
ffien
AntFHCV

c5-3150/ Rl 1

86C370

o

u

@ 6ca7-27

@6ca7-22
@ ecsz+z
@ ocgz-sz

ARCHITECT

Anti.HGV

Packago insert instructions must b€ caretully followed Rellability of

assay r€sults canlol be guaranl€ed ll thote ats any doviations from

the inslflJctions In this package lnserl.

I NAME
ARCHITECT ANti.HCV

I INTENDED USE
The ABCHITECT Anli-HCV assay is a chemilumrnssconl microparlicle

immunoassay (CMIA) tor the qualltative deteclion ol antibody to

hepatllis c vlrus (anli-HCV) ln human s€rum and plasma lncludlng

spgcimens collecl€d post'mortem (non-h€ar!boaling). The

ARCHITECT Anti-HCV assay ls intended 10 be us€d as an aid in the

diagnosis of Hepalilis C inlection and as a scroening l€sl lo prevenl

transmisson of Hopatitis C vlrus (HCV) to racipients ol blood. blood

components, cells, tlssue and organs.

I SUMMARY AND EXPLANATION OF THE TEST

Th€ ARCHrTECT Anti-HCV assay is for lhe dotection ol anlibodies

to hepatitis C virus (HCV). Chemiluminescenl rmmunoassays ale

a variation ol the enzyme immunoassay (ElA) principle Solid

phase ElAs, fkst describ€d in th early 1970s, use antigens and/or

anliboo,es coateo on a surface blnd complemenlary analyles.-

The bound analyte is detected by a series of anligen'anlibody

reactions. ElAs are available to identily antigens and antibodies

related to vral hepatitis inl€ction. In the ARCHITECT AnlLHCV final

reaction, bound acridinylal€d conjugales are lsed lo generale a

chemiluminescenl signal,

HCV is a bloodbome viros.2 3 Serological sludies employing ElAs

for detection ol antibodies lo rocombinant antBens of HCV have

established HcV as lhe causo ot mosl bloodbornea_s as well as

communily-acquiredl0 non-A, non-B hspalitis. The presence of anli-

HCV indicales lhal an indivrdual may have been infected with HCV

.nay narbor nl€clious HCV and/or may be capable ot lransrn'tting

HO/ intection.ll Allhough ths maiorily of inlected individuals may

be asymolomatic, HCV intectio'l may develop inlo chtonic hepatilis'

ckrhosis, and/or incr€asod risk of hepatocellular calcinoma.l2{5 The

lmDlementation of blood donalion screening for anti'HCV by ElAs

nas led to a marked decline in the risk ol lranstusion{tansmrlted

hePatilis l6 rT

HC.43

'-@1 f'rcr-7t]--

ARCHITECT Anti-HCV has be€n designed to d€lect antibodles lo

putativo structurat and nonstructulal proleins of the HCV genone

The relat onshlp botween tbe recombinant Hcv proleins in

AftcHITECT Anti-HCV and lhe pulative strlJctural and nonstructural

protoins ol the HCV genome is depicl€d below.18

. HCr43: Ths HCr43 prolein is expresssd in Esch'tichia coli (€
co,t and is composed ol lwo noncontiguous codlng reglons

of th€ HCV g€nomo sequence. Th€ firsl r€glon repr€sonls

amino acids 1192 lo 1457 {33c) of lh€ Hcv sequence Tne

second of the two regions repressnls amino acids I lo 150

lcor€) ot lhe HCV sequenc€ Because ol the similarity of the

genomic otganlzation of the flavivhuses, il is suggened lhal the

frrsl sequenc6 rs lrom the NS3 codinq region and the second

ssquence is lrom the cor€ coding region of HCV

. clo0-3: The c100-3 antigen is a recombinanl HCV prolein

expressed In saccratomycas celEvlsiae (yeasl). Th€ genomic

organizalion ol tlaviviruses suggests thal the cloned saquence

is contaln€d withln the ptrtalive nonstructutal (NS3 and NS4)

regions of HCV The clOO'3 protein is a cnimeric lusion protein

\dilh 154 amino acids ol human superoxrde dismulaso (hSOD)'

Iive tinker amino acids, amino acids number 1569 to 1931 oi the

HCV polyprotein, and the additlonal five amino acid linker al lhe

carboxyl ierminus

Hepatitis C anligens HCr43 and c100-3 are prepared undar US

license by Chiron Corpola on undel a shared manufaclrlrrng

agreemenl. The AFCHITECT Anti-HCV assay is manuiactured unoer

conract agteement ilom Ortho Diagnosllc Syslems and Chiron

Co.po€tion,

COBE E2 N52 NS3 NS4a NS4b NS5a NSSb

c-100-3
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I BIOLOGICAL PBINCIPLES OF THE PBOCEDURE

The ARCHrrECT Anti-HCV assay is a lwo'steP immunoassay, usrng

cherniluminescenl microparlicle immunoassay (CMIA) l6chnology, lor

the qualrtative detection ol anlFHCV in human serum and plasma

1. Samote. r€combinanl HCV anligen coated paramagnelic

micloparhcles and Assay Dilu€nl al€ combined. The anti'HCV

presenl 
'n 

ihe sample binds lo th€ HCV coated m ctoparticl€s

2. AJter washlng, anti-human acridinlum-labeled conjugato is added

to cleai€ a reaclion mlriture.

3. Followlng anolher wash cycle' Pre'Trigger and Trlgger Solullons

are add€d to th€ r€actlon mixture.

4. The rssultlng chemilumln€sconl reacllon is mgasured as rela{ve

lrghl units (FLUS) Thsro is a direct rslationshlp betweon lhe

amounl ol anti-Hcv in the sample and lhe RLUS detocted by lh6

ARCHITECT lsyslem optics.

The prosence oI abs€nco of anli-HCV ln the spgcimen is det€rmlneo

by compa ng the chemllumlnescont slgnal In lhe reacllon to

ihe cutoff slgnal delerminad fiom an aclivo calibration ll lhe

chemilumlnescenl sional In lhe reactlon ls gr€ale'lhan or equal to

ih€ cutoft signal, th€ speclmen ls consid€red reaclive for anll'HCV'

For additionat informatlon on syst€m and assay technology 16l€r to

rh6 AFCHITECT System op€ratlons Manual' Sectlon 3.

I REAGENTS

Kit Contents
ARCHITECT AnI|-HCV 6C37

NOTE: Some kil sizes are not available in all countlies or for use on

all ARCHITECT isyst€ms. Please contact yo!r local dislributol

6C37-27 6C37-22 6C37-37 6C3732

500 2000

ffi l rEsrL 4x6.5mL 1x27omL 4x27.o'"'L

l;o Jucrin 1x5.9nrl 4x5.9mL 1x263mL 4x263mL

larsay o'LllExr'l l xlo.OmL 4x1o.omL 't r509lnL 4x509mL

lnrcrorrrrrct-:d p6y 1E coll yoast, recombinanD antlgen coaled

microparticles in MES bulier. lvinimum concentralion: 0 14% solids'

Pres€ruatrvesr an{microbial ag€nls

li6iiiEEl conlrgut", .u.ine anti'lgG/anti'lgl\, ac.idinium'labeled

conjugale in MES butter, Mnimum conconlration: (lgG) 8 ng/ml/
(lgM) 0.8 ng/ml, Preservalives: antimiclobial agenls.

I rsrrv ormEr.r-l 4nfi- tl6y 6ssay Dilu€nl conlaining TRIS bufler with

Other Reagenls

FnF ntocEi.soluro-_til,lncHrEcT Pre-Trigger Solu1on containlng

1.32% (Wv) hydtogen Peroxlde.

linrceisoutn6il AF6HffECT T;gger Solulion containlng 0.35 N

sodlum hydroxide.

Jusn g,l'mlARCH6ECT Wash Buffer contarning phosphate

buffered saline solulion. Preservatives: 6nimicrobial agenls.

Warnings and Precautions
. u!!l
. For /n Vrro Diagnostlc Use

Sslety Precautlons

CAUTION: This prcduct roquires th€ handling of human specim€ns

h ls recommended that alt human-sourced male als be considerad

pol€ndally infectious and handled In accordance wlth the osHA

Standa(d on Bloodborne Pathogens. Biosafgty Level 2 or other

appropiate biosafety practices should be used fol materials lhal

conlain or are suspBct€d of containing infsclious agents.lw2

Safety Data Sho€ls aro avarlable at www abbondiagnostics com oI

contacl your local representalive

For a detailed discussion of safely precaulions during system

opolalion, rel€. to the ARCHrECT System Operations Manual

secton 8.

Feagent Handling

. Do not Use reagent khs beyond th6 expiralion dale

. Do not pool reagenls $tlthln a kli or between klts'

ol this Package insert



' SeDtums MUST be used to prevent reagent evaporation and

co;taminalion and to ensure reagent integtity' Feliabillty ol

assayresults cannot be guaEnleed ll septums are not used

according to the Inst rcllons In this package hserl'
. To avoid conlamlnalion, wear clean Oloves when placing a

s€plum on an uncapp€d leagenl boltle

. once a soplum 1as been placed on ar op€n reagenl bonle'

do not Inve the bottle as thls will r€suh in rgagent loaKage

and may comPromiss assay results

. over tlms, rBsldual hqulds may dry on lhe septum sunacs

Those ar6 typically dned salls and have no etfect on a6say

etflcacy.
. Wnen handling conjugate vials' change gloves tnal have

contacted human seaum or plasma, slnc6 Introduclion ol human

lgG/lgl,{ wll r€sull in a n€utraliz€d conjugate.

For a d€lalled dlscusslon of handling precaullons dunng syslom

operalion, r6ter to lhe ARCHITECT System Opelalions Manual

S€ction 7,

Reagent Storage
When slor€d and handled as direcled, reagenls are stable unllllhe

explrallon date.

Storag€ llatlhum AddltlonalSrorags
T".p".ture Sloog" fr.. It

2-8 C Until MaY be used imm€diately

expiration aft€r removallrom 2-8 C

dale storage,

Store In upriqhl Posillon.

T SPECIMEN COLLECTION AND PBEPARATION

FOR ANALYSIS

Speclmeh TYPes

Validaled specimen lypes lo be used wilh lhis assay:

porasslum EDTA

llthlum heparin

sodium hepann

sodium citrat€

Unopehed/
Opened'

On board Sysl8m 30 days Dlscard afler 30 days.

For hlormation on tracking

onboald tlme, reler to
lhe ARCHITECT System

Opelatlons Manual,

section 5.

' Reagents may be stored on or off th€ Af,|CHITECT lsy$em ll
reagenls are removed ftom the system, stor6 them al 2-8'C (with

septums and r€placemenl caps) in an upright positron For reagenls

stored oJf lhe syslem, il ls recommended lhat they b6 slored in

lh6lr original trays ahd boxes lo ensuro they remain upright lf the

miqoparticle bottle does not remaln uPright (wilh 6 septun
installed) while In refrige6ted storage oft the syatem,lhe reagent

klt musl be discarded. fot inlormaton on unloadng leagorls' r€ler

to the AFCHITECT Systeh Operations lvanual, Seclion 5

lndicatlons of Reagent Oelerio.atlon
Wh€n a control value is out o( the specili€d range, it may indicate

dsterioBtion of ihe reagents or €rrors jn t€chniqu€. Associated test

resulls are in!?lid. and samples must be retested. Assay recalibration

may be necessary. For lroubloshooting information' reler to the

AFCHITECT Sys!€m Operations Manual, Section 10.

