microparticles in phosphate buffer wilh
suractant and protein (bovine) stabilizer. Minimum concentralion:
0.05% solids. Preservative: sodium azide.

Mouse anti-human lgG: acridinium-labeled conjugate in
MES bufier with surfactant and protein (boving) stabilizer. Minimum
concentration: 10 ng/mL. Preservatives: Nipasept anc Sarafloxacin.

Phosphate buffer with surfactant and pretein

(bovine) stabilizer. Preservative: sedium azide.

Other Reagents

ARCHITECT Pre-Trigger Solulion containing
1.32% {w/v) hydrogen peroxide.

ARCHITECT Trigger Solution containing 0.35 N

sodium hydroxide.

ARCHITECT Wash Buffer containing phosphate
huffered saline solution. Preservalives: anlimicrobial agents.

__:5 ﬁ Pl



Warnings and Precautions
.

» For In Vitro Diagnostic Use
Safely Precautlons

CAUTION: This product requires the handling of human specimens.
it is recommended that all human-sourced materials be considared
potentially infectious and handled in accordance with the OSHA
Standard on Bloodborne Pathagens. Biosafety Level 2 or other
appropriate biosafely practices should be used for materials that
contain or are suspected of containing infectious agents.”™2?

rige-and Freailions Eenly 1o | MIEROPARTICLES |

Safety Data Shests are available at www,abbottdiagnostics.com of
contact your local representative.

For a detailed discussion of safety precautions during system
operation, refer o the ARCHITECT Systemn Operations Manual,
Seclion 8.

Reagent Handling

« Do nat use reagent kits beyond the expiration date.

s Da not pool reagents within a kit or belween klis.

» Before loading the reageni kit on the system for the first tims, the
microparticle bottle requiras mixing lo resuspend microparticles
that may hava setiled during shipment. For microparticle mixing
instructicns, refer to the PROCEDURE, Assay Procedure section
of this package inserl.

« Septums MUST be used to prevent reagent evaporation and
contaminalion and to ensure reagent integrity. Reliability of
assay results cannot be guaranteed If septums are not used
according to the instructions In this package Insert.

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

+ Once a seplum has been placed on an open reagent bottle,
do nat invert the bottle as this will result in reagent leakage
and may compromise assay results.

»  Over time, residuai liquids may dry on the septum surface.
These are typically driad salts and have no effect on assay
officacy.

For a detailed discussion of handling precautions during system

aperalian, refer to tha ARCHITECT System Operatiohs Manual,

Section 7.

Reagent Storage

When sfored and handled as directed, reagents are stable until the
expiration dale.

Storage Maximum Additional Storage

Temperature  Storage Time Instructions
Unopened/ 2-8°C Uintil May be used immediaiely
Opened* expiration after removal from 2-8'C

date starage.
Sicre In upright position.

On board  System 30 days Discard after 30 days.

temperaiure For information on tracking

onboard time, rafer to
the ARCHITECT Sysiem
Operations Manual,
Section 5.

* Reagenis may be stored on ar aff the ARGHITECT iSystem. If
reagents are removed from the system, store them at 2-8°C (with
septums and replacement ¢aps) in an upright pesition. For reagents
stored off the system, it is recommended that they be stored in
their original trays and boxes to ensure they remain upright, If the

L

microparticle bottle does not remain upright (with a septum
installed) while In refrigerated storage off the system, the reagent
kit must be discerded. For information on unloading reagen:s, refer
1o the ARCHITECT System Operatlors Manual, Section 5.
Indications of Reagent Deterioration

When a control value is out of the specified range, it may indicate
deterioration of the reagents or errors in technique. Associated test
results are invalid, and samples must be relested, Assay racalibration
may be necessary. For troubleshooting infcrmation, refer to tha
ARCHITECT System Operations Manual, Szclion 10.

B INSTRUMENT PROCEDURE

The ARCHITECT Anti-CCP assay file must be installed on the
ARCHITECT ISystem prior 1o performing the assay.

For detailed information on assay file inslallation and viewing

and editing assay parameters, refer 1o the ARCHITECT System
Operations Manual, Section 2,

For information on printing assay parameters, refer to 1he ARCHITECT
System Operations Manual, Section 5.

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

Alternate Result Units

The default result unit for 1he ARCHITECT Anti-CGP assay is U/mL.

B SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Verified specimen types lo be used with this assay:
Coblection Tubes

Specimen Types

Serum Zamim
SOFUM SERALSIOr Iupes
Plasma Lihium heparin plasma separator

wbes
Potassium EDTA

+ Other spacimen collection tube types hava nat besn teslad with
this assay.

¢ Plasma specimens from different anticoagulant tube types should
not be used interchangeably for monitoring anti-CCP.

« Perormance has nol baen established for the use of cadaveric
spacimens or the use of bady fluids other than human serum ar
plasma.

« Liguid anticoagulants may have a dilution effect resulting in lowe-
cancenirations for individual patient specimens.

» The instrument does not provide the capability to verify specimen
type. It is the responsibiiity of the operalor lo verify that the
correct spacimen types are used in the assay.

Specimen Conditions

s D not use specimens with the following conditions:
* heat-inactivated
= pocled
+ grossly hemolyzed
« gbvious micrebial contamination

s For accurate results, serum and plasma specimens should pe
free of fibrin, rad blood cells, and other particulats matter, Serum
specimens from patients receiving anticoagulant or thrambaolylic
therapy may contaln fibrin due to incomplete clat formation.

» To prevent cross contamination, use of disposable pipsettes or
pipette tips is recommended.

Preparation for Analysls

» Follow the tube manufacturer's processing instructions for
callection tubes. Gravity separation is not sufficient foe wana-
preparalion. A




+ Mix thawad specimens thoroughly by low speed vortexing or by
inverling 10 times. Visually inspect the specimens. If layering or
stratification is observed, continue mixing until specimens are
visibly homepeneous.

« To ensure cansistency ir results, specimens must be translerred
to a centrifuge tube and centrifuged at = 10,000 RCF (Relative
Centrifugal Forca) for 10 minutes belore testing it
« they contaln fibrin, rad blood cells, or other pariiculate

matter,
* they raquire repeat testing, ar
» they were frozen and thawed.

+ Transfer clarified specimen to a sample cup or secondary tube
for testing. For centrifuged spacimens with a lipld layer, transfer
only the clarified specimen and not the lipemic material.

s Inspect all specimens for bubbles. Remove bubbles with an
applicator stick befare analysis. Use a new applicator stick far
each specimen to prevent cross conlamination.

Specimen Storage
Speaiman Type Storage Temperature  Maximum Storage Tima
Serum/Plasma Room temperature < 22 hours

(stugly performed at
30°C)

2.8'C s 7 days

-2Q0°C or colder

Specimens may be stored on or off the clot, red blpod cells, or

separator gel.

If testing will be delayed more than 22 hours for specimens stored at

raom temperature or mare than 7 days lor specimens stored a1 2-8'C,

remove serum or plasma from the clot, red blood calls, or separatar

gel and store at -20°C or colder.

Avoid more 1han three freezefthaw cycles.

Specimen Shipping

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

s Do not exceed the storage limitations listed above.

B PROCEDURE

Materials Provided
1P65 ARCHITECT Anti-CCP Reagent Kit

Materlals Required but not Provided

» ARCHITECT Anti-CCP Assay file abtained from the ARCHIECT
iSystem e-Assay CD-ROM found on www.anboltdiagnostics.com.

* 1P653-C1 ARCHITECT Anti-CCP Calibrators

* 1P65-10 ARCHITECT Anti-CCP Controls

¢ ARCHITECT Pre-Trigger Solution

+  ARCHITECT Trigger Solution

* ARCHITEGCT Wash Buffer

+ ARCHITECT Reaction Vessels

*  ARCHITECT Sample Cups

*»  ARGHITECT Septum

= ARCHITECT Replacement Caps

« Pipetles ar pipetie tps (optional) to dellver the volumes specifiad
on the patient or coniral order screen.

For Informaticn on materials required for maintenance procedures,

refer 1o the ARCHITECT System Operations Manual, Section 9.

Assay Procedure

« Before loading the reagent kit on the system for the first time, the
micraparticle botlle raquires mixing o resuspend microparticles
thal may have setiled during shipmenl. After the firsl time the
microparticles have been loaded, no further mixing is required.
* Invert the microparticle bottle 30 times.

» Visually inspect the botile to ensure microparticlas are
resuspended. I microparticles are still adherad 1o the hattle,
continue to invert the battle until the microparticles have
been completely resuspended.

« |f the microparticles do not resuspend, DO NOT USE.
Contact your local Abbott representalive.

+ Once the microparilcles have peen resuspended, place a
seplum on the bottle. Far instruclicns aboul placing seplumns
on botlles, refer to he Reagent Handling section of this
package inserl.

# Load the reagent kit on the ARCHITECT iSyslem.

s Verify that all necessary reagenis are present.