I INSTRUMENT PROCEDURE
The AFIoHITEoT Anti-Hcv assay file musl be installed on the

AFCHITECT isy$em irom an AFICHITECT isystem Assay CD'ROM

prior lo p6rlorming tho assay.

For detalled rnfotmatlon on assay tile inslallatlon and vlewing

and €diting assay paramet6rs, reler to d1€ AFoHITECT System

Operat ons l\,lanual, Section 2.

For information on pnnling assay parameters, rsfer to lhe

ARCUIECT Syslem Operations Manual, Secllon 5

For a delailed description of system procedures, rsl6r to lh€

ARCHITEGT Systern Operaljons Mant/al.

Ip"ctmenTyp"s colle"tton t'rl"s
Human s€rum Serum

Human plasma

ACD

CPDA-1

CPD

CP2D
polassium oxalal6

. OthBr anticoagulants have nol b€en validated tor uso wilh th€

ARCHITECT Anti'HCV assay.

. Th{s assay was designed and validated ior use wlh human

serum or plasma flom indlvldual pat€nt and donor specimens'

Pool6d specimans must nol be used since lhe accuracy of lheir

lest resrills has nol been validaled.

. Perlormance has be€n established lor lhe use ol caoavenc

blood specimens (specimens collect€d post-moltem, non_hsan-

beatjng), for details refer to seclion Testlng ol Cadaveric Blood

Specimens,
. Tho iflstrum€nt doos not provide the capabilily lo veriiy specimen

type. lt is the responsibillty ol lhe operalor to v€riiy lhat lhe

cotrecl spec lnen lypes aae used in the assay

Specimen Conditions
Do not uso specim€ns wilh the following cond ons:

. heal-inactivat€d

. grcssly hemolyzed

Ensuro thal complete clol formalion in serum spocimens has taken

place priot lo peclm€ns' especially lhose

from pati€nts or thrombolylic therapy may

exhibil increa specimen is csntrifug€d belore

a complete clot lorms, the presence of Jibrin may cause elloneous

tesulls.

To prevent this phenomsnon. draw ihe specimen pior to heparln

lherapy.

To prevent ctoss contamination, use ot drsposable pipettes 0r plpelle

lips ls recommenoeo.

No qualila{ve peaformanc€ diflerences were observed belwean

experimental contrcls and the 23 nonleaclive or 23 spiked reacllve

specimens tested with elevaled lsvels ot bllirubin (< 20 mgidL)

hemoglobin (< 5OO mg/dL), lriglycerldes (< 3'000 mg/dL), or plotein

(3 12 g/dl),

No qualilative per(ormance ditferences were obsorved between

experjmental conlrots and the 25 nonreaclivo or 25 spiked r€aclive

spscim€ns leslsd wilh red blood c€lls at < 0 4% v/v.



Preparatlon for Analysls
. Follow lh€ lube manufacturer's processing instruclions for

collection rubes. Gravily separalion is not sufficient for specimen

preparalion.

sbeclmens must be separated from clots d ted blood

cells using centrifugetlon as recommended bythe tube

manulacturer.
. Frozen sDeclmens must be mlx€d THOROUGHLY 6lter thawing

by LOW speed vortexhg.
. For oDtimal results, serum and plasma speclmens should

be lree of fbrln, red blood cells, or othor panlculate m6ter'

Such speclmons may glve lnconslstent resulls and must bo

translsned to a c6ntrltug6 tube and cenvlluged !t least 10'000

RCF (Belatlvo Centritugal Forco) lor 10 mlnutes.

. Cent,ituged specimens with a lipld layer on the loo musl be

lransfered to a sample cup or s€condary lube Care must b€

laken to tGnsfer onty the clariJi€d specimen wilholt the lipemic

. lnsoect all sDocimens lor bubblos Remov€ bubbles wlh an

aoplicatol stick before analysis Use a new applicalor slick for

each specimen lo pr6ven! cross conlaminalion

Specimen Type Slorag€ TempeEture Tllne

S€rum/Plasma

Specimens may b€ slored on oI ofl lhe clot or rcd blood cells

Bemove serurn or plasma lrom lh€ clol, ssrum separalor' or red

olood ce ls il slo.ed long€r than lhe maximum 2'8'C storaqe t fla ard

slore at - 20'C or colder.

No qJalilarve diforences were observed between expelimental

controls and the 25 nonreactive or 25 spiked reactive specllnens

subiecied lo 6 freezBfhaw cyclesi how€vor, mllliple ireezsllhaw

cvcles should be avoided.

Specimen Shipping
. Package and label specimens in compliance whh applicable

stato, federal, and int€rnational l€gulalions covering the fansporl

of clinical sp€cimens and infectious substances.

' ll rs rccommended thal specimens be removed trom lhs clot'

serum separalor or r€d blood cslls.

' Spocimens may be shipped ambi€nt' at 2'8 c (wel ice)' or -20'c

or colder (dry ice).

. Do not exceed the sloEge iime limitations listed above.

Testing ol Cadaverlc Ellood Specimens
. Perlormance has been €slablished lor $e use of cadaveric

blood speclmens (speclmens collecled posl_modem, non'hean-

bealing) thal have been collgcted up to 15 hours afl6r death

Performance was €stablished using 50 spik-"d and 50 non'spiked

cadaveric blood spocimans. 23

. Tesring of caoaveric blood spscimens from pali6nts wilh plasma

dillition due lo transtuslons ot > 2000 mL of blood or colloids

within 48 hours, or > 2000 mL of crysialloids within t hour (ot

any cornblnalion lhereof) prior to colleclion of the speclmens

have nol been validated,

. Follow general slandards and/or regulations lor collecllon,

stoGge and handling.
. Follow lhe lub€ manufactulBr's processing lnstructions for serum

or plasma colleclion lubes. After inilial centrifugation' l€nsfer the

supernalant to a cgntrilug€ tube and cenlrrluge al 10,000 FicF

(B€lative Cenlrifugal Forc€) for 10 minulos lf sp€cimens are nol

orocessed di|ec1ly afler inilial centnlugation' il is recommenoed

to remove the supernatant from the clol or led blood cells unlil

further procossing.

. Cadav€ric blood spocimens can be stored for up lo 7 days al

2-8'C or up lo 3 days al 15'30'C followlng couection

. No qualilative differences were observed for cadavelic blood

should be avoided.

T PROCEDURE

Mat@dals Provided
6C37 ARCHrECT Anti-HCV Reagenl Kil

Msterlsls Bequlred but not Provlded
. AFlCHfrEfi Anli-HcV Assay tile obtained from lhe AFCHITECT

isystem 6-Assay CD-ROM lound on www.abboltdlagnostlcs com

. 6C37-01 AFICHIIECT Anti'HCV Calibrator

. 6C37-10 ABcHfEcT AntiHcV Controls

. ARCHITEOT Pre-Triqger Solution

. AFICHITECT Trigger Solution

. AFCHITEOI Wash Buffsr

. AFICHITECT Fleaclion vessels

. ARCHITECT Sample CuPs

. ARCHITECT SEPIUM

ARCHITECT RePlac€ment CaPs

Pipettes or pipelle tips {optional) to dellver the volumes speciried

on lhe patient or control ordor scr€€n

For informalion on materials r€quired tor mainlenance procedures

r€fsr to the AFCHITECT System Operations Manual' Section I

Assay Procedure
. Before loading the reagent kit on the syslem lor lhe llrsl

time, tho m croparticls bottle r€quiles mixing to resuspend

microparticles lhal may hav€ setlled d!ring shipment:

. lnven lhe micropadicle bottle 30 times.

. Visually lnspecl the botlle to ensule microparllcles are

resusp€nded, li mlcaoparlicles are still adhe€d lo lhe bolll€

continue lo inve the boltle until lhe micrcpanicles have

been compleiely resusPended

. lf the mlcropaltlcles do not resuspend, DO NOT USE'

contacl your local abbott representative_

. Once th€ mictopartlcles have been resusoendsd' remove

and discard the cap Wealing clean gloves' remove a

s€ptum ilom the bag ca'elully snap lhe seplum onlo lhe

lop ot the bottle
. Load lh€ reagsnt kit on the ARCHITECI lsyst€m

. venly llal all necessaty leagen6 ate pesent

. Ensure thal seplums are presenl on all reagenl bottles

. ordet calibralion, it necessary.

. For information on ord€ring caliblalions, roler to lhe

AFICHITECT System Operations lranual, Section 6-

. Order tests.
. For intormation on ordering palienl specimens and

controls and for gen€ral operaling procedures' roler lo th€

ARCHmECT sysrem Operalions Manual, Section 5'

. The minimum sample cup vollmE requir€d 10 pedorm a single

anli-HCV lest on the ABCHTTECT isystem is 150 pL lor lhe

firsl anti-HCV l€st plus 20 UL tot each addilronal anti'HCV lesl

ftom the samg sample cup No mole than 1o replicales may be

sampled lrom lhe sam€ sample cup. Verlfy the minimum sample

volume is orosent in th€ sampl€ c!p plior to running the tesl'

The minimum sample cup volume is calculated by the syslem

and is dlsplayed on the Palient' Calibrator' and Conlrol ordef

scr€€ns and on ths ord€rlist repoll.

- 20'C or colder

l\\



. For a sample thai is priority loaded, with 3 or lewer

replical€s ordeled. a smaller sample cup volume lhan i6

displaysd on th€ order screen may be used ln this case, |he

minrmum sample cup volums is 70 UL for tha first anti'HCV

test p!9 20 pL lor each addilional replicale' For addilional

intormation on ptiority loading, rofer to the ARCHIIEGT

Syslem operations Manual, Secllon 5.

' To minimiz€ the effecls of evaporalion, all samples (patient

specimens, calibralor, and controls) must b6 tested wilhin 3

houm of bsing placed on board lhe ARCHITEoT isyslern ll

lhe sample is on board the system for longer lhan 3 hours'

replace with fresh sample. For additional intormalion on

samDle evaporalion and volumes, ref6r to tho ARCHITECT

System Operations l\,{anual, Seclion 5.

. ll using primary or aliquol lubes, uss lhe sample gauge to

ensure sullicient pahenl spscimon is present

. Prepare ARCHITECT Anli.HCV Calibrator and Conlrcls.

. Mix calibralor(s) and conlrols by gsnlle inv€fsion b€lore use

. Hold bonles v€rtlcally and dlsponso recorinendsd voumes

into each respeclive samPle cup.

. Becommend€d volumes:

lor each calib6tor: 5 drops

fof each conlrol: 6 drops

. Load samples,
. For informalion on loading samples, r€ler lo th€ AFCHrTECT

Syslem Operallons Manual, Socllon 5.

. For addilional intormation on princlples of operation' reler 10 the

AFICHITECT Syst€m Ope.arions Manlial' Section 3

. For oDlimal pe'for'nance, 11 is imporlanl lo perlorm roulin€

rnaintenancE as described in lho AFCHfrECT System Operations

l,l|anual, Seclion 9. Perlorm mainldnance more tleqLlently when

r6q!ied by laboratory procedures

soecimen Dilution Procedures
Specimens cannot bo diluled for the AFCHrTECT Anti'HCV assay

Calib.ation

' Tesl Calibralor 1 in replicates of thtee. The calibrator sholild be

prionty loaded.

. A single sample of each control level musl be lested t0 evaluale

rhe assay calibralton. Ensu.e lhat assay control values are witl'in

the rang€s spocifled in the resp€c va conlrol Packago inser!

. Once an ARCHITECT Anli-HCV calibralion is accepted and

slored, all subsequenl samples may be tested without fu her

calibration unl6ssl
. A reagenl kit wilh a new lot numbel is usod or

. Gonlrols are out ol range.

. For detailed informalon on how to perform an assay calibration,

refer lo lhe ARCHITECT System Operations lvlanual' Seclion 6

Ouallty Control Procedures
NOTE: lt is tecommanded that the ABCHITECT Anti'HCV Posilive

conlrol and tho Negalive Contlol b€ run to varity th€ calibraion The

recommend6d conlrol r6quirem€nt tor tho ARCHITECT Anli_HCV

assay is a single sample ot both A'ICHITECT Anti-HCV Controls

tested once every 24 houts each day ot use lf the quality conlrol

procedures in your laooratory requir€ mot6 ltequenl uss ol convols

to verify test results, follow your laboratory spacific procedulgs.

Ensure that assay Controlvalues ars within lho ranges specified in

the Controls package inserl.

Verifcatlon ol Assay Clains
For prolocols 10 verily package inserl claims, refer to the AFCHITECT

System Operatlons Manuai, Append'x B,

The ARCHIT'ECf AnlLHCV assay belongs 10 m€thod gror.lp 5.

I BEsuLTs
Th6 ARCHITECT isyslem calculates the Anti-HCV Calibrator 1 mean

chemilumln€sc€nt siqnal trom lhree Calibrator 1 replicales and sLores

the resull,

Calculation
The ARcHffEcT Anti-HcV assay calculatss a resull basod on S/co'

. culoff calculation
calibralor 1 Mean RLIJ Value x 0 074 = Cutoff RLU

. s/co - sampl€ BLu/culoif RLU

Inlerpretation of Results
lnltlal Results

< 1.00

> 1,00

One or both results r€aclive

ior anli.HCV.

Spscimen consideted rePeatedlY

reactive lor anli-HCV bY lhe

criteria of AFICHITECT AntiHCV

ReDeatodlv reaclve anti-HO/ specimens should be invsstgal€d

lurther In supplemental lgsts such as olhe/ HCV speciiic

immunoassays and immunoblot assays or a combinallon thereol

and/or NAT l6sls.

NOTE: For details on configuring lhe ARCHITECT isystem to use

grayzone and high reaclive lnterpretalions, rslEr lo lhe ARoHITECT

System Op€ratrons Manual, Soction 2, The grayzone and high

reactive interpretations are editable parameters' and should be

utilized pgr end user requr.emems

Flags
Solne results may contaln information In the Flags tleld Fol a

descriplion of the ftags thal may appear ln this field, teler to lh€

AFICHITECT System operalions l,lanual, Section 5

I LtMlrATtoNS oF THE PBocEDURE
. False positive resulls can be expecled wilh any tesl kit The

proporlion of lhese falsely reaclive speclmens is dependent

upon th€ specilicity ol tho rest kil' specimon integriry and on the

prevalence of HCV antibodies in lhe populalion berng screeneo'

. ll the ARCHITECT Anll-HCV resulls are inconsislent wilh clinical

eMdence, addillonal lesling is suggested to conlirm the resuh

. For diagnostic purposss, losults should bs ussd in conjunctlon

wlth pati€nt hislory and olher hopalilis ma*ers for diagnos s of

acute ol chronic Inloction

. Specimens from hepannized palients may be padally coagulaled

and erroneous resulls could occur due to the presence ol fibrin

To prevenl lhis phenomenon' draw the sp€c men prior lo hepann

therapy,

T SPECIFIC PERFORMANCE CHABACTERISTICS
NoTE: Representative performance dala are shown Flesults

obEuned In indtMdual laboratorles and wilh diiletenl populallons may

lnstrrimenl Interpretallon
No relest requlred,

Rstsst in duplicate,



Precision
The precision ot ARCHITECT AnIFHCV was delormined using

thrBe reagenl lots, A panel composed of fotlr unique membe.s was

lssted in replicales ot lour ilh each reagent lol onco daily lor flve

days across lhre€ inslrumonls Each daily run also ncluded th€

ARCHITEGT Posnive Control run in duplicate at the beginning and

end of the run. The intra-assay, inter'assay' tolal standard deviaion

ISD) ard D€rc€nt coeflicl€nl of varialion (voo\') war€ dslerminsd

with a variance comoonenl analvsis2'for a random ellects model2s

(Table l).

b lncludes a subsel of 500 matched serum/plasma pairsi only the

sgrum r€sutts wore lncluded in ihe spoclflclry calculallon'
c Category included th€ followingl anti'CMV posilive (5)' anti'EBV

posltlve (5), anll-HAV positive (5), HBsAg positve (5), anll'HlV-]

posillvs (5), syphilis (5), rhe!matoid facior (5)' alcohollc liver

dlsease (5), anti-HBc positive (5), anti'HTLV-I positive (5)' human

antl-mouse anllbody posnlve (10), and influenza vaccine recipients

t 5).

Sensltivity
A total ol 117 specim€ns ftom 50 indivlduals wilh chrcnic Hcv

inlectlon, 42 individuals lhat wers antlHCV and HCV RNA posrtive,

and 25 individuals at increased risk for HCV in{ection wore tesled Of

th6 117 specimens, lOO were repeatedly reactive. and wer€ anti-Hcv

posillve by supplemental tssting (Table lll)

Table lll: Feactlvlty ol fte ABCHITECT Antl'HcV Assay In Sebcred

PoDulations wtlh Chronic HCV Intection, Anli.HCV/HCv FNA Posilive'

and at Inctsasod Bisk lor Hcv E!999L--
2

3

4

Connol

180 3.92

180 1.50

0.138 3.5 0.163 4.3 0.209 5.3

0,056 3.7 0.0€7 4.4 0.095 6.4

0.00s 5.6 0.007 8.4 0.011 13 4

a.127 3.g u.147 4.5 0.166 51
008

321

180

180 bySupplemenlal
Ioslinq' {%

olRspsalsdly
a Inter-assay variabllily contains Intra'assay valiability.
o Tolal assay valiability conlains intra-assayi inter'assall i ar-lol' and

inler-insvument variabilitY.

Speciliclty
A lotal ol 8,942 serum and plasma speclhens lrom volunleer

whole blood and plasmapher€sis donors were evalualed. The

speclmens from volunleer wholg blood donols wore collgcted lrom

European blood centers and the plasmaph€resis specimens lrom

IJS blood centers (Tabl6 ll) There was a total ol 59 rep€aledly

reactive sp€cimens. Following supplemsnlal testing wlh an antl'HCV

immunoblot assay, 28 specimens were anti'HCV positive (r€aclive lo

lwo or morc gene ploducls), 15 wer€ indetelminalo (reaciive 1o ore

gene producl), and 16 were negative (no gene producls dotect€d).

Nlnety-nine of the 1,500 specimens oblained from hospllal palienls

w€r€ fepealgdly roactive, of which gB w€ro antiHCV positive' five

indeterminate and six nogalive by supplemenlal les ng ln 65

sDecimens trom indlvlduals wlh modical condltions unrelated to HCV

lntection and sp€clm€ns contalning potenlially inlerfering subslances,

three specimens were repeatedly loactive, and all welo anli'HCV

posilive by supplemental l€stang.

Table ll: Reacllvlty otthe ARGHITECT Ahti-Hcv Assav in specimens

lrom Whole glood Donors, Plasmapheresis Dono6, Hospital Patienls'

lndlvlduals wlth Msdlcal Condttlons unrshled to HCV Inlectlon' and In

specrmens conralnlns Potentrarry lnte{g!qa!g!I99l
Numoor oI

PffitivahY
SuoDlsmental

Tsstingr (%

olRoDoatEdly

a A positive result was defined as reacllve lo two or more gsne

producls bY an immunoblol assay.
b Calegory included th€ followingi invavsnous dIUg users (5),

homophilia patients (10), men sex men (5), and temale proslitules

{ 5t.

Overall specificity and Sensitlvity
Overall speciltcity and sensilivjty were estimat€d lrom ihs resuhs

of 10,524 serum and plasma specimens sumrnarized in Tables ll

and lll. The overall specrticity was 99.60% (10,361/10'403) wllh a

95% confidence inlerual ol 99.45% lo 99 71%. Spec( city obserusd

from dilfe€nl sit6s rangod b€lwoen 99.20% (496/500) lo 99 70%

(1994/2000). The senslliMly was 99 10% with a S5% confidsnce

inlerval of 96.77010 lo 99.89%

Satoconversion
The abilily of lhe ARCHITECT Anti-HcV assay to dotect anti-Hcv

was evaluated by l€sting 20 HCV seroconversion pan€ls lrom blood

and Dlasmaphelesis donors who seroconvensd over tne course ot

lh€ir donation history The panEls were also lesl€d by an apprcved

assay. The AFICHITECT Anti'Hcv assay detected anti'HCV three

days (one bleed) earlier ihan the comparator assay in 1 of lhe 20

panels, Th€ comparator assay detecled anli-HCV five lo six days

(one bleed) oarlier lhan AFcHffECT Anli-HCV in 3 of lhe 20 panels

Both assays exhibited €quval6nt deleclion of anli'HCV in l6 ol lhe

20 panels.
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assay results cannot be guaranteed if lher€ are any deviations frorn

the instuctions In lhis package Insert.

I uarvle
ARCHITECT Anti.CCP

T INTENDED USE
The ARCHITECT Anti-CCP a6say is a chemil!minescent microparlicle

immunoassay (CMIA) fDr the s€mi-quantitatlv€ dotermlnalion ol lhe

lgc class ol auloantlbodles specittc lo cyclic cltrulllnaled peptide

(CCP) in human serum ot plasma on the AFCHITECT isyslam.

Deteci on of anti-CCP anlibodles ls used as an ald in the diagnosis

of Fheumatold Arthritls (BA) and should be used in coriuncton
wiih olh€r clinical inlormation, Autoanlibody lovels rspresent one

parameter in a multicrilerion diagnosllc prccess, encompassing both

clinlcal and laboratory-based assessmenls.