» Ensure that septurns are present on all reagen! boliles
* Qrder calibration, if necessary.

« For information an ordering calibrations, refer to the
ARCHITECT Syslem Operations Manual, Section 6.

s Order tests.

« For information on ordering patient spacimens and
controls and for general operating procedures, refer 10 the
ARCHITECT Systern Operations Manual, Secticn 5.

s  Minimum sample cup volume is calculaled by the system

and printed on the Crderlist raport. To minimize the affects of

evaporation, verify adequate sample cup volume is present prior

to running the tasl.

Maximum number of replicates sampled from the same sample

cup: 10

+«  Priority:

Sample volume for first test: G0 pL
Sample volume for each additional 1est from same sample
cup: 10 gl

s < 3 hours on board:

Sample volume for first lest: 150 pL
Sample volumae for each additional test fram same sample
cup: 10 pL

« i using primary or aliqual lubes, use the sample gauge to
ensure sufficient patient specimen is present.

+ Prepare AACHITECT Anti-GCP Calibrators and Conirols.

s  ARCHITECT Anti-CCP Calibrators and Controls should be
prapared according tc their respective package inserts

+ Recommended volumes:
lor each calibrator: 4 drops
for each control; 4 drops

» Load samples.

s For information on loading samples, refer to the ARCHITECT

Sysiem Operatiens Manual, Section 5.
= Press AUN,
* For adgitional infarmation on principles of operation, refer 1o the

ARCHITECT System Operations Manual, Section 3,

¢ For optimal performance, it is important to perform routine
maintenance as described in the ARCHITECT Systern Operations

Manual, Section 9, Parform maintenance more fraquently when

required by laboratory procedures.

Specimen Difution Procedures
Spscimens with anti-CCP valus exceeding 200.0 Ujml are flagged

with the code "> 200.0 UfmL" and may be diluted using either the
Aulomated Dilulon Proigeo! or the Manual Dilution Procedure.
Automated Dilution Protocol

The system performs 2 1:6 dilution of the specimen and automatically
calculates the concentration of the specimaen beiore dilution and
reports the result.

Manual Dliution Procedure

Suggested dilution: 1:10, . 3 -'J
1. Add 50 pl of the patient specimen ta 450 pL uh:.ﬂ.mr}ﬂ'iif.ﬂ
Anti-CCP Negative Control, [ :
| A
.\; : i S
i



2. The operator must enter the dilution factor in the Pafient or
Control order screen. The system will use this dilution fagtor 1o
automatically calculate the concentration of the sample betore
dilution and report the resuli.

For detailed information an erdering dilutions, refet 1o the ARCHITECT

System Operations Marnual, Section 5.

Calibration

« Test Calibrators A-F in replicates of two. The calibrators should
be priority lcaded.

A single sample of each control level must be tested to evaluate
the assay callbration. Ensure that assay control values are within
the ranges specified In the respactive control package Inserl.

s Calibration Range: 0.0 - 200.0 U/mL.

s Once an ARCHITECT Anti-CGP calibration is accepted and
stored, all subsequant samples may be tested without further
calibralion unless:

* A rsagent kit with a new lot number is usad or
= Controls ars out of range.

s For detalled informatlon cr how to perform an assay callbration,
refer 1o the ARCHITECT System Operations Manual, Section 6.

Quality Control Procedures

The recommended cantrol requirament for the ARCHITECT Anti-CCP
assay is that a single sample of each control level be lested once
svery 24 hours each day of use. If the quality control procedures in
your laboralory require mere frequent use of controls ta verify test
results, fellow your laboralory-specific procedures.

Additional controls may ke tesled in accordance with local, state,
and/or federal regulzlions or accreditation requiremeants and your
laboraiory's quality control policy.

Gontrol values must be within the acceptable ranges spacliied In the
control package insart. I a control is out of its specified range, the
associated test resulls ars invalid and must be retested. Recalibration
may be indicated.

Verification of Assay Clalms

For protocals to verify package insert claims, refer to the ARCHITECT
Syslem Operations Manual, Appendix B.

The ARCHITECT Anti-CCP assay belongs t¢ method group 1.

B RESULTS

Calculation

The ARCHITECT Anli-CCP assay ulilizes a 4 Parameter Logistic
Curve fit data reduction method (4PLGC, Y-weighted) to generate a
calibration curve.

Flags

Some results may contain information In the Flags field. For a
deseription of the flags that may appear in this field, refer to the
ARCHITECT System Qperations Manual, Section 5.

Measurement Range (Reportable Range)
The measurement range of the ARCHITECT Ami-CCP assay is
0.5 UjmL to 200.0 U/mL.

N LIMITATIONS OF THE PROCEDURE

« For diagnostic purposes, the ARCHITECT Anti-CCP results should
he used in conjunction with other clinical data; e.g., symptoms,
medical history, etc.

+ | the ARCHITECT Anti-CCP results are inconsistent with clinical
evidence, additional 1esting is suggested to canfirm the resuit.

s The valug of anti-CCP in juvenile arthritis has not been
determined.

* Some specimens may not dilute linearly because of
the heterogeneity of the autoantibodies with respect to
physiochemical properties.

+ ARCHITECT Antl-CCP results should not be used
Interchangeably with other manufacturers’ methods for antl-
CCP determinations,

» Plasma specimens from different anticoagulant tube types should
nol be used Interchangeably for monlioring antl-CCP.

« Specimens from patients who have received preparations of
mouse monoclonal antibodies for diagnosis or therapy may
contain human anti-mouse antibodies {HAMA).2 22 Specimens
containing HAMA may produce anomaious values when lested
with assay kits such as ARCHITECT Anti-CCP 1hal employ
mouse monoclonal antibedies.?!

s Heterophilic antibodies in human specimens can react
with reagent immunoglobulins, interfering with in vitro
immunoassays.2® Palients routinely exposed te animals of ta
animal serum products ¢an be prone to this Interference and
anomalous valuss may be observed. Additional infarmation may
be requlred for diagnosis.

= Refer lo the SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS section in this package insert for specimen
limilaticns.

B EXPECTED VALUES

In a rgpresentalive study, serum spacimens from 192 asymplomaiic,
apparently healthy malas (n=126) and lemales (n=73), with an age
range of 19 to 67 years, were tested with the ARCHITECT Anti-CCP
assay. No differences attributable to gender or age were observed.
Speciman values rangad from < 0.5 UmL to 2.5 U/mL. A cut-off of
5.0 U/mL was chosen, whereby a resull of = 5.0 U/mL is considered
positive and a result of <5.0 U/mL is considered negative.”

* Reprasenlative dala; results in individual laboratories may vary from
these data. Il Is recommended that each laboralory establish its own
axpected range, which may be unique to the populalion il serves
depending upon geographical, patient, dietary, or environmental
factors.

B SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The ARCHITECT Anti-CCP assay is designed 1o have an impracision
of < 10% 1olal CV.

A study was performed based cn guidance from the Nalional
Committee for Clinical Laboratory Standards {(NGCLS) document
EP5-A2.24 Seven sampies consisting of the ARCHITECT Anti-CCP
Positive Contral, four human plasma panels, and lwo human plasma
samples were assayed on wo instrumenis. in replicales of two at two
separats limes per day for 20 days (n = 80 for each sample), using
wo lols of reagents and a singte calipration for each instrument/
reagent lot combination. Data from this study are summarized in the
following table.*

Reagant Maan __ Wilhin Run Tolal
Earrple Instrymant Lal 0 (Umil ‘8O KEY 53 %LV
Faslve v 1 WD 94& 07e 14 08§ 2=
Gontrol 2 2 B0 27 O06E 26 074 28
Panel 1 1 1 80 108 030 27 061 58
2 2 8 113 02 23 035 &2
“Panel 2 1 1 80 286 063 22 185 68
2 2 g0 303 080 20 168 55
Panel @ 1 1 80 687 140 21 403 6D
z 3 80 727 192 26 485 67
Panel 4 i 1 B0 1353 636 47 &11 6D
1 : B0 1541 502 33 1182 77
Sample 1 i 1 80 28 087 26 011 40
i i & 27 007 24 011 40
Sample 2 1 | 80 1814 667 37 98 53
8 B0 1953 720 37 1234 62

* Representative dala; results in individuat laboratories may vary from
lhese data.

Sensitivity

Sansitivity is defined as the Jimit of detection (LoD). The ARCHITECT
Ami-CCP assay is designed 1o have a LoD of 5 0.5 lJrrnl:,-'I"ﬁ'_é'- lE
and the |imit of blank (LoB) of the ARCHITECT .'mlp'::_ﬂﬁ.lh_h;pm;;/
detarmined based con guidance from the NCCLS an}gﬂf!'einr-E-"'-?-ﬁ:

-
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using proportions of faise positives (a) less than 5% and false
nagatives (B) less than 5%. These daeterminations were performed
using cne blank (60 replicates) and five low level anti-CGP samples
(20 replicates each); LoB = 0.02 U/mL and LoD = 0,11 UfmL.*

“ Representative data; results in individual laboratories may vary from
these data.