I SUMMARY AND EXPLANATION OF THE TEST
Rheumatoid Arthritis (FA) is a common, syslemac autoimmune

disease alfecting O,5-1% of lho population lt is characterized by

chronic inllammation of the synovium, which commonly leads to

progressive joint deslruction and in most cases, lo disability and

reduction oi quaiity of life.1 Evidenco gained over tho lasl iow years

s.rggests lhat dggressive lhetaoy given early in the disease has lhe

greatest therapeutic potenlial.2 3

-he s€rLm ol RA patienls conla ns a valiety ol antibodres direclod

against self-antigens, The most widely known ol thesg auloantibodles

is the rheumatoid {actor (RF) antibody directed againsl |ne

conslant oomarn ol lgG nolecules The presence of RF is one ot

the American College ot Rheumatology's (ACFI) crileria Jor lhe

classifcation ol BA,1 Allhough the RF test has good sensitjvity tor

FA, it is nol very specilic hr the disease as il can also be delected

n the serum of patients wilh olher rheumatic or iniammalory

diseases and even in a substantial percentage ol the heallhy

(elderly) population,s For several years il has been r6cognized

that antrbodies to anti-perinlicl€ar factor (APF) and aniikeralin

{AKA) are highly sp€crfic lor BA. ll was subsequently reporled that

bolh ol lhese anlibodies reacted wth naive filaggrin and are now

refefiod to as antlfilaggrin antibodies (AFA).sB l\rols recenlly it has

been shou/n that all of lhese antibodies are directed to citrulline'

containing epitopes.g cilrulline is a non'standard amlno acid' as

t is not incorporaled into prot€ins during prot€in synthssis. lt can'

however, be generaled via post-ttanslational modification oi arginine

residues by the enzyme peplidyl arginine deiminase (PAD).10 In 1998,

Schellekens and coll€agu€s r€portsd that |n€ar poplides containing

cilr!llin€ (CP) were very sp€cilic tor RA anlibodies (96%) in an ELISA

based assay,11 Subsequent work demonstrated lhel cyclic vatianls

of thes6 poptides, termed cyctic citrullinalEd peptid€s (CCP)' wore

equally specific for RA, but with a higher sensilivity than linear

peptides.l'zTo improve the sensilivity of the ccP test lu her, several

d6d,cated libraries of crlrullin€-containing poplrdes wsre scleenod

wilh RA sora and a new sel of peptides (CCPz) wera discovered

which gav€ superior performance conpered lo lhe CCPl test 13 Over

the last lew years, many independenl gludies have contilm€d the

diagnosl;c pedormance ot th6 CCP2 test.14 rs In 2007. the Eoropean

League against Rheumatism (EULAR) published gllidelines lor lne

dragnosis of early RA, and the measur€ment of anlibodies lo anli-

ccP was included as a serology marker.l6

I BIoLOGICAL PBINCIPLES OF THE PROCEDURE

Th€ AFCHITECT Anti-CCP assay is a two'step lmmunoassay

wilh an automaled sampl€ pre(€alment for the semi-quanlltatlve

det€rminallon oi th€ lgG class of autoan(bodi€s sp€cillc to cyclic

cilrlrllinaled peptide (CCP) In human so rm or plasma using CMIA

t€chnology with llexible assay prolocols' re(erred to as ch€miflex'

1, Sample is prediluled wilh wash bultbr' Tho prediluled sample'

CCP coated paramagntstlc microparticl€s and sample diluent are

combrnsd. The Anti-CCP antibodles present in the sarnple binds

lo th€ ccP coatad micropanicles

2. AflBr washing, anli-human lgG acridlnium-labeled conjugate is

add€d to creal€ a r€actlon milture

3. Following another wash cycle, Prg-Trigger and Trigger Solullons

ate added to lh€ r€action mrxtul6.

4. Tho resulting chemilurninescent reaclion is moasursd as relallve

light units (RLUS). Therc is a dirsct relationshiP botween lhe

amo!nt of anli-CCP antibody in the sample and lhe RLUs

delecled by lhe AFICHITECT isystonr oplics.

For additional infolmation on syslem and assay technology' refer lo

the AFCHTECT System Opsralions l,lanual, seclion 3

I neecenrs
Kit Contents
AftcHlTEcT Anli-ccP 1P65

NOTE: Some kit sizes are nol available in all counllles or lor use 0n

all AFTCHITECT isystems. Please contacl youl local d slribulor'

1P65-25 1P6$'35@
500100

lcoxJUo^rEl

nrrFLr ptluEnr-l

@ ccp 
"oaled 

microparlicles in phosphate bufler wth

surlaclant and polein (bov'ne) slabihzer. Mirlmum concenlralion:

O.O5% 6olids. Preserualivs: sodium azide

iEd[ii,iEl yqgsg 3n1;-l'1uman lgc: acridiniumJabeled conjugate in

MES bulfbr with surfaclant and prcteln {bovine) stabilizer. N'iinimum

concenlrationi 10 ng/mL, Preseruatives: Nipasepl and Saralloxacin'

@] pno"phate bul{er wilh surtaclant and protein

(bovine) slabilizer, Preservattve: sodium azide

Other Reagents

FREtrrjjERsoitnoxlARSHITEcTPre-Triggersolulionconlaining
1.32% (Wv) hydrogen Psrox d€.

Fnrocinsot"tnod 6gg11lTEcT T1gger solulion containing 0.35 N

sodium hydtoxide.

@]nncurecr wash Bufer contarning phosphate

buffered salin€ solution, Preservalives: anllmicrobjal agents.

1x6,5mL I xzb,5mL

1x5.8mL 1x258mL

1x9.8mL 1x500mL



wamings and Precautions
. llE
. For /n wl/o Diagnostic Use

salely Precaullons

CAUTION: This producl requkes the handling ol human sp€cimens'

11 is recommendsd thal all human-soLlrc€d matellals be consid€red

potentially infeclious and handled in accordance wilh lhe OSHA

Standard on Bloodborne Palhog€ns. Biosalety Lovel 2 or other

appropiale bjosafety praclices should be used lor materials lhat

conlain or aro suspected of containing infeclious agents.lT'zo

Salety Dala sheels are available al www abbo(diagnostics.com or

contact your local repr€sentallvs.

For a delailed discr.rssion of sa(ely precautions during sy em

operation, rerer lo th€ ARCHTTECT System Operations Manual

S8ction 8.

Reagent Handling

. Do nol use reagenl kits beyond lha €xpllation dale

. Do not poolreagonts within a kll o. belwsen klts.

. Betore loading lh6 reagenl kit on lhe system for lhe lirct time' the

microparticle botlle requlros mixlng lo rgsuspend micropartlcles

thal may hav€ ssflled during shipmonl For microparllcls mixing

inslructions. reter to lhe PROCEDURE, Assay Procedure seclion

ot lhis package inserl.
. septums MUST be used to prevent reagent evapolEtion and

contamination and to ensure reagenl integrlty. Reliabillty ot

assay results cannol be guaranleed ll sePtums aae not used

according lo the Instructlons In this package Insert.

. To avoid contamination, weal clean gloves whon placlng a

seplum on an uncappsd aeagent botlle.
. Once a seplum has been plac€d on an open reagent botle,

do not invert the boltle as thls will tesull in reagenl leakage

and may compromise assay resulls.

. Ovei time, residual liquids may dry on the septum sunace.

These ar€ lyplcally dried salls and have no eifect on assay

6lficacy.

For a detailed discusslon ol handling precautions du ng syslom

operation, refer to the ARCHITECT Syslem Operations Manual,

Section Z

Rcagent storage
when slored and handled as directed, r€agenls arc stable unlil the

€xpiration dal3.

Slomge Maximum Additlonalstorage
Temperatur€ Sto€geTimE Instructions

Until MaY be used immedialely
expkalion aiier removal trom 2-8 C

dale storagg.

$ore In upright Position.

micropadlale bottle does not remain upright (wlth a septum

Installed) whlle In tefiigeftlted storage off the system' the reagenl

klt must be discarded. For intormation on unloading r€agenls' rsfsf

lo lh€ AFCHrECT Syslem Operatlons Manual' Seclion 5,

Indioations ol Reagent Deterioration
When a conlrolvalue is oul of lhe specllied rang9 it may indicale

deterioralion of the reagents or errors In technique. Associaled (est

results ar6 invalid, and samples mu$ be r€leslsd Assay recalrbralron

may bo nocessary For troubleshooting inlorrnation' reler lo lhe

AFCHITECT Svst€m Opera ons Manual, Sectlon 10

T INSTBUMENT PHOCEDURE
The ARCHTTECT Anli-CCP assay file must be inslalled on lhe

ARCHrECT lsystem p or lo pedorming lhe assay

For delailed inlormalion on assay lile inslallatron and Mowng

and edlting assay param€tets, refer to the ARGHITECT Sysl€m

operallons Llan!ial, Secllon 2

For inforrflalion on printing assay paraheters, rel€r lo thE AFCHITECI

System Op€rations N,4anual, Secton 5

For a delailed descripllon of syst€m procedures, ret€r to lhe

ARCHITECT Systeh Op€rations lManual.

Altcrnate Besult Units
The defaun result unit tor the ARcHfEcT Anli-ccP assay is u/ml

I SPECIMEN COLLECTION AND PREPARATION

FOR ANALYSIS

Specimeh Types
Verified specimen types to be used wilh thls assay:

Serum

* Reagenls may be stored on or ofl the AFICHITECT isystom.lf
reagents are removed lrom the system, store lhem at 2.8'c (wllh

septums and replacement caps) in an uptight posilion. For reagents

stored oft the system, it is recommended thal they be stored in

their original trays and boxes lo ensure thay remajn upfight ll the

Plasma

. Oth€r spocimsn colleclion tubs typos hav€ not bsen tosled with

lhrs assay,
. Plasma sp6cimens flom dillersnt anticoagulanl tobe rypes should

not be used intelchangeably for monitoring anli-CcP.

. Perlormance has nol been established for the use of cadaveric

specimens or lhe use of body flulds olher than hurnan serum 0t

Plasma,
. Liquld anticoagulanls may hav€ a dilution €lfect resuhing in lowe'

concenlrations tor lndividual patienl specimens.

. Th€ instrumsnl does not proMde lhs capabllity to verily specimen

type. lt is the r€sponsibllity ol the operalor lo verify Ihal the

correct spocimen types ars us6d in the assay.

Specirnen Conditions
. Do not use specimens wilh the following condltlons'

. heal.inaclivat€d

. grossly hemolyzed

. obvious microbaal contamination

. For accurate results, s6rum and plasma specimons sholld be

fr6e of lib n, r€d blood c€lls, and oth€r pafliculats malter' Serum

specimens lrom patienls receiving anticoagulant or thtombolFlc

thsrapy may contaln flbrin due to incomplele clol formation

. To preven! cross conlamination, uso of dispo6able pipelles or

pipene tips is recommenoe0.

Preparatlon lor Analysls
. Follow the tube manulacturor's processing inslruclions lot

colleclron tubes. Gravity separalion is not sutficient

Lilhium hepatin plasma separalor

lubes

Unopened/ 2-8'C
Opened'

On board System 30 days

rcmperature

Discard atter 30 days.

For information on tlacking
onboard time, relel to

lh€ ARCHTTECT Syslem

Operatons N{anual,

Ssclion 5.

preparalDn,



. I\,lix thawed spocimens thoroughly by low speed vorlsxing or by

invertlng 1O limes. Visually inspect lhe specimens. lf layeling or

stralilicalion is obseNed, conllnue mixing until specimens are

visibly homogen€ous.

. To ensur€ cors slency in results, spoclmens must be lranslerred

to a centrifuge tub€ and cenviluged al > 10,000 RCF (Relali\,€

Cenlrifugal Force) ior 10 minutos bofor€ testin€ it

. they contaln llbin, red blood cells, or olh6r pa iculat€

malterl
. they requirg rep€at lesling, or

. they woro lrozen and thawed.

. Transfer ctarifi€d sp€cirren to a sample cup or secondary tLbe

lor lesting. For centrilugod specimens wllh a lipld layel' lranslel

only t']e clarilled specimen and not th€ lip€nlc malerlal.

. lnsoect all soecimens lor bubbles. Ftemove bubbles with an

applicator stick bofore analysis, llse a n€w applicator stick Jor

each specjmen lo prevent cross conlamlnation.