Linearlty

The ARCHITECT Anti-CCP assay is designed to be [inear across the
measurement range of 0.5 to 200.0 UfmL,

Based on a study performed by guidance from the NCCLS document
EPB-A,Z5 the ARCHITECT Anti-CCP assay demonstrated linearity
from 0.5 to 200.0 U/mL.*

* Representative data; results in individual laboratories may vary from
these data.

Copanntradion asge [U/mL) Slope (96'% GF]  Inlarcept JB5% i) r
0.1-2574 o +1, B8 0.9985
(£.95 10 1.01) (-6.19 10 2.48)

Autodilution Verification

The ARCHITECT Anti-CCP automnalted dilution mathod is designed t¢
have a mean differance of =10% versus the manual dilution meihod
when performed on samples with values > 50.0 UjmL.

The ARCHITECT Anti-CCP assay was evaluated with the 1.6
autcdilution method versus the 1:10 manual dilution melhed using

12 humar serum samples with anti-CCP levels ranging from

58,7 to 785.0 U/mL. Five replicates each of the autodiluted and
manually diluted samples were assayed on one instrument using the
ARCHITECT Anli-CCP assay. The mean percent difference across all
samples was 2.6%. The percent difference results are summarized in
the lollowing table.”

Mean Automated Diluted  Maan Manually Diluted Valus

Value x Dilution Factor of 6 z Dilulion Faclor af 10
Sample {U/mk) {UfmL) % Diflerence?
1 456.4 453.0 a7
2 04,1 482.7 4.4
3 796.8 743.8 1.1
4 734.6 785.0 -64
5 220.2 209.% 4.9
6 192.0 187.9 22
7 213.9 207.0 13
g 195.8 1946 11
9 65.3 614 6.3
10 701 69.2 1.3
1 720 69.0 4.4
12 1672 165.2 1.2
[Mean Auternated Diluted Value x 6 {U/mL] -
28, Diflerence = Mean Manually Diluted Value x 10 {U/mL)] 400

Mean Manually Dilutad Value x 10 {U/mL)

* Represantative data; results in individual laboratories may vary from
these data.

Interference

The ARCHITECT Anti-CCP assay is designed to have a maximum
deviatlion in anli-CCP concentralion from the following polentially
interfering compounds within:

s +15% for anti-CCP concenirations > 10.0 U/mL

» +10% for anti-CCP concentrations 2 5.0 U/mk to = 10.0 UjmL
* 0.5 UjmL far anti-CCP concentrations < 5.0 UfmL

A study was perfarmed based on guidance from the Clinical and
Labaratory Siandards Instilute (GLSI) document EP7-A2% for

the ARCHITECT Anti-CCP assay. Serum samples with anti-CCP
levels across the assay range of 0.5 UfmL to 200.0 UfmL were
supplemented with the polentially Interfering compounds listed in
the table below. The maximum deviation of anti-CCP concentration
chserved in serum samples during these studies ranged from:

(5]

s -7.6% to 0.8% lor antl-CCP concentrations > 10.0 L/mL
* -1.0% o 7.5% for anti-CCP concenirations = 5.0 U/mi to
= 10,0 Ujmi
o 005 U)mL b 0.8 UmL fae anl-OGP sencentratons < 5,0 UimL*
No Inferferance Found ug 1o the Fallawing.

Polaatially Islarterng Substanze Coscanirafion
flkeutiin 0 gl
Hamoglobin B0Q mg/dL
Total Protein 12 gfdl
Triglycerides 3000 mg/dL
Rhsumatoid Facior 200 U/mL
A Blood Cefls 4%

* Representative data; results in Individual laboratorles may vary from
these data.

Cross-Reactivity

To assess the potenlial cross-reactivity of the CCP anligen used

In the ARCHITECT Anti-CCP assay with other auloantibodies, the
assay was evaluated with 20 samples posilive for various other
autoanticodies and negative for CCP antibodies. The following
auteanllbodies (1-4 samples of each) were tested In lhe assay: S8A,
S8, Sm, ANP, ds-DNA, Jo-1, Scl-70, Ribc-P, TPO, ANA, and AMA.
The study showed ne significant cross-reaclivity of the CCP antigen
with any of thesa other autoantlbodles.

Tube Type Matrix Comparison
The specimen collection tubes listed below were verified for use with
the ARCHITECT Anti-CCP assay.
e sgrum, serum separator, lithium heparin plasma separator, and
potassium EDTA.

When comparad 10 the control tube type (serum), the lube types
evaluated for samples with anti-CCP valuss < 5.0 U/mL showed less
than a 0.5 UjmL difference on average, and the tube lypes svaluated
for samples with anti-CCP values ranging from 5.3 to 178.8 UjmL
showed less than a 10% diference on average. Tha disiribution of
the differences or percent differences per tube type is listed in the
following table.*

Distribution ol Ahsolute

Differences < 0.5 U/mL
tor Samples with Anli-

Distribution of Absolute Parcent
Ditforances for Samples with Anti-GGP
Valugs 5.3 1o 178.8 U/ml

Tuhe Type CCP Valugs < 5.0 U/mL < §0% 2>10%tos20% > 20%
Serum Separator 100% 76% 16% 8%

(18419) (19425} [4/25) 12/29)
Potassium EOTA 100% 2% 24% 4%

(1919) (18/25) {6/25) (1125}
Lithiurn Heparin 100% BO% 16% 4%
Plasma {(19/19) {20/25) {4/25) 11/25)
Saparator

* Representative data; results in individual labaratorias may vary from
these data.

Clinical Sensitivity and Specificity
The clinical sensitivity was determined for 496 confirmed RA
individuals, and clinical specificity was determined for 499 non-
RA specimens (299 from patienls wilh other rheumatic and
nan-rheumatic disorders and 200 from asymptomatic apparently
healthy individuals). Using a cut-off of 5.0 U/mL, the sensilivity was
calculated 1o be 70.6% with a specificity of 9B.2%. The results are
summarized in the following tables.*
ARCHITECT Anti-CCP

Positive n

a50

Total n
456

% Sansilivily
706

Specimen Calegory
Confirmed AA®

* RA patients were classified according to the AGR Critana,!




ARCHITECT Anti-CCP

Specimen Calegary Tatal n Pogitive n % Bpesslinity
Hnn-Fil\ Spacinians 416 1] 08.2
et

Non-RA Healthy 200 995
Asymptomatic

Non-RA Disease am ] 973
Specimans?

a Tha non-RA diseases wera Ankylosing Spandylitis, Autoimmune
Thyreiditis/Hashimato's Disease, Crohn's Diseass, Dermatomyositis,
Epstein-Barr Virus, Lyme Disease, Osteoarthritis, Polymyalgia
Rheumatica, Palymyasitis, Psoriatic Arthritis, Reactive Arthritis/
Reiter’s Syndrome, Scleroderma, Sjdgren’s Syndrome, Systemic
Lupus Erythematosus, and Ulcarative GColitis.

* Represantativa data; results in individual laboratories may vary from
these data.

Method Comparison

The ARCHITECT Anti-CCP assay is designed to have a concardance
of = 95% for AA and ron-RA specimens when compared to the
AXSYM Anti-CCP assay. The FA and non-AA specimens described in
the Clinical Sensitivity and Specificity section were used to compare
the ARCHITECT Antl-CCP assay to the AxSYM Anti-CCP assay.

The cul-off employed far the AxSYM Anti-CCP assay was 5.0 UfmL,
as staled in the manutacturer's package insert. Using a cut-off of
5.0 UfmL for the ARCHITECT Anti-CCP assay, the concordance was
calculated 1o be 99.3%. The results are summarized in the following
tables *

AzSYM Ami-CCP
h= 995 Posilive Nagalive
Positi 356 3
ARCHITECT Anti-CCP ostiive 4
-— Negailve 4 X
9% Positive % Negalive % Toal
Agreament Apreement Agrasmenl
Tatal n (05% CI%) {05% C1?) {95% 1)
Nan-RA 499 100 (66.4-100) 100 (99.2-100) 100 {85.3-100)
RA 496 98,9 (97.1-99.7) 97.9 (94 1-59.6) 98.6 {97.1-99 4}
Al Samping HIH ED (AT 0-00T) 99,5 (B0 E-000) DES (65 E-ELT
a Cl = Confidence Interval.

* Representative data; results in individual laberatories may vary from
these data.