Specimen Storage

Serum/Plasma Foom temp€ralure < 22 hours
(study Perform€d al
s0'c)

3 7 days

-20'C or colder

Specimens may b€ stored on or off tho clot, red blood cells, or

saparator gel.

ll lest nq will be delayed mor€ lhan 22 houts for sp€cim€ns slored aI

rooln temperalurs or mor6 than 7 days lol speclmens stored al2'8'C,
f€move serum or llasma from the clot, red blood c€lls, or s€parator

qel and stote a1 -20'C oI colder.

Avoid more lhan throe freeze/lhaw cycles,

Specimen Shipping
. Package and label specimens in compliancs wilh appllcable

state, federal, and intemalional regulations covering lhe lranspon

ol clinical specimens and inteclious substances.

. Do not exceed the storage limilations listed above

I PROCEDURE

Msterials Provided
1P65 ARCHmCT Anti-CCP Reagenl Kit

Materlals Requlred but not Provlded

' AFICHITECT Anti-CCP Assay lil6 oblained trom the ARCHrTECT

isystem e-Assay CD-ROM found on www.abboltdiagnostics.com.
. 1P65-01 ARCHITECT Anti-CCP Calibralors
. 1P65-10 ABCHIIECT Anti-GGP Cooltols
. ARCHITEoT Pre-Trigger Solution
. ARCHITECT Trigger Solution
. ARCHrECT Wash Bull€r
. AFCHrrECT Feaclion Vessels

. ARCHITECT SamDl€ CuDs

. ARCHrrECT Septum

. AFTCHIrECT R€placement Caps

. Pipettes or pipetle tlps (optlonal) to dellver the voiumes specifisd

on th€ palient or coFtrol or0or screen.

For Information on matsrlals required for maintenancs procedures'

re{er ro the ARoHITECT Svstem op€tations Manual, S€ction I
Assay Procedure
. Before loading lhe rsagent kit on the syslem for lho Rrst lime, the

microparticle bollle requires mixing lo resuspend micropallicles

thal may have setlled dliring shipmenl. Mer the firsl time lhe

microparticles have been loaded, no fu her mixing is required.

. lnverl the mlcropartlcle bottle 30 tlmes.

. Visually inspocl the bol{le to ensure microparliclss are

resuspended. ll mlcroparllcles are still adhored lo lho boltle'

continue lo invsrl the bottle Lrnlil th€ mlc.oparlicles have

baen comPletely resusPended

. It lhe microparticle6 do not resuspend, DO NOT USE.

contact your loc6l Abbott representatlve'

. Once th€ mlcropal1lcles have been resuspended, place a

s€ptum on thd bonl€. For inslructlons aboul placing sep(ums

on botlles, r€fel to lhe Feagenl Handling section of this

packag€ inserl.
, Load th€ roagent kit on lhe ABCHITECT isyslem

. Verlfy that all necessary reagsnls ate presenl

. Ensure lhai seplums are pres€nl on all reagenl bonles

' Order callbration, if necessary
. For inforhation on ordsring calibtations, retor 10 lhe

AFCHITECr Sy$em Operal ons Manual' Seclion 6.

' ord€r tests,
. For intormalion on ordering palienl specimens and

cohtrols and lor general operating procsdures' refer Io lhe

ABCHITECT Syslom Operations Manual, Section 5.

I Minimum sampl€ cup volumo is calcLllaled by lhe syslem

abd prinled on lhe Orderlist report To min mize the €lfecls of

evaporatiotr, verify ad€quale sample cup volume is presenl prior

lo running the tosl.

I\,laximum rumbel of replicates sampled from the same sarnple

cup: 10

Sample volume for iirst lest: 60 PL

Sample volume fDr each additlonai 16sl from same sarnple

clipr 10 !L
. < 3 hours on boald:

Sampl€ volume lor lils! l€st: 150 !L
Sample volume for 6ach addltional lest trcm same sample

cupl 10 uL
. ll uslng primary or aliquol lubes, use ths sampl€ galJge io

ensure sufficienl patient specimon is plesont

. Prepare ARCHITECT Anii-CCP Calibralors and Conlrols.

. AFCHITECT AntFccP Calibrators and controls should be

pr6pared according to their respeclNe package Ins€rls

. Recommendod volumosl

lor each calibralol: 4 drops

lor each control; 4 drops

. Load samples,
. Fof informalion on loadlng samples rcfer lo lhe AFIoHITEoT

Syslom Operaltons Manual. Socton I
. Press FIUN.

. For additional inlormallon on principles oi operatron reter lo the

AFCHffEgT Syslem Operalions l,{anual, Seclion 3

. For optimal parbrmance, it is lmporlanl to perlorm roulrne

mainlenance as described in th6 ABCHITECT Sysl€m Opelations

Manual, Seclion 9. P€rform maintenance mote lrequently when

requir€d by laboralory procedutes.

Specimen Dilution Procedures
Sp6crmens wilh anti-CCP valus exceeding 200.0 U/mL are flagg€d

with lh€ code "> 200.0 U/mU' and may be diluted using erth€r lhe

Automaled Dllullon Plolocol or lhe Manual Dllutlon Procedure,

Automated Dllutlon Prolocol

The system perfoms a 1:6 dilution of the spscimen and automalically

calculat€s the concentlalion ol the specim€n beJore dilution and

reporls the result,

Manual Dllutlon Procedure

Suggesled dilulion: 110,

1, Add 50 UL of the Patient specimen to 450 pL

Ant'-ccP Negallve Conlrol



2, Tho operator must enter the ditution faclor in the Patienl or

Control order screen. The system will use this dilution lactor lo

aubmancally calculate lhe concentration ol ths sample belor€

dilution and report tho resull.

For detailod informalron on ordoring dllulions, rele. to lhe ARGHIECT

Syslem Opsralions Manual, Section 5,

Calibratlon
. Tsst Calibralors A-F in r6Dlicatgs of iwo. The calibrators should

be priority loaded.

A srngle sample ol each control level must be lesl€d lo evalJare

the assay callbratlon. Ensure thal assay control values ar€ within

the ranges spocified In fie ro6pactlvo control packags Insen.

. Calibralion Bange: 0.0 - 200.0 U/mL.

. Once an ARCHITECT Anti-CCP cahbralion rs acc€pted and

stored, all subsequBnt samples may be tested wilholil lunh€t
calibration unl6ss:
. A roagenl kit wilh a hew lot numbsr ls usod or
. conlrols ars out of rang€.

. For ddlalled Iniormatlon on how to psrlorm an assay callbralion'
rel€r ro the ARCHITEGT System Operatlons Manual, Section 6.

Ouallty Control Procedurcs
The recomn€nded con{Iol requir6ment lor ths ARCHITECT Anti'CCP

assay rs that a single sample of €ach conkol lev€l be tested onco

every 24 hours each day of use. ll the qualily conlrol procedures In

your laboralory roquire more frequont use of controls to velily test

rcsulls, follow your laboralorrspscific procedures.

Additional contrcls may be tesled in accordanc€ lvilh local, slale'

and/or iedelal regulatlons or accredrlation requiremenls and your

laboralory's quality control policy.

Contrclvalues musi be wllhln lhe acceptablo ranges specllied In lhe

conlrol package ins€rl. ll a control is out ol its specified range, the

associated lest resulls ar6 invalid and musl be retesled. R€calibration

may b9 indrcated.

Verifcatlon ol Assay Clalms

For prolocols to veafy package insen claims, refer to ths ARCHITECT

Syslem Operalions Manual, Appendix B.

The AFCHrrECT Anti-CCP assay belongs to mothod group 1.

I RESULTS

Calculation
ThB ARCHITECT An|LCCP assay utllizos a 4 Paramdler Logistic

Curve fit data roduction method (4PLG Y-weightsd) to generate a

calibration curve,

Flags
Some iosulls may conlain information In the Flags fiold For a

d€scription of th€ flags that may app€ar in thi6 lield, rsfer to the

AnCHITECT Syslem Op€Etions l,{anual, Section 5.

Measurement Range (Reportable Rahge)

The measurcmenl range ot th€ ARCHrECT Anli-CCP assay is

0.5 U/mL to 200.0 U/mL.

I LIMITATIoNS OF THE PROCEDURE
. For diagnostic purposos, the AFtcHITEcT Anli'ccP rosults should

b€ used in coniunctton with olh€r clinicaldala; e.g, symploms'

medical hislory, etc.
. ll the ARCHITECT Anti-CCP resllts are inconsistent wth chnical

evidence, addi|onal tesling rs sugg€sted to confirm lhe result

. The value of anti-ccP In juvenile arthrilis has not beon

. Som€ specimens rnay not dilule lin€arly because ot

th6 hetsrogeneity of the autoanlibodies \rlilh respsct to
physjochemical properlies.

. ARCHI IECT Anll-CCP results should nol be used
Inlerchangeably wlth other manufacturers' methods lor antl-
CCP determlnailons.

. Plasma specimdns irofi dillerenl aotlcoagulanl lube types should

nol be used Inletchangeably lor monlloin€ antl'CCP

. specimens from patienls who have recoived preparalions of

mouse lnonoclonal anllbodies lor dlagnosis or thelapy may

contain human antl-mouse antlbodies (HAIVA) 21''z2 Specimens

containing HAIVA may produc€ anomalous values when lested

wllh assay klts such as AFCHITECT Ant-CCP lhal €mploy

mous€ monoclonal antibodies.2r

. HeteroDhilic anlibodtes in human spedmens can leacl

with reags immunoglobulins, Intertering wilh ,h fllro

immunoassays.2s Paltents routinely €xposed lo animals or to

anlmal s6rum producls can bo prone to this lnlsrtorence and

anomalous vaiues may be obs€rued. Additional nforrnation may

b6 requkad for dlagnosis.

. B9I€T to thg SPECIMEN COLLECTION AND PREPAFATION

FOR ANALYSIS sec{on ;n thls packagB inse4lor specimen

limllations.

I EXPECTED VALUES
In a representatlv€ sludy, serum specimens from 199 asymptomallc,

appar€ntly h€althy mal€s (n'126) and l€malos (n=73)' with an a9€

lange of 19 to €7 years, were testod with the ARCHITECT AnllCCP

assay. No dlfisrences allrloulabl€ to gender or age we'€ ooservFd

Spocim€n valu€s rangod lrom < 0.5 U/mL to 2 5 U/mL A cut-off ol

5,0 lJ/mL was choson, whereby a resull of > 5.0 U/mL is considered

posilve and a resull ol <5.0 lJ/mL is considered negalive'
t Represgnlative dala; fesults in individual laboralolies rnay vary lrom

thes€ dala.ll ls rscommended thal each laboralory ostabljsh ns own

expected range, whlch may be unique to the populal on i1 serves

dependng upon geographical, pali6nl dielary or ervi'onnental
factors,

I spEctFtc PERFoRMANcE cHAMcrERlsrlcs
Precision
The AFICHITECT Anti.CCP assay is designed lo have an impr€cision

of < 10% lolal cV
A study was performed based on guidance llom lhe Nalional

Commirtee for Clinical Laboratory Slandards (NCCLS) document

EP5-A2.2! Seven samples consistlng of th€ AFTCHITECT Anli'CCP

Posilivs Conlrol, lour hurnan plasma Fan€ls, and lwo human plasma

sampl€s were assayed on lwo instrumenls, in rep icales of two al two

separat€ {mes por day lor 20 days (n = 80 fot each sampl6) using

lwo lols ot reagenls and a single calibrallon tor each inslrum€nu

reag€nt lot combination, Dala trom lhis study are summarized in the

following table.'

R6a!6nl t$6rn Wilhin Bun Tolal

conrol 2 2 80 26 7 0.68 2.6 074 2.8

Panell 1 1 80 10S 030 27 061 56

2 2 80 113 0.26 23 0s8 5.2

Panel 2

Panrl3 1.40 2.1

192 26

1 1 8! 28.6 063 2.2 lg5 68

2 2 80 30.3 060 2.0 168 55

4.03 6 0

485 57
66.7

72.7

60

80

80 135.3

80 154.1

8.11 6 0

118? 11
636 47
502 33

Samplel 007 26
0-07 24

80

80

011
0.1I

40
40

2B

27

samplez

" Represenlative dala; results in individual laboralories may very trom

lhoso dala.

Sensitivity
Sensitivity is dofined as lhe limrl ol detecuon (LoD). The

Anli-CCP a6say is designed 10 hav€ a LoD of 3 0 5

and th6 limil ol blank (LoB) ot lh€ ARCHITECT

80 1814 6.67

80 195.3 7.20

3.7 9.69 s 3

3.7 1214 62

dotErmined bas€d on guidance froft the NCCLS



using proportions ot fals€ positiv66 (o) l€ss than 5% and false

negatives (p) loss than 5%, Theso d€lehinalions were penolmeo

using one blank (60 replicates) and li\r'e tou, level anli'ccP semples

(20 replicat€s each)i LoB - 0.02 U/mL and LoD - 0 11 U/mL.'

' Bopresenlarive datai resulls in individuat laboratorios may vary f'om

these daE,

Linearlty
Th€ AFICHITECT AnILCCP assay is design€d to be llnEar across Ih€

m€asurement range ol 0.5 to 200.0 u/mL,

Eased on a study performed by guidance lrom tho NCCLS documenl

EP6-A,,5 lh€ ARoHITECT Anti-ccP assay demonstrated lnearily
frcm 0.5 lo 200.0 U/mL.'

' BsDr€senlat,ve dala; resulls in indivldual laboratorias may vary from

these dala.

. -26% lo O,€% tor antl-CCP conc€ntralions > 10.0 U/mL

. -1.0% lo 75% lor anli-CCP concentrations > 5.0 lJ/mL to

< i0,0 U/mL

0.1 - 257 4 0.9985

(0.9s to 1.01) (-6.19r0 2.48)

Aulodilution Verif cation
The ABCHITECT Anli-ccP automated dilution method is d€signed to

have a mean dilf€r6nce ot i10% v€rsus lhe manual dilullon melhod
when performed on samples with values > 50.0 lJ/mL.

The AFCHrrECT Anti-CCP assay was €valliated wlh lhe 116

aulodilutron method versus the lJ0 rnanual dilulron m€lhod using

12 human serum safiples whh anlLCCP levels €nging lrom

58.7 to 785.0 lJ/mL. Fivo replicatas each of tha aulodilut€d and

manually diluled samplss were assaled on one instrument using the

ARCHITECT Anti-CCP assay. The m€an percenl dilference across all

sampl€s was 2,6%. The perc€nl differonce results are surnmari26d in

the foliowing table.'
lvoan Aulonat€d 0ilutod lilian Man ally oilulldlhlu6

Value r Dildion F.ctor ol5 r 0iluton F.clot ot 10

samplo lu/mtl lu/|nl.) % Diflol8nce'

' Represontatlv€ daia; rcsulls in Individual laboralorles /nay vary lrcm

lh€s€ dala,

Cross-ReactlvltY
To ass€ss lho potenlial cross.reactivity oi lhe CCP anligon used

ln the AftcHlrEcT AntlccP assay wlth other auloantlbodies' lhe

assay was evaluated wilh 20 sampl6s posillve lor vario!s oth€l

autoanlibodios and negative lor CCP anlibodies The lollowing

auroantlbodles (1-4 samples of each) w6re lesled In th€ assayl ssA
SSB, Sm, FNq ds-DNA, Jo-l, Scl-70, Ribo-P, TPO, ANA, and Al\,4A

Tho study showed no signillcant cross-reaclivity of the CCP antigen

wlth any of thss€ other auloanllbodles.

Tube Type Matrix Comparison
Th€ sp€cimen colleotlon tub€s listed below were verified lor use with

rhe ARCHITECT Anri-CCP assay.

. sBrum, serum separator, lithium heparln plasma separator' and

potasstutn EDTA.

when compared to the controltube lypg (serum),lhe lube types

evaluated for samples wrth anli-CCP values < 5 0 U/mL showed less

than a 0.5 u/mL difi€rence on average, and lhe lube lypes ovaluated

for samples wilh anti-CCP valu€s ranging fiom 5.3 to 178.8 U/mL

showed less lhan a 10% dlfference on av€rage. Tho dislribulion oI

the diflerences or percenl differences per tube type is lisled in lhe

lollowing table.'

453 0 07

4827 4 4

143.8 7.1

Hsmoglobin

ToklProtsin

Tdglyftrides

RhBuhaloid Fador

oisltibulion ol AhsolulB

oillorcnc€s < 0.5 l'l|nl
lot Samples wilh Ani-

Tub€ Typo tcPlhhos < 5.0 U/mL

800 ns/dl
12 gJdL

3000ms/dL

200l!/mL

Dklrih/tion ol ftsolll€ P.rcBhl

0itloBncds t0r Sampl0s eilh Anli-CCP

Values5.310178.8 U/mL

< l0% > 101t0 < 20% > 20%

1

2

3

4

5

6

7

s

I
l0

1l

12

4564

504.1

7S6,8

734.6

224 2

1920

213.9

196.8

65.3

70.1

t2D

157 2

785.0

209.9

187.9

207 0

194.6

61.4

69,2

69.0

155.?

-6,4

4.9

2.2

tl
5.3

1.3

4.4

1.2

100%

09/19)
10096

(19/re)

1009(

(19./19J

7696

(19,2s)

72%

(18/2s)

80%

l20t25l

16%

14nsl
24!6

(6/2s)

15j6

14t25l

896

tz25)

0i251

tt25)

SBrum Srparator

Potassium EDTA

LjlhiumHBparin

Plasma

Soparalorlvoan Automarsd Diluted valuo x5 {u/mLl.
Mean Manually Diluled Value x 10 (U/mL)l

x100
Mean Manually Dilutod Valus x 10 {U/mLl

' Rsprgsentaliv€ dala; tEsults in indivldual laboratoies may vary fiom

lhese dala.

I nterference
The ARCHITECT An1LCCP assay is designed to have a mEuimum

devialion in anli-CCP concentralion from the follo ring potentially

inlerfering compotinds within:
. +15% for anliCCP conc€nlrallons > 10.0 U/mL
. 110% ior anli-CCP concentrations > 5.0 LJ/mL to < 10.0 U/mL
. 10.5 u/ml for an -CCP conceniralions < 5.0 u/ml
A sludy was pddormed bas6d on guidance from the Chnlcal and

Laboratory standards Insrltule (GLSD documgnt EP7-A227 for

rh6 AFCHITECT Anti-CCP assay. Serum samplos with anti-CCP

levels across lhe assay range ot 0.5 U/mL ro 200.0 u/mL w€r€

supplemenred with the polentally Interlbring compounds listed In
the table b€low. Th€ maximum dsviation of anti-CCP concentralion
observed in serum sampl€s durlng lhese studies ranged from:

' Rgpros€ntatlv€ data; results in individual laboralories may very from

lhese dala.

Clinical Sensitivity and Speclfi city
Th€ clinical sensilivity was deis.mined for 496 confhmed RA

individuals, and clnical specificily was determined for 499 non-

FA specimens (299 from patienls wilh olher moumallc and

non-rheumallc disorders and 200 from asymplomatic aPparently

healthy individuals). Using a cLlFoll of 5.0 U/mL, lhe sensilivily was

calculated to be 70.6% with a specilicity ol 98.2% The r€sults a.e

summatiz€d in the following lables.'

AFCHfilCT Anli'CCP

SDacinon C.tdgory Totaln Posiliua n % Sonsilivilv

conrrmed RA' 7064S6

ll0lnl6 oEncs found up l0lhe Iollol|ling

f'

t'/. I

I RA oatjonls wcre classitisd accod ng m the ACR cilsna.r



Specimon CdE0ory Total n

a Th6 non-RA dlseases wers Ankylosing spondylit s, Autoimmune

Thwoidrlis/Heghimoto s Disease, Crohn's Disea66 Dermatomyositis'

Epslein-Barr Virus, Lymo Diseas6, Osteoarlhrilis' Polymyalgia

RheumatLca, Polyfiyosilis, Psorialic Arlhrltis, Beactive Arlhritis/

Reiler's syndrom€, Scletoderma, Sj6gren's Syndrome, Systomic

Lupus Erythematosls, and Ulc€ralivo Col ls.

' Reprosentativ€ data; results in individual laboralori6s may vary rrom

Method Comparison
Th€ AFICHIIECT Anti-CCP assay is designed to have a concordance

of > 95% lor RA and non-M specimens when compared lo the

AXSYM Anti-cCP assay. Ths FA and non-RA specimens d€scrib€d in

the Clinical S€nsilivily and Specificily section were us€d to compare

the AFTCHITECT Antl-CCP assay to the AxsYM Anti-CCP assay

The culofl emDloved for lho AxSYlv Anti-cCP assay was 5.0 U/mL,

as staled in the manulacturerrs package ins6rt Using a cul'olf of

5.0 u/mL {or the ARCHITECT Anti-CCP assal4 the concoldance was

calculated to be 99.3%. Tho resulls are summarized in the following

tables '
AISYM Anli-ccP

High Dose Hook
Hlgh dos€ hook is a phenomenon whereby very high l€vel speclmens

may read wnhin the dynamic rang€ ol the assay. For ihe ARCHITECT

Anli-CCP assay, no high dose hook effect was observed when a

sample contalning approximately 2000 u/mL of ahli-CCP anl body

' R€prosonlalive datai r€s!lts in individual labolalonas may vary lrom

lhese daE.
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INTENOED USE

The ARCHTTECT Anti-GCP Controls are for the estimation ol tesl

precision and the detsction of syst€malic aflalytical devialions ol lhe

ARCHITEGT isystem (rsagents, calibralors and instrument) when

used for the ssmi-quan{tattve delermination ol the lgc class ol

autoantibodiss speclllc to cyclic cltrullinated peptide (CcP) in human

serum or plasma.

Fleter ro rh€ ARCHITECT A'|li-CCP rsag€ packag€ irsert and lhe
ARCHnECT System Operatlons l,'lanual lor addilional inlormation.

CONTENTS
2 Bomles r70 mL eachl ot AFCHITECT Anti-CcP controls conuin
eithsr anti-CCP posilive or anliCCP negativo human plasma rn

phosphale buffer, Preservalive: sodium azide.

fhe conlrols yreld lh€ iollowang conc€nlralbns:

Antl-ccP Concenra on
(uiml) Range (U/nL)

sabty Dala Sh€Bts are avallable at www.abbotldiagnoslics.com oI

conlact your local representatlve

For a delailed discussion of saloly precautions during systern

operalion, reler to lh€ ABCHITECT Syslgm Operatlons Manual,

Seclion L
STORAGE
. Conirols are stable Lntll lhe 6xp raton dale wr€r slored and

Control

Fotttiott+l

F NriotFl

Each laboratory should €stablish ils own conc€ntralion ranges tor

new conlrol lots at each contrcl lev€l This can be accomplished

by assayrng a minimum of 20 replicales over sevsral (3'5) days.