A Receiver Operator Characteristic {ROG) analysis was carried aut
using the above data obtained for the two assays. The area under
the curve (AUC) for the ARCHITECT Anti-CCP assay was 0.873 (95%

confidence interval: D.849-0.897) and 0.872 (95% confidence interval:

0.848-0.896) for the AxSYM Anti-CCP assay, thus indicating that both
assays are comparable with respect lo their clinical differentiation.
The ROC analysis curve is shown below.”

q
0.9
0.8
0.7
0.5
0.5
0.4
0.3
0.2
0.1

Mo discrimination

—g— ARGHITECT
«- 3 - - AxSYM

Sensitivity (true positives)

] oz 0z 0.6 0.8 1
1 - Speclficity (false positlves)

* Representative dala; results in individual laboraiories may vary fram
these data.

fi

High Dose Hook

High dose haok is a phenomaron whereby vary high level specimens
may read within the dynamic range of the assay. For the ARCHITECT
Ami-CCP assay, no hignh doss hook sffact was observed when a
sample containing approximately 2000 U/mL of anti-CCP aniibody
was assayed.”

* Rapresentative cata; resulls in individual laboralories may vary from
these dala.
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ARCHITECT
Anti-CCP Controls

INTENDED USE

The ARCHITECT Anti-GCP Controls are for the estimation of test
precision and the detection of systematic analytical deviations of the
ARCHITECT iSystem (reagents, calibrators and instrument) when
used for the semi-quantitative determination af the IgG class of
autoantibodies spacific o cyclic gitruilinated peptide (CCP) in human
serum or plasma.

Refer ta the ARGHITECT Anti-CCP raagent package insert and the
ARCHITECT System Cperations Manual for additional information.

CONTENTS

2 Bottles (7.0 mL sach) of ARCHITECT Anti-CCP Controls contain
either anti-CCP pasitive or anti-CCP negative human plasma in
phosphate buffer. Preservaliva: sodium azide.

The controls yield the following concentrations:

Antl-CCP Goncentratlon

Control {U/mL) Range (U/mL)
24.0 13.2-348
[conThOL[-] 0.1 <16

Each labaratory should establish its own concentration ranges for
new conlrol lots at each control level, This can be accomplished
by assaying a minimum of 20 replicates over several (3-5) days.
Sources of variation that can be expected should be ingluded in this
study in arder to be representative of future system performance.
These may include:

* Muitiple slcrad calibrations

+ Multiple reagent lots

s Mulipie calibrator lots

»  Multiple processing modules

« Dala points collected at different times of the day

These results should be applied to your laberatory's quality control
practices.

PRECAUTIONS
.

* For In Vitro Diagnostic Use

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

or potentially infactious components. Refer to the CONTENTS
section of this package insen. No known tes! method can
offer compiete assurance that products derived from human
sources or Inaclivatad microorganisms will not transmit infection.
Therefore, 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
Standard on Bloodbarne Palhogens. Biosafety Level 2 or other
appropriale biosatety practices should be used for materials that
cortain or are suspected of conlaining infectious agents.™™

» The numan plasma used in the controls is nonreactive for
HBsAg, HIV-1 Ag or HIV-1 RNA, anti-HIV-1{HIV-2 and anli-HCV or
HCV RANA,

& en

Anti-CCP
1P85
ABBL179/R03

C1P650

1P65-10

7

EENAR WathiRgs e pleEaLHoas Apply Lo [comTar [+ Fand |
COMTAGL|~

|Gontuins i azids, !
[Contact Wit acids lssrates very owic gar

501 | Dlspaza ol conisrts | cantainer in
aceprdance win locsl raglidtions

Safety Data Sheets are available at www.abbotidiagnestics.com of
contact your local representative.

For a detailed discussion of safely precautions during system
operaticn, refer to the ARGHITECT System Operalions Manual,
Section 8.

STORAGE

s Contrals are stable until the expiration date when stored and
handled as directad.

* Do not use past expiration date,

Jqf N
» 2'C

PREPARATION FOR ANALYSIS

« Caontrols may be used immadiately after removal from 2-8'C
storage.

» Gantly invert the battles 5-10 times prior 1o dispensing to ensure
mixing.

«  After each usg, tightly close the caps and return (he controls te
2-8°C slorage.

PROCEDURE

e i utilizing ARCHITECT system saftware version 5.0 ar higher,
refer to the ARCHITECT System Operations Manuai, Saction 5 for
information on ordeting positive and negative centrols.

+ If utilizing &an ARCHITECT system software varsion lower than 5.0,
use the following instructions to order contrats:

« For information on ordering the positive control, refer to the
ARCHITECT System Operations Manual, Section §

s Order the negative control as a patient specimen, not as a
Control.

»  Manually verify the valigity of the negative control every time
it is run, Becauss the control is run as a patient specimen,
a rasull will no! be flagged by the ARCHITECT System if il is
outside the acceptable control rangs.

¢ To troubleshoot conirot values that fall cutside the conirol range,
raler to the ARCHITECT System Operalions Manual, Section 10.
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Anti-CCP Calibrators Z ABBL181/R03
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INTENDED USE i JellEwing wasings and pacautons oy 1o Tea[als [calF
The ARCHITECT Anti-CGP Calibrators are for the calibration of [Gamiaing sadiun asdn,

the ARCHITECT iSystem when used for the semi-quantitative Ew %mﬂﬂﬂmﬁ‘hluﬁﬁhhﬂraTdHWE Eobie par.
datermination of the IgG class of autoantibodies speclfic 1o cyclic Eﬁﬂ"f : Wﬁﬁﬂéﬁmﬁ T ndn'nﬂnu!' i
citrullirated peplide (CCP) in human serum ar plasma. ) i s, :E&;ﬁiﬂf'éTﬂ:.r:ﬂ'ﬁﬂmFﬂnE |

Refer 10 the ARCHITECT Anti-CCP reagent package insert and the E
ARCHITECT System Operations Manual for additlanal information. Safety Data Sheets are available at www.abbottdiagnestics.com or
gontact your local represertative.

CONTENTS o . i .
7 ! For a detailed discussion of safety precautions during system
6 Bottles (4.3 mL each) of ARCHITECT Anti-CCP Calibratars. aperation, rfer to the ARCHITECT System Oparations Marual,
Calibrator A is phosphats bufler with protein {bovine) stabilizers. Secticn 8.
Caligrators B-F eontain anti-CGP positive human plasma in
phosphale buffer with prolein {bovine) stabilizers. Preservative: STORAGE
sodium azide. « Calibrators are stabie until the expiration date when stored and
The calibrators yield the following concentrations: handled as directed.
Ant-CCP Concentration » Do not use past expiration date.
Calibrator (UfmL) - ac
0.0
« 2°C
5.0
= PREPARATION FOR ANALYSIS
50.0 s Galibrators may be used immedialely after removal from 2-8°C
storage.
1000 s Gently invert the boilles (5-10 vimes) prior to dispensing lo
CAL 200.0 ensure mIxing.
= s« Afler sach use, tightly close the caps and return the calibrators
STANDARDIZATION 10 2-8°C starage.
Due to the absance of an internationally recagnized standard for anti- ~ BIBLIOGRAPHY
GCP antipody, the units of ani-CCP antibody per mL (U/mL) within 1. US Department of Labar, Occupational Safety and Health
a human plasma sample demansirating high levels of anti-CCP 19G Administration, 20 CFR Parl 1910,1030, Bloodborne pathogens.
activity were defined by Axis-Shield Diagnostics using a commerclally 2, y$ Departmant of Health and Human Sarvices. Biosafety in
available second-generation anti-CCP assay. The calibraters for the Microbioiogical and Biomedical Laboratories. 5th ed. Wasnington, DG:
ARCHITECT Anti-CCP assay are manufactured by dilution and are US Governmenl Printing Office; Decembar 2009,
referenced to this high-level sample. 3. World Heallth Organization. Laboratory Biosafety Manual. 3rd ed.
Ganeva: World Heallth Organization; 2004,
PRECAUTIONS 4. Clinicat and Laberatory Standards Institute {CLSI). Protection
= of Laboralery Workers From Occupationally Acquirad Infections;
s« Fer in Vitro Diagnostic Use Approved Guideline--Fourth Edition. CLSI Documenl M23-Ad, Wayne,

PA: CLSI; 2014.

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

or potentially infeclious components. Aefer ta the CONTENTS
saction of this package insert. No known test method can
offer complete assurance that products derived from hurman
sources or inactivated microorganisms wili not transmit infection,
Therefare, all human-sourced materials should be considered
potentially infectious. It is recommended that these reagents and
human specimens ba handled in accordance with the OSHA
Slandard on Bloodborne Pathogens. Biosafely Level 2 or other
appropriate biosafety practices should be used for materials that
contain or are suspected of containing infectious agents.™*

s The human plasma used in calibrators B through F is
nonreactive for HBsAg, HIV-1 Ag or HIV-1 RNA, anti-HIV-1 /HIV-2
and anti-HCV or HCV RNA,
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ARCHITECT
Anti=HBc Il Calibrator

INTENDED USE

The ARGHITECT Anti-HRc Il Galibrator 1 is for the calibration of
the ARCHITECT ISystem when used for the qualitative detection of
antibady to hepatitis B core antigen {anti-HB¢) In human serum and
plasma.

Refer to the ARGHITECT Anti-HBc Il reagent inserl and the
ARCHITECT System QOperations Manual for additicnal information.

A
& en
Anti-HBc Il
8L44

G4-7702/R04
$8L440

8L44-01 o

|
lﬁvﬁMmWMﬁdﬂﬂﬂnlnﬂu 2hd sodim |

| ey catsa ahallenc skin ieachien,
CONTENTS | Gontast with agids Iipemies 'Hdﬁ'.iﬂ.hq g,
1 Bottle (4.0 mL) of ARCHITEGT Anti-HB¢ Il Calibrator 1 containing |l
rec'alcified human p_lasr.na anc! dyes, The cali_bra!or ?s reactive for ﬁﬂﬂlﬂwwlwﬁd apors gy,
anti-HBc. Preservalives: ProClin 95C and sodium azide. =
) ) i ) mwhgn&mn shattd net e

The calibrator is at the following concantration: %l“ : E'-\'l'ﬁkﬂllﬂ
Calibrator Calor Concentration (PEI U/mL) ; ; H'Hﬁ ii:l':ﬂ"'-ﬂﬂﬂtf'-"@'
| Gigen® 05 nﬁﬁf':'li?i’-.hﬂe [
* Dyes: Acid Yellow No.23 and Acld Blue No.8 |Fﬂ|‘j m 'i'!f = "E' '1'31!'! :'-‘l]l.W'ﬂ! “w
STANDARDIZATION It g Iiritstic or-rash HEoUrE GH
The ARCHITEGT Anti-HBG Il Galibrator 1 concentratian is L medlical advioe | sitenion,
standardized against the Anti-HBc IgG refersnce standard of the Paul  F3EZ1F354 Tetka ot comisenirmlad Ehiig i st
Ehrlich Instilute, Langen, Germany. | il bifore ralas,
PRECAUTIONS ] !

il 'Eltnpm of momieeied Zaniainer i i
* | | secarrarice wain Jocal, tiiilation s |

= For In Vitro Diagnostic Use

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

or polentially infeclious components. Refar to the CONTENTS
seclion of this package Insert. No known tesl method can
offer complete assurance that products derived fram human
sources of inactivaled microarganisms will not fransmit infection,
Therefore, all human-sourced materlals should be considerad
polentially infecticus. If is recommended that these reagents and
human specimens be handled in accordance with the OSHA
Slangard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriaie bigsafety practices should be used for materials thal
contain or are suspected of containing infectious agents.™

s The human plasma used in the Calibrator is reaclive for anti-
HBg, and nonreactive for HBsAg, anti-HIV-1/HIV-2, anti-HCV and
HIV-1 ANA or HIV1 Ag.

Safety Dala Sheets are available at www.abbaottdiagnostics.com or
:nnmr:t :.'nur I-:H:al I'EIp’l‘l'EG"ﬂ.l'“l'n‘l‘.‘
i fonetisEtaty prkcaiiEns dinng system

he ARGHITEGT Systorm Opsrmians Marsl,

STORAGE

» Calibrator is statle until the expiration date when stored and
handleg as directed.

» Do not use past expiration date,

Jfﬂ'c
« 2°C

PREPARATION FOR ANALYSIS

Calibrator may be used immesdiately after removal from 2-8°C
storage.

Prior to each use, mix by gentle inversion,

After each use, tightly lose the cap and return the calibrator 1o
2-8°C storage.

BIBLIOGRAPHY

1. US Departiment of Labor, Occupational Safety and Health
Administration, 28 CFRA Part 1810.1030, Bloodberne pathogens.

2, US Department of kealth and Human Services. Bigsalaty in
Microbiglogical and Biomedical Laborateries. 5th ed. Washington, DGC:
US Governmaent Prirting Office; December 2008.

3. World Health Organizatien. Laboratory Biosafety Manual 3rd ed.
Geneva: World Health Organization; 2004,

4, Clinical and Laboratary Standards Ingtitute {CLS). Prutsction
of Laboralory Workers trom Occupationally Acguired .rru;rc:‘rau 5
Approved Gudaing-Thd Edion, GLSI Dopumant MQE-A.. :ﬁwﬁn
P GLSE 2005



Key to Symbols

. Caution
EE Consult instructions for use
I Manlfacturer
i,- Temperature limltation
g Use by/Explration date
[=akly Caliprator 1
CORTAINL ATIDE Gontalns Sodium Azide. Contact
with acids liberates very toxic
gas.
(ivm] in Vitro Diagnostic Medical
Device
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T WARNING: SENSITIZER] Warning: May cause an allergic
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ARCHITECT
Anti-HBc 1l Controls

8L4410 o Anti-HBc Il
8L44
G4-7709/R03

e .,..;t“-ﬂ*_ 3% 52

INTENDED USE

The ARCHITECT Anti-HBc Il Controls are for the estimation of test
precision and the detectlon of systematlc analytlcal deviations of
the ARCHITECT iSystem when used ior the qualitative detectlon of
antibady to hepatitis B core antigen (anti-HBc) In human serum and
plasma. Fefer to the ARCHITECT Anti-HBc Il reagent insert and the
ARCHITECT Systern Operations Manual for additional information.

CONTENTS

2 Bottles {8.0 mL each) of ARCHIVECT Anti-HB¢ Il Contrals:
Negative Control and Positive Control. Tha Negative Control comtains
recaltitied human plasma. The Positive Gontrol contains recalcified
human plasma and dye, and is reactive for anti-HBc. Preservatives:
ProClin 950 and sodium azide.

The conlrols are at the following ranges:

c8L440

SR L T s L

4 Waliige and précastions app]!.r-'u' [zowmacl-|y

SONTROL 'l'

I‘Itﬁi;th i mrnlfyksathiasslons and sddidn

iy AR AT Tt
Clihtmet Wit acigs s v ione Bab.|

B2aD Tioat roibeimy gloes | protaive
|nk=‘-l1h1:l}' mye profection,

(0N SHING Wash wWith enty of watst
irriestion of (ash oeours: Get:

Control Range '
Contraol Color Target 5/C0 S/C0
Natural NJA 0.00 - 0.80
Blue* 2.73 1,50 - 3.96
* Dye: Acid Blua No. 9
PRECAUTIONS
.

*  For In Vitro Diagnostic Use

. & CAUTION: This product conlains human-seurced and/

ar potantially infectious compaonsnts, Rafer lo the CONTENTS
section of this package inserl. No known test method can
ofler complete assurance that products derivad from human
sources of inactivaled microorganisms will not transmit {nfection.
Therelore, all human-sourced materials should be considered
potentially infeclious. It is recommended that these reagents and
human specimens be handled ir accordance with the QSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriate biosatety practices should be used for materials that
comain cr are suspacted of containing infectious agents.™

« The human plasma used in the Negative Control is nonreactive
for anti-HBc, HBsAg, anti-HIV-1/HIV-2, anli-HCV and HIV-1 ANA
or HIV-1 Ag.

s The human plasma used in the Positive Conlrel Is reactiva for
anti-HBe, and nonreactive for HBsAg, anti-HIV-1{HIV-2, anti-HCV
and HIV-1 RNA or HIV-1 Ag.

madical agvice | siEmion, !
Tahe bif contaminated clathing and wash

‘Tispose of copterts f containar in
|aecardnnta witn [dcal mgitahens:

Safety Data Shests are availabie af www.abbotidiagnestics.cam or
comac! your beal mpresEnialive

Eoi &/ datalied dlscisshan of salaty prechutions daring systam
goaralon, (efer |0 ne ARCHITEGT Sysiem Ppsralions Maniia
Bgalian &

STORAGE

« Controls are stable until the expiration date when stored and
handled as directed.
* Do not use past expiration date.

e
. z’:—"i

PREPARATION FOR ANALYSIS

Controls may be used immediately after removal from 2-8'C slorage
Prior 1o each use, mix by gentle inversion.

Aftar each use, tightly close the caps and relurn the contrals to
2-9°C storage.

BIBLIOGRAPHY

1. US Departmem of Labor, Occupational Safety and Health
Administration, 29 CFR Part 1910.1030, Bloediinine palhogess

£, US Depariment of Health and Huma Bisidgs, Shasaiaip
Misroblologicat and Biomedical Lanmrateries: Sih ed. Yastingien, 0C:
US Government Printing Office; Daoehia: 2009,

3. World Health Organization. Latmmmany Bkasa ety Mitual 30 eg
Geneva: World Health Crganization; 2004, !

4, Clinical and Laboratory Standaras {r=tliute (CLSI). -I‘*rq.scbq,n‘
of Laboratory Workers from Oocupatiopaly Asgiimd -'-ufndll;ﬂlm‘ j
Approved Guldeling-- Third Edition), F'Lblﬁncm-url MEg-AZ "-"Eynﬂ
PA: CLSI; 2005, /
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[ WARNING: BEMEITIAER

Caution
Consult ingtructions for use

Manufacturer

Tempsrature limitation

Use by/Expiration date

Contalns Sodium Azide. Contact
with acids liberates very toxic
gas.