Sources ot variation lhat can be expocted should be included in this

study in order lo be r€pr€senlative of fulure system periormance

These nav include:
. Multiple slor€d calibra$ons
. frultiple reagenl lots
. Mul$ple caliblator lols
. Mulliple processing modul6s

. Data poinls collected at ditferenl limes of the day

These results should be applied 10 your laboralory's quality control

practrces.

PRECAUTIONS
.@
. For rn Y{rD Diagnostc Use

,/l\/t\
. 4il caurloN: Thls ploducl conlains huran-soutced and/

or pol€ntially infeclious compon€nls. Ref6r to the CoNTENTS

section ol this package insen, No known tesl m6thod can

oftsr complele assulance that products derived from human

sorjrc€s or Inacli\iatsd microorganisms wlll not transmit inlection.

Therelore, all human-sourcod materials Ehould be consideled
polenlially inlectious lt is recommended that these r€agents ano

human specimens be handl€d in accordance wilh he OSHA

Standard on Bloodbome Palhogens. Biosafuty Level 2 or other

appopriate biosalety practlces should be usgd fot materials thal

conlain or are suspecled of conlaining infectious agents.r4

. The human plasma ussd in the controls is nonreaclive lol

HBsAg, HlV-1 Ag or HIV-1 RNA, anli-Hlv.1/Hlv-2 and anti-HCV or

HCV flNA.

handled as directed,

Do not us€ past exprration date

r"'
,'a4

Gsneva. World Heallh Organizalion; 2004.

4. clinical and Laboratory Slandards Insljlute (cLsl).

PREPARATION FOR ANALYSIS
. Controls may bo usBd immedialsly attor .emoval from 2-8 C

0raqe,
. Gently invert the botlles 510 timos prior 10 disp€nsrng to ensure

mxng,
. Atter each use, tightly close the caps and return the conlrols to

2-8'C slorage.

PBOCEDURE
. lf utlllzing AFICHITECT system software version 5.0 or higher.

r6f€r to the ARCH|TEST Systom Opelalions Manual, Section 5 lor

informallon on ordeling positive and negative controls.

. lf utiliziog an ARCHITECT system soflware version lowef lhan 5 0,

use the following in$lructions lo ordor conlrols:

. For intormation on ordering the positive conlrcl' reler 10 lhe

ARCHI|ECT Sy$em Operations Manual' Section 5

. order the negative conllol as a patient spec men, nol as a

Control.
. Manually v€rily lha valioity ot tne negat;vo conllol overy fine

rt rs run, BecaLso tl'e conlrol is run as a pal ent specimen

a r€sull will nol be flagged by the AFCHITECT Syslem ii rlis
outside the accsplable conlrol lange

. To lroubleshool conlrol values lhal tall oulsld€ the conlrol range

ret6r to $e ABCHITECT System Operallons Manual, seclron l0

BIBLIOGRAPHY
1. IJS Department ol Lnbor, Occupalional Safetv and Heallh

Adminiskation. 29 CFR Pad 1910.i030, Eloodbotn6 palhog€ns

2. US Depanmsnt ot H€alth and Human servic€s Biosat€ly m

Mictobiological and Bionedlcal Labonto.ios.51h ed Washinoton DC:

US Gov€hment Prirling Officei Decernb€r 2009

3. Wodd Hoalth Organizalian Laborclory Biosalery ManuaL std ad

24.0

0.1

'13.2 - 34.8

< 1.6

ol Labotatory wbrkets Frcm Occopalbnaly
Apptougd Guideline--Foulh Eddon CLS|

PAi OLSIi 2014.
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INTENDED USE

Th€ ARCHITECT Anti-CCP Calibrators are for the calibralron ol

fie ABCHITECT isyslom whon us€d tor the semi-quantitalive
dolerminatlon of the lgc class of autoanllbodies speolfic lo cyclic

cllrullinaled peptlde (CCP) in human s6rum or plasma

Refer ro the ARCHITECT Anli-CCP r€agsnt packag€ inserl and lho

AFICHITECT Systom Operations Manual for addltlonal infolmation.

CONTENTS
6 Bortles {4,3 mL each) of ARoHITECT Anli-ccP calibEtors.

calibrator A is phosphatE bufler wlh prclein (boMne) slabilizers.

Calibrators B-F contain anll-CCP posilive human plasma rn

phosphale buffer wilh prolein (bovine) slabilizsrs. Preservatrve:

sodrum azide.

The calibrators yield the lolloMng concenlElions

Antl-CCP Concenlratlon

Calibrator (U/mL)

Frrf^l
F^fE;l
-c t.ldl

G;lol
lcAalit

i;;iFI

0.0

5.0

25,4

50.0

100,0

200.0

STANDARDIZATION

Due to th6 absence of an internationally reoognized standard ior anti-

ccP antibody, the units of anti-CCP antibody Dot mL (UimL) within

a human plasma sample domonstlating high levels ol anli'CCP lgc

activity \xere d€lined by Axis-Shield Diagnostics using a commercially

available second-generation anti-CCP assay The calibralors lor the

AFICHITECT Antj-ccP assay are manufactured by dilution and are

reterenced lo this high-lgv€l sample.

PRECAUTIONS
.@
. For /r Yitro Diaqnostic Uss

,/l\/t\. l--il CAUTION: Thls producl conlains human-sourc€d and/

or polentially nf€cllorls compon€nts. Refer to the CONTENTS

section of hrs package insen No known lesl method can

ofier complots assulance thal prodlcls delivsd lrom human

sources or inaclivated microorganisms will nol tnnsmit lnl€clion
Theretore, all human-sourced malerials should be consideled
potentially infectious, lt is recommended lhat these reagonts and

human specimens be handled in accoldance with the osHA
Standard on Bloodborne Palhogens. Biosafsly Level 2 or other

approptiate biosalely praclic66 should be used tor mals als thal

conlajn or are suspecled of containing infectious agenls.r4
. The human plasma used in calibrators B through F is

nonreaclive {or HBsAg, HIV-1 Ag or HlVl RNA, anti-Hlv-1/Hlv'2
and anli-HCV or HCV RNA.

safety Data sheets ar€ available al wwt.abboltdiagnostics com or

contact your local representaiva.

For a delarled discussion of salety precautions dunng systern

oparalron, refer to tha AIICHITEoT System Opefalions Manual

Sectron L

STORAGE
. Calitators are stable until the €xplration date when slor€d and

handled as directed.
. Do not use past exprralion date.

PREPARATION FCIR ANALYSIS
. Calibrators may bo used immedialely afler removal lrom 2-8 C

storage,
. c€n(y invert the bo les (5-10 imes) prior lo dispensing lo

snsule hlxlng,
. Afl€r aach uso, tlghlly close the caps and relurn lhe calbralors

to 2-8'C storag€.

BIBLIOGRAPHY
1. US Depa(ment ol Litbor, Occupalional Salety and Heallh

Admhistlalion. 29 CFR Farl 1910.1030, Bloodborne palhog8ns

2. US Dopanmsnt ol Healh and Human S€ruices. B/osately,il

Mictobtologbat and Bionedrcal Labotato es 5rh 6d WashLngton Dc:

US Governm€nl Pdnting Oftioe; Decgmb€r 2009.

3. World Health Oruanlration Laboratory Bnsalety Manual 3td ed.

Goneva: World HealLh Organization: 2004

4. cllnicat and Laborat y Siandards Insltlulo (cLSl). PrDtscrion

ol L,abotalory V\brksts From Occupatonally Acquned lnfecfons;

appnwcl Guideline--Foutrh Editon. CLSI Documenl lM29'M Wayne

PA: CLSI| 2014.
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INTENDED USE

Ths ABCHn-ECT Anti-HBc Il Calibrator 1 is for the calibration of

the ARCHmCI lsystem when used lor lha qtiall(atlve delecllon ol

antioody to hepalitls B coro anligen (antl.HBc) In human soflrm and

R€fer to lh6 AFCHrECT An -HBc ll reagent inssrt and lhe
ARCHITECT Syslem Operalions Manual lor additional lniormaiion.

CONTENTS
1 Bottle (4.0 nL) ol AFtcHnEq Ann-HBc llcalbralor 1 conlaining

r€calcified human plasma and dyes, Tho calibrator is reaclive lor

antiHBc, Pres€rva v6s: Proclin 950 and sodium azid6,

The calibrator i6 al ihe following conc€nttatior,.

Callbrato. Color Concontralion (PEl lJ/mL)

lc.iln

' Dyes: Acid Y€llow No.23 and Acld Blue No.g

STANDABDIZATION
The AFCHITECT Anti-HBc ll Calibralor 1 concenlration rs

srandardized against the Anti-HBc lgG retersnco standard of lhe Paul

Ehrlich Institr.ile, Langen, Gsrmany.

PRECAUTIONS
.@
. For rn Yilro Diagnostic Use

,/l\/I\. El cAUTloN: Th,s product conla,ns hunan-sourced and/

or polenlrally inlecliols components. Fefer to tho GONTENIS
ssclion of this packags Insert. No known tesl mgthod can
otler comDlete assutance lhat Droducts detived from human

sourc€s or inactivaled microorganisms will not lransmil inleclion

Therefore, all human-sourc€d malerlals should be considered
polentially infectiolis. 1l is r€comm€nded lhal these reagents and

hufian soecimens be handled in accordanco with the OSHA

Slandard on Bloodbome Palhogens, Biosatety Level 2 or other

appropriale biosatety practices should bs usod for malerials thal

contain or are susp€cled of containing infectious agents.14

. The human plasma used in lhe Callbrator is reaclive for antL
HBc, and nonreaclive for HBsAg, antLHvn/HlV-2, anli-HCV and

HlV-1 RNA or HIV-1 Ag.

STORAGE
. Cahbrator is stable until the expkalion dale when slor€d and

handled as dirocted.
. DO not us€ past oxolration dale,

flr8'c
i.2'cJa

PREPARATION FOR ANALYSIS

Caliblator may be used imm€dialely afler temoval hom 2-8'c
slorage.

Prior lo each iise, mix ry g€ntl6 inversion,

Afler each uss, tightly dos€ lhe cap and return lhe calibralor 10

2.8'C sloEge.

BIBLIOGRAPHY
L US Dsparlment ot Labor, Occupalional Sa{€ry and Heallh

Administration, 29 CFF Pan 1910.1030, Bloodborno Paihogens
2. US Department of l.ealth and Human Servicos Aiosat€ly tn

Mictobiologbal and Biomadhal Labomtoies. 5lh 6d- Washington, DC:

uS Governmenl Prtrlhg Olfics; Decsmber 2009

3. Wo d H€alth Oruanlzalion LaDorctory Eiosatety Manual 3ta ed.

Geneva: World Health Ofganization; 2004.