Nepgative Contral

Posliiva Control

In Vitro Diagnostic Medical
Device
Lot Number

Proguct of Germany
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List Number

Warning: May cause an allergic
reaction.
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8L44-25 o Anti-HBc Il
Anti-HBc Il 8L44-30 7Z G4-7715/R08
5 B8L440

LSl AT | :

Packags insert instructions must be carefully followed. Reliabllity of ] REAGENTS
pBCkag : ARCHITECT Antl-HBc Il 8L44

W NAME NOTE: Some kit sizes are not avatlable in all countries or for use on
ARCHITECT Anti-HBc Il all ARCHITECT ISysten s. Pleass contact your local distributor.

B INTENDED USE BL44-25 BL44-35 9L44-30
The ARGHITECT Antl-HBc Il assay is a chemiluminescent _

microparticle immunoasgay (CMIA) for the gualitative detection of v 100 S0 #0009
antibody to hepatitis B gare antigen (anti-HBc) in human serum and % 6.6 mL 1% 27.0 mL 4x%x270mL
plasma, including spacimens collacted post-mortem (non-hearl-

beating). The ARCHITEGT Anti-HBc Il assay is intended 1o he used Tx#omb  Tx288ml 4x288mL
as an aid in the dlagnogis of hepatitis B Infection and as a screening 1% 5.36 mL 1x23.72mL 4% 23.72mL

test to prevent transmission of hepatilis B virus (HBV) ta recipients of
' [SPECIMEN DILUENT | 36mL 1x2372mL  4x23.72mlL

blogd, blood components, cells, tissue and organs. {seEcwEN piENT| 1 X 5.56 ™ xaa.rzm 3

B SUMMARY AND EXFLANATION OF THE TEST Hepalltis B core (E. coli, recombinant) antigen

coated microparticles in TRIS bufter. Minimum concentration: 0,08%

The ARCHITECT Anli-HBc Il assay utili i ricle: ted with
[l lEss "ieionantzlos cRals v solids. Preservatives: FroClin 950 and sodium azide.

recombinant hepatitis B virus core antigen (rHBCcAg) for the detsction

of anti-HBc. Anti-HBc determinations can be used as an indicator Murine acridinium-labeled anti-human conjugale in MES
of eurrent or past HBV infeclion. Anti-HBc is found in serum shorlly buffer with proizin slakilizers. Minimum conceniralion: 0.04 pg/mi
afier the appearance of bepatitis B surface antigen (HBsAg) in acute Preservatives: sodium alkyl paraben and sodium azide.

HBV infections. It will parsist after the disapp.earance of HBsAg . Assay ciluent containing murine protein siabilizers in
and befare the appearance of detectable antibody to HBsAg (anti- MOPSO buffar. Preservatives: ProGlin 850 and sodium azide.

HBs).! In the absence of informaticn about any other HBY markers,
it must be considerad that an individual with detectable levels of
anti-HBc may be actively infacted with HBY or that the infection may
have resolved, leaving the person immune.? Anti-HBc may be the
only serological marker of HBV infection and petentially infectious

Spe:imen diluent cantaining reductant in MOPSO

buiter,

Other Reagents

blood B15 ARCHITECT Pre-Trigger Solution containing
The presence of anti-HBc does not differentiate between acute or 1.32% (w/v) hydrogen oeroxide,
chrenic hepatitis B ipjegtion. ARCHITECT Trigger Solution containing 0.35 N

B BIOLOGICAL PRINCIPLES OF THE PROCEDURE sodium hydroxide,
The ARGHITEGT Anti-HBc IE assay is a two-step immunoassay for the ARCHITECT Wash Bufter containing phosphate

qualitative determination of arti-HBe in human sarum and plasma butfered saline solution, Preservatives: antimicrobial agents.

using CMIA technology with flexible assay protocols, referred to as

Chemitlex. Warnings and Precsutions

1. Sample, assay diluent, specimen diluent, and rHBcAg coated .
paramagnetic micrgpanicles are combined, Anti-HBc present in s For in Vitra Diagnostic Use
the sample binds to the rHBcAg coated microparticles. Safety Precautions

& E;ZE:‘;ZS‘TU;:;U:;sd:;a:hed and antl-human acridiniurm- CAUTIQN: This product requires the handling of human specimens

. ' . . . It is recommended that all human-saurced materials be considered

5. Sl inguAneIE wasr.'. cycl.e, Pre-Trigger and Trigger Solutions potentally infeclious and handled in accordance with the OSHA
are added 1o the reaction mixture. Standard on Bloodbarne Pathagans. Biosafsty Level 2 or other

4, The resulting chemiluminescent reaction is measured as relative appropriate biosafaty practices should be used for malerials that
light units (RLUS), There is a direct relationship betwsen the contain or are suspectad of containing infectious agents.'s®

amount oi anti-HB¢ in the sample and the RLUs detected by the
ARCHITECT iSysten optics.
The prasence or absence cf anti-HBg in the specimen is determined
by eemparing the chemiluminescent signal in the reaction 1o
the cutoff signal determined from an active calibration. If the
chemiluminescent signal in the reaclion is greater than or equal to
the cutoff signal, the specimen is considered reactive for anti-HBc.
For additional information on system and assay tachnology, refer to L
the ARCHITECT System Operations hManual, Section 3. |

A



Safsty Data Sheels are available at www.abbottdiagnostics.com or
comlact your local representative.
M

Reagent HandlIng

s Do not use reagen; kits beyond the expiration date.

* Do nhot pool reagents within a kit or between kits,

« Belore loading the raagent kil on the system for the first tima, the
micropariicle botile requires mixing to resuspend microparlicles
that may have settled during shipment. For microparticle mixing
instructlons, refer 1 the PROCEDURE, Assay Procedure section
of this package inserl.

s  Septums MUST ba used to prevent reagent evaporation and
contaminatlon and to ensure reagent integrity, Rellabllity of
assay results caniiot be guaranteed It septums are not used
according to the lnstructions In this package Insert.

* To avoid contamination, wear clean glovas when placing a
septum on am uncapped reagant bottle.

* Once a septurn has been placed on an open reageant botlle,
do not [nvert the bottle as this will result in raagent leakage
and may compromise assay results,

e Ovar time, res dual liquids may dry on the seplum surtace.
These are typ cally dried salts and have no effect on assay
etficacy.

« When handling conjugate vials, change gloves that have
contacted human serum or plasma, since introduclion of human
19G or lgM will result in a neutralized conjugate.

For a detailed discussion of handling precautions during system

operation, rafer to the ARCHITECT System Operations Manual,

Section 7.

Reagent Storage

Whan stored and handled as direclad, reagents are stable uniil the
expiration date.

A

Storage Maximum Additlonal Storage

Temperalure Storage Time Instrucllons
Unopened/ 2-8°C Until May be used immediately
Opened* expiration atter removal from 2-8°C

date slorage.
Store in upright positten.

Onboard Syslem 30 days Discard after 30 days.

temperal.re For information on tracking

onboarg time, refler io
tha ARCHITECT System
QOperations Manual,
Saction 5.

* Reagenls may be stcred on or off the ARGHITECT 1System. If
reagents are remaoved fram the system, slore them a1 2-8'C (with
septums and replacement caps) in an upright position. For reagents
stored off the system, 1is recommended that they bs stored in
their original trays and boxes lo ensure they remain upright. If the
microparticle bottle does not remaln upright (with a septum
Installed) while in refrigerated storage off the system, the reagent
kit must be discarded. For informatlon on unloading reagerts, refer
to the ARCHITECT System Operations Manual, Section 5.

Indications ot Reagent Deterioration

When a control value is oul of the specified range, I1 may indicate
deterioraiion of the rezgents or srrors in technigue. Associaled test
resulls are invalid, and samples musl be retasted. Assay recalibralion
may be necessary. Foi troubleshooting information, reter to the
ARCHITECT System Operations Manual, Section 10.




B INSTRUMENT PROCEDURE

The ABCHITECT Anti-HBc |l assay file must be installed on the
ARGHITECT iSystem fram an ARCHITECT iSystem Assay CD-ROM
prior to parforming the assay,

For detailed information on assay file installation and viewing
and editing assay parameters, refer to the ARCHITECT Systemn
Operations Manual, Begtlion 2.

Far information on printing assay parameters, refer 1o the
ARCHITECT System Operations Manual, Section 5.

For a delailed descriptipn of system procedures, refer 1o the
ARCHITECT System Operaticns Manual.

B SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Verified specimen 1ypes to be used with this assay:
Collection Tubes

Speclmen Types

Serum

Serum separator tubes
Sodium heparin
Lithlum heparin [PST)
Potassium-EDTA
Sodium citrate
Potassium oxalate

Human serum

Human plasma

CPD
CPDA-1
ACD
* ACD tubes may show a positive bias up to 20 % relative to
serum.
» Other specimen ccllection tube types have not been tested with
this assay.

» Liquid anticoagulants may have a dilution eflect resulling in lower
concentrations for individual patient specimens.

* The instrument does nat pravide the capability to verify specimen
type. It is the responsibility ol the operator fo verify thal the
correci spaciman typas are used in the assay.

» Performance has been established for the use of cadaveric
blood specimens (specimens collected post-mortem, non-heart-
beating), for details refer to section Testing of Cadavetic Blood
Speclmens.

Specimen Condltions

* Do not use specimens with the lollowing conditions:
e heat-inactivated
*  poaled
* grossly hemolyzed (> 500 mg/dL hemoglabin)
¢ obvicus microbjal contamination
*  body fluids other than human serum and plasma

s For accurate results, serum and plasma specimens should ba
free of tibrn, red blpod cells, and other particulate mattar, Serum
specimens from patients recewing anticoagulant or thrombolytic
therapy may contain fibrin due to incompiete clot formation.

» To prevent ¢ross cantamination, use of disposable pipettes or
pipette tips is recommendad.

s Patient specimens should be tested within 3 hours of being
placed on board tha ARCHITECT iSystem.

* Nointerference wag observed batween experimental controls and
nonreactive of reackive specimens tested with slevated lavels of
Gilirubin (20 mg/dLy, triglycerides (3000 mg/dL), protein (4.5 -

12 g/dL), red blood cells (0.4% wiv}, or hemoglokin {500 mg/dL}.

Preparation for Analysis

» Follow the tube manuiacturer's processing instructions for
colleclion tubes. Gravity separation is not sufficient for specimen
preparation.

»  Mix thawed specimens thoroughly by low speed vortexing er by
inverting 10 imes. Visually inspect the specimens. If layering or
stratification is cbserved, continue mixing untif spacimens are
visibly homageneaus.

s To snsure consisiency in results, specimens must be ransfered
to a centrifuge tubs and centrifuged at = 16,000 ACF (Relative
Centrifugal Foree) for 10 minutes before testing If
s they contain fiorin, red blood cells, or other particulate

matter or
s they were frozan and thawed.
Transfer clarified specimen tc a sample cup ar secondary tube
for testing.

e Centrifuged specimens with a lipid layer on 1he top must be
ransferred to a sample cup or secandary tube. Care must be
taken to transfer oqly the clarified specimen without the lipemic
material.

+ Inspect all specimens for bubbles, Remove bubbles with an
applicatlor stick be‘ore analysis. Use a new applicator stick for
each specimen to prevent cross contaminalion.

Specimen Storage

Eecimen Type Storage Temperature  Maximum Storage Time
Serum/Plasma 14-30°C < 3 days
2.8°C < 14 days

-20°C or colder —

Specimens may be sicred on or off the clat, red blood ceils, ar
separater gel.

Remave serum or plasma from the clot, red blood cells, or separator
gel if stored longer than the maximum 15-30°C or 2-8°C storage lime
and store frozen at -2C°C or colder.

No qualitative performance differences were observed between
experimental controls aind nonreactive or spiked reactive specimens
subjected to 6 freezefihaw cycles; however, mulliple freeze/thaw
cycles shauld be avoided.

Specimen Shipping

* Package and label specimens in compliance with applicable
state, federal, and international regulations covering the transporn
of clinical specimens and mfectious substances.

s |t is recommended that specimens be removed from the clot, red
blood cells, or separator gel.

+ Ship on wet ice or dry ice.

¢ Do not exceed the storage time limitations listed above.

Testing of Cadaveric Blood Specimens

+ Parformance has been sstablished for the use of cadaveric
blood specimens (specimens collected post-mortam, nen-heart-
bealing) that have been collected up to 17.5 hours after death.
Performance was istablished using 50 spiked and 50 non-spiked
cadaveric blood sgecimens, 22

* Testing of cadaveric blood specimens from patients with plasma
dilution due to transfusions of > 2000 mL of blood or colloids
within 48 hours, or > 2000 mL of crystalloids within 1 hour {or
any combination 1hereaf) prior to collection of the specimens
have not been validated.

» Follow general staiidards andfor ragulations for collection,
storage and handling.

/.
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* Follow the tube mamufacturer’s processing instructions for serum
or plasma collection tubes. After initial centrifugation, transfer the
suparnatant to a centrifuge tube and centrifuge at 10,000 RCF
(Rslative Centrifugal Force) for 10 minutes. If specimens are nol
processed directly 4fter initial centrifugation, it is recommended
to remove the supernatant from the clot, red blood eslls or
separator gel until further processing.

* Cadaveric blood specimens can be stored for up to 7 days at
2-9°C or up to 3 days at 15-30°C following collection.

+ No qualitativa differences were observed for cadaveric blood
specimens (nonreactive or spiked reactiva) when subjscted to
up 10 9 freeze/thaw cycles. However, multiple freeze/thaw cycles
should be avoided.

B PROCEDURE

Materials Provided
BL44 AFCHITECT Anti-iHBe Il Reagent Kit

Materials Required hut not Provided

=  ARCHITECT Anti-HBG Il Assay fils obtained from the ARCHITECT
iSystem a-Assay CD-RCM found an www.abbotidiagnosics.com.

* BL44-01 ARCHITECT Anti-HBc Il Calibrator

#  8L44-10 ARCHITECT Anti-HBc |l Controls

¢ ARCHITECT Pre-Trigger Solution

# ARCHITECT Trigger Solution

=  ARCHITECT Wash Buffer

¢ ARCHITECT Reaclion Vessels

* ARCHITECT Sample Cups

=  ARCHITECT Seplum

*  ARCHITECT Replacemenl Caps

= Pipeties or pipetie tlps (oplional) to deliver the volumes specified
on the patient or cantrol order screen.

For information ocn materials required for maintenance procedures,

refer 1o the ARCHITECT System Operations Manual, Section 9.

Assay Procedure
« Before loading the reagent kit on the system for the first tme, the
microparticle bottle requires mixing to resuspend microparticles
thal may have settled during shipment. After the first tima the
microparticles have been leaded, no further mixing is required.
* Invert the microparticle bottle 30 times.
= Visually inspect the bottle ta ensure microparticles are
resuspended. lf microparticlas are still agdhered 1o the bottle,
caontinue to inverl the betile until the microparticles have
been completely resuspended.
s | the microparticles do not resuspend, DO NOT USE.
Contact your lpcal Abhott representativa.
= Once the micraparticles have been resuspended, discard the
cap and place a septum on the bottle. For instructions cn
placing septums on bofties refer 1o the Reagent Handling
saction of this package insert.
* Load the reagent kit on the ARCHITECT iSystem.
s Verify that all necessary reagents are prasent.
« Ensure that septums are present on all reagent bottles.
*  Qrder calibration, if necessary.
» For information on ordering catibrations, refer to the
ARCHITECT System Operations Manual, Section &.
s Order tests,
= For information on ordenng patient specimans and
conirols ang for general opetating procedures, refer 10 tha
ARCHITECT Systern Operations Manual, Section 5.
=  Minimum sample cup voluma is calculated by the system
and printed on the Orderlist report. To minimize he effects of
avaporation, verify adequate sample cup volume is present priar
1o running the test.
Maximum number of replicates sampled from the same sample
cup: 10

* Priority:
Sample volume for first test: 75 pL
Sample volume for each additional test from same sample
cup: 25 L

¢ < 3 hours on hoard:
Sample volume for first test: 150 pl
Sample volume for each additional test from same sample
cup: 25 pl

= > 3 hours on hoard: Replace with a fresh sample {patient
specimens, cenirols, and calibrators).

+ [f using primaiy or aliquot tubes, use the sample gauge to
ensure sufticient patient specimen Is present.

s Prepare ARCHTECT Anti-HB¢ il Galibrator and Controls.

s« Mix calibrator|s) and controls by gantle inversion before use.
« Held baottles vertically and dispense recommanded volumes
into each respective sampla cup.
e Recommende] volumies:
for each calib-ator: 5 drops
for each contiol: 4 drops

+ Load samples.

» For information on loading samples, refer lo the ARCHITECT
System Operations Manual, Section 5,

*  Press RUN.

* For additional infarmatlon on principles of operalion, refer to the
ARCHITECT Systen Operatiens Manual, Section 3.

» For optimal perforriancs, it is important to perform routine
maintenance as duscribed in the ARCHITECT Sysiem Operalions
Manual, Section 9. Perfarm maintenance more frequently when
required by laboraary procedures.

Specimen Dilution Procedures
Specimens cannot be diluted for the ARGHITECT Antl-HBc Il assay.

Calibration

s Test calibrator In replicates of 1hres, The calibrator should be
priority loaded.

A single sample ol each control level must be tested to evaluate
the assay callbration. Ensure thal assay control values are within
the ranges specitind in the respective control package insert.

»  Once an ARCHITECT Anti-HBc Il calibration is accepted and
stored, alt subsequent samples may be tested without further
calibration unless:

» A reagent kit with a new lot number is used or
« Controls are gut of range.

» For dstailed information on how to perfarm an assay calibration,

refer to the ARCHITECT Systern Operations Manual, Section 6.

Quality Control Procedures

The recommended control requirement for the ARCHITECT Anti-HBC
I} assay is thal a single sample of each control level be tested once
every 24 hours each day of use, If the quality control procedures in
your laboratory raguire more frequent use of controls 1o verify test
results, follow your labuoratory-specific procedures,

The ARCHITEGT Anti-l4Bc Il control values must be within the
acceptable ranges specified in the contral package insert. If a
control is out of its specified range, the associated test results

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

Verlfication of Assay iZlaims

For protocots 1o verity package insert ¢laims, refer to the ARCHITECT
System Operations Mz nual, Appendix B.

The ARCHITECT Anti-l{Bc I} assay belongs to method group 5,

except functional sensitivity. e



H RESULTS

Calculation

* The ARCHITECT iSystem calculates the cuteff ALU from the
mean BLU of thiee replicates of Calioratcr 1 and stores the
result. The cutoft ALU is determined by multiplying the Anti-H3¢
i Calibrator 1 mean RLU by 1.0.
Cutolf RLU = Calibrator 1 Mean ALU x 1.0

* The ARCHITECT iSystem calculates the SfCO result for each
specimen and control as fallows.
S/CO = Sample RUJ/Cutoft BLU

Interpretation of Results
Inltial ARCHITECT Antl-HBc Il Results

Initial Result

{SIC0O) _!Elmmnrﬂ Flag imf_gt:!ﬂlﬂn Aelast Procadure

< 1.00 "NCNREACTIVE Honrzacive No ritfes required,
= 1.00 REACTIVE Reactive Retlast in duplicata.

Firtal ARCHITECT Antl-HEBc Il Intarpratation
Initlal Interpretation Results with Relest Final Interpretalion

Nonreactive No retest required. Nonreactlve
Reactive If two of the Nonreactlve
three results are
< 1.00 §/CC
If two of the
three results are
= 100 §/CO

Roactive Reactive

For details on contiguring the ARCHITECT iSystemn to use grayzons
interpretations, refer to the ARCHITECT Systemn Operations Manual,
Section 2.

The grayzone interpretalicn from the ARCHITECT interpralations
screen is nol used by the ARCHITECT iSystem unless a grayzone is
configured.

Flags

Some rasults may contain information in the Flags field, For a
descriplion of the flags that may appear In this field, rafer to the
ARCHITECT System Operations Manual, Saction 5.

N LIMITATIONS OF THE PROCEDURE

* |f the anti-HBc results are inconsistent with clinical evidence,
additional testing is suggested 1o confirm the result.

» For diagnostic purposes, results should be used in conjunction
with other data; e.g., symptoms, results of other tests, clinical
impressicns, etc.

+ Heterophilic anfibodies in human serum can react with reagent
immuneglobuling, imerfering with in vifro immunopassays. Patients
routinely exposed to animals or to animal serum products can
be prone 10 this interference and anomalous values may be
abserved, Additional information may be required for diagnosis.2®

* Specimens from patients who have received preparations of
mouse manoclonal antibodies for diagnosis or therapy may
contain human anti-maouse antibodies (HAMA). Specimens
containing HAMA may produce anomalous values when tested
with assay kits that employ mouse monocional antibodies,?!: 22

B SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The ARCHITECT Anti-HBc Il assay is designed te have an imprecision
of =10% total** CV for specimens at 1.20 SfCO and for the Positiva
Centrol. The study was performed at one internal and two external
evaluation siles each using one instrument. A panel consisting of
three different control lots and two human plasma specimens was
tested in replicales of four across three reagent lots and three
calibrator lots per site. Each combination of instruments, panel
members, and reagent lots was tested in four runs. Data from this
study are summarized in Table 1°*.

Table 1: ARCHITECT Anti-HBc Il Precision
Mean Withln Run Talal™

Panel member n (8/C0) 5D %oV L] %oV
Negalive Gomral 432 022 001 652 002 757
Positive Cantrol 43 2ar 004 263 0.09 257
Human Plasma 144 081 002 273 003 324
Panel 1

Human Plasma 144 118 o003 252 0.03 287
Pansl 2

* Represeniative data; results in individual lzboratories may vary from
these data,

** Total is an accumulation of within run, between run and between
day.

Specificlty
Thne ARCHITECT Anti-1iBc Il assay (s designed to have an gverali
specificlty of = 99.5% on a blood donor population and =z 98.0% on
a hospitalized/diagnos.ic population. A study was performed at one
internal and two external evalualion sites. A lotal of 5141 serum and
plasma specimens collected from five blood-donation centers and
260 hospitalized/diagnoslic speclmens were evaluaied 1o assess
specificity.
From the blood donor Jopulalion a 1otal of 26 specimens were
classified as reactive. Two additional specimens were excluded from
specificlty calculation as final specimen disposition could net be
determined. From the hospitalized/diagnostic specimens a total of 28
specimens were classified as reactive. One addilional specimen was
excluded from specificity calculation as final spacimen dispasition
could not be determinid. Data from this study are summarized in
Table 2*.

Table 2: ARGHITECT Anti-HBe Il Speciflclty

95%

Clinieal Gonlidence
Catepory N IR [%] RA [%] Specificity Interval
Overall Blood 5141 44 [0.85] 41 [0 80] 99.71% 99.52 -
Donors - (5098/5113)  99.84%
Blood Danor 3584 26 [0 70] 22 [0.61) 9975% 9952 -
Serum (3561/3570)  99.38%
Blood Donor 1557 19[1.22] 191122} 99.61% 9916 -
PFlasma [1537/1543)  00.86%
Hospitalized/ 260 20[10.77)  28[1077] 100%  98.42- 100%
Diagnestic {231/231)
Spacimens

* Representalive data, results in individual laboratories may vary from
these dala.

Sensitivity

A total of 406 anti-HB«: positive specimens from patients with acute,
chronic and recovered HBV infection and signs and symplomns

of HBV infection were tested, resulting in a sensitivity of 100%
(406/406), 85% confizence interval: 98.10% - 100%. (Representative
data; results in individual labaratorles may vary from these data).

Analytical Sensitivity

The ARCHITECT Anti-liBc Il assay is designed to show an analytical
sensitivity of less than 1.0 PEl U/mL. The sensilivity of the
ARACHITECT Anti-HBc |l assay was evaluated wilh a faur-member
panel that was standaidized against reference serum from the Pau!-
Ehrlich-Institute (PEI). The panel was tested with three reagantl lots
The AACHITECT Anli-1iBc Il assay sensitivity ranged Trom 0.4 te 0.5
PEl U/mL. {Representulive data; results in individual labaralories may
vary from these data).



Interference

Additional studias were performed to evaluate other potential
interfering disease slatas on the ARCHITECT Anti-HBc Il assay. A
1otal of 104 specimens were tested from the following categories:
antinuclear antibedies (ANA), Epstein-Bair virus (anti-EBV positive),
hepatitis A virus {anti-HAY |gM positive), hepatitis C virus (anti-HCV
positive), human immuniodeficiency virus (anti-HIV-1 positive), human
anti-mouse antibodias {HAMA) positive, intluenza vaccine recipiants,
non-viral liver disease, rheumatoid factor positive, syphilis, systemic
lupus erythematosus (SLE), toxoplasmosis 1IgG positive, varicella
zoster (anti-VZV positive), anti-E. coll positive and yeast infection.
With these specimens, ARCHITECT Anti-HBc |l showad the same
qualitative results as the comparator method,
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l Key to Symbols

Consult instructions for use

Manufacturer

Sufficient for

Temperature limitalion

Use by/Expiralion data

AEEAY DILUERT Assay Dlluent
CONJUGATE Conjugale
[conTains: azio | Contains Sodium Azide. Coniact

with acids liberales very loxic
gas.
Contral Number

Ecological hazard

in Vitrg Diagnostic Medical
Deavica
Lot Number

Microparticles

Pre-Trigger Solution

Product of Germany

| PROCUST OF QEmMANT |

| FE acTioM Vi ssELs | Reaction Vessels
REAGENT LOT | Reagent Lol
REF ]| List Number

Replacement Caps

SAMPLE RS Sample Cups
[z5mTum | Seplum

| Serial number

| SPECIMAN DILUENT Specimen Diluent
[ TRIGGRR BOLUTION Trigger Salution

Warning: May cause an allergic
reaclion.
Wash Buffer
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