4. Clinical and Laboratory Slandards lns tule (CLSI).

Satety Dala Sheets are available at www.abbotldiagnostics.com or

ol Labonlory Wtke$ lam OccupationalA Acquircd
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INTENDED USE
Th€ ARCHITECT Anli-HBc ll conlrols are tor lhe estimation ol tesl
ptecision and the delectlon ot syst€matlc analyllcal d€vlallons of

lh€ ARCHTTECT isystem when used lor the qualilalive detectlon ol
antibooy to hepatitrs B core antigen (antiHBc) ln hunan serum and
plasma. Feler to rhe ARCHITECT Anti-HBc ll rsag€nt inserl and lhe
ARCHITECT Syslem Opdfations Manual for addilional informalion.

CONTENTS
2 Bottles {8,0 mL each) of ARGHITECT Anti-HBc ll conttols:
Negarve Conrol and Posilive control. ThB Negalive control contains

recalciliod human plasma. The Positivs Control contains recalcitiod
human plasma and dye, and is reactlve lor anti-HBc. Proservalves:
Proclin 950 and sodium azide.

The conlrols ar6 at the following rang€s:

Contrd Bange

Control Coloa

Natutal 0.00 - 0.80

2.73 1,50 - 3.96

* DVe: Acid Blu€ No. 9

PRECAUTIONS
.@
. For /fl l/rllo Diagnoslic lJse

,/I\
. l-i--\ cAurloN: Thrs prodLcl contalns human-sourced and/

or potentially infeclioris components, R€f€r lo the CONTENTS

section of lhis packags inserl. No known test method can

ofter complele assuEnce lhat producls d€riv€d llom human

sources or inactivalod microolganisms will not lransmil inleclion
Therelore, all human-soirrced maledals should be consldered
polon ally Infectious. ll is r€commended that thsse leag€nts and

human specimens be handl€d in accordanc€ wilh lhe OSHA

Standard on Bloodbome Pathogens. Biosafely Level 2 or other

appropiate biosatety practices should be used for matelials thal

conlain or are suspscled of containing inloclious agents.n4

. The human plasma usod in the Negative Conlrol is nonreactNe

lor antr-HBc, HBsAg, anti-Hlv-1/HlV-2, anli-HcV and HlVl RNA

or HlVn Ag.

. The human plasma used in lhs Posilvo Conllol ls r€activ€ Iot

anti-HBc, and nonraaclvB for HBsAg, anli-Hlv-l/HlV-2, antt-HCV

and HIV-I RNA or HlVl Ag.

STORAGE
. Controls ars stable unlil the explration dale when slo.€d and

handled as direcled.
. Do not use pasl explralioh datg.

Blue'

8'C

PREPARATION FOR ANALYSIS

Conl.ols may be used immodialely alter ramoval from 2-8 C slotage

Prior lo 6ach use, mx by g€ntle invetsion

Attsr €ach use, tightly llose th€ caps and relurn tho controls to

2-0'C slorage.

BIBLIOGRAPHY
1. US Dspartmont ot Labor, Occupational Sar€ty and H€allh

Administration, 29 CFR tran 1910.1030,

US Depadment ol l-lealth and

Mbrobiolog ical and Bbnadic al
IJS Governm€nl Plnting Ofircs;
world Hoallh Organ zalion.

Goneva: World Heallh

Clinical and Labontory
of Labotatoty W*6rs trcn
Approrg d G u lds I i n o - Th I I d

Safety Dala Sh€6ls are available al w\,\iw.abbotldiagnostics com or

(cLsr).

PA: CLSIt 2005.
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Anti.HBc ll
[E 8144-25

@ BL44-3s

Elgtcaco

o

Packag€ insert instruclions must bo caretully followed. Rsliabllity of

assay rasulls cannol be guaranleed ll th€re are any devialions lrom

lhe inslructions in this package insarl.

I NAME
ARCHITECT Anti.HBc II

I INTENDED UsE
The AFICHITECT Antl-Htsc ll assay is a chemilumln€6cani
lcroparticle rmmunoas6ay (CMIA) for ths qualitative del€clron of

anilbody to hepalins B oore anllgen (anllHBc) In human serum and

plasma, inctuding sp€ciin€ns coll€cl€d post-mo(em (non-hoarl-

bealing). The ARCHITEqI Antl-HBc ll assay i6 inlended to b€ Lised

as an aid In lhe dlagnosis ot hepatitis B hfecllon and as a screening

rest to prsvsnl lransm'ssion of hepalilis B virus (HBV) lo recipients of

blood, blood components, cells, tissue and organs,

T SUMMAFY AND EXPLANATION OF THE TEST
The ARCHITECT Anli-Htsc ll assay ltilizes micrcparlicles coaled with

recombinant hepalilis B virus core antqen (rHBcAg) tor lhe deleclion
ol anti-HBc, Anli.HBc determinations can be used as an indicaior
oi curreot or past HBV inleclion. Anti-HBc is found in serum shorlly
afler the appearance of hepalitis B surface anligen (HBsAg) in acule
HBV infections. lt will persist alter the disappearance ot HBsAg

and before lhe appearance of detactable antibody lo HBsAg (anli-

HBs).H In the absence ol inlormalion aboul any other HBV maakers,

it musl be considered thal an indMdualwith delectable levols ol
arti-HBc may be actively jnfscl€d wth HBV or that tho infeclion may

have resolved, leaving lt e person immune.s Anti-HBc may be the

only serological ha.k€r of HBV inteclion and polentially iniectio(Js

blood.e-15

The presence of anti-Htsc does not difterentiale belween acllte or

chronic hepatitis I inlection.

T BIoLoGIcAL PRINcIPLES OF THE PBOCEDURE
The AFCHTTEGT Anti-HBc ll assay is a lwo-step immunoassay for lhe
qualitativo detarmlnatron of anti-HBc in human s€rum and plasma

lsing c[,{lA lechnology with floxibl6 assay prolocols, rolerrad to as

Chemitlex.

1. Sample, assay diluent, specimen dillenl, and rHBcAg coalad
paramagnetic micrqpanicles are combined, Anlj-HBc present in

the sample binds lo lhs rHBcAg coaled microparticles.

2, The reaction mlxture is washed and anli-human acridinium-

labeled conlugare is added,

3. Following another wash cycte, Prs-Trigger and Trlgger Solutions

are added lo lhe reBction mixtute.

4. The resulting chgmllt/minescent reaction ls measured as relalive

light units (Rllls), There is a direct relationship betw€en the

amounl ol anli-HBc in lhe sample and lhe FILUs delgcted by tho

ARCHITECT isystom oplics.

The pr€sence or absence ot anli-H8c in lhe speclmen is delermined

by comparing the chemiluminesceni signal in lho reaclion lo
ths cutotf signal determined from an active calibration, Il lhe
chemiluminescenl signalin the reaction is grgator lhan or equalto
rhe culoll signal, lhe specimen is considerod reactive lor anli'HBc,

For additional informatiqn on systsm and assay technology, reter to
the AFCHrECT System OperatioBs Manual, Seclion 3.

T REAGENTS

Klt Contents
AFCHrECT Anll-HBc | 8144

NOTE: Some kit slz€s irre nol avallable in all counlries or lor use on

all AFCHITECT lsyslen s. Pless€ contacl your local dislribulor.

aL4+25 8144-35 8Lzr4-30

Gol|.rrro^rEl 1x11.0m1 1x28.8m1 4x288mL

@
100

I rsbrY prruErtl

i='EcmEll p'ruExn

1 x 23.72 mL 4 x 23.72 mL

1 x 23.72 mL 4 x 23-72 mL

1 x 5.36 mL

1 x 5.36 mL

lflrohop lrnclE6| Hepalitis B core (e coli, rocombinant) anligen

coated microparticles In TRIS buiier. l,4inimum concenlralion: 0 08q'"

solids, Preservatives: ftocln 950 and sodium azld€.

@ tturine uc idjnrum.labelBd anti-human conjugale in N,4Es

buffer wilh protern slalilizers. Ivlinimum concenlraliorl: 0.04 !g/mL
Pteservatives: sodium alkyl paraben and sodium azide

lffiGfrl essay ciluent containing murine protein slab lizers in

MOPSO butler. Preserr'atives: Proclin 950 and sodium azrde.

@ spurten diluenr conlaining leductad in MoPSo
buller,

Other Beagehts

F;FIR'caEs6olunA,qRcHITEcT pro-Trieger Sotution coniarnrng

1.32% (w/V) hydrogen oeroxide.

linrcctnsorurroil lq6H6E6T Trigger Sotulion conralning 0.35 N

sodium hydroYide

lwlix iu:riil 416961.61 Wash Butter containing phosphai€

buffered saljne solul on, Preseruatives: anlamicrobial agenls.

Warnings and Precautions
. [El
. For ,n Yrtro Diagnoitic lJse

safety Precautlohs

cauTloN: This product reqlires the handling ot human specrmens

ll is recommendod lhal all human-sourc6d malerials be considered
potenlially inleclrous a ld handled in accordance wilh lhe OSHA

standatd oo Bloodbone Palhogens Biosafety Level 2 or olhor

appropriate biosaf€ty ptaclic€s should be used lor malerials thal

conlain or are suspecl3d ot containing iniectious agenls.l6re



sat6ty Dala Sheets aro available al www abbottdiagnosircs.corn or

conlact your local repr,]sentalive,

Feagent Handllng

' Do not use reagen:kits beyond the explralion date.

. Do hot poolreagents wlthln a klt ot between klts.

. Belore loading th€ r€agent kil on the systom fot the lirsl time, ihe

micrcparlicls bottki requires mixing to resuspend micropa icles

that may have setted during shipmenl. For mrcloparticle mixirg

Instructlons, refer to lh€ PROCEDIIBE, Assay Procadure seclion

ot this package inliert.
. Septums MIJST b{, us€d to prevent leagant evaporation and

contamlnatlon and to ensure reagent Integrlty. Rellablllty ot
assay results canool be guatanteed ll s6ptums are not used

accordlng to the lLrstructlohs In thls packago Insen.
. To avoid conl;Lmination, wear clean glov€s when placing a

seplum on an uncapped roag6ni boltle,
. Once a septurn has b€€n placed on an open reagenl bonle,

do not lnve.t lh€ bottle as lhis will resull in r€ag€nl leakage

and may compromise assay resulls,

. over lime, res dual liquids may dry on lne seplum sunace

These are typ cally dri€d salts and have no ellecl 0n assay

elficacy,
. whsn handling co|ljugale vials, change gloves thal have

contacted human rerum or plasma, sinc€ introduclion of human

lgc or lgM will ros rlt in a neutralized conjugate

For a detailsd discussirn of handling precaulions during syslern

operation, reler to the ,IFICHIECT Syst€m Opetalions Manual,

Seclion Z

Reagent Storage
Wh€n stored and hancled as dirsct€d, roagonts are slable unlilthe
expiralion dale.

Slo.age Maxim'rtn
Temperalufe SiorageTime

AddirlonalStorage

Unopened/ 2-8'c
Opened'

Linlil N,4ay be used ifiriedialely
sxpiralion atlsr removal from 2-8'C
date slorage.

Store in uprighl posinon.

On board SystBm 30 days

temperahlre
Drscard alter 30 days.

For Intormation on lrackin9

onboard lim€, reler lo

th6 ARCHITECT Syslem

Opelations Manual,

Section 5,

r Reagenls may be sl( red on or otf lhs ARCHITECT rsyslem. It

reagenls aro removed hom lh€ system, slore lh6m al2.8 c (wnh

ssptums and teplacenont caps) in an uprighl posilion. For r€agents

stored off the syslem, I is recommended lhal they be stolBd in

their original trays and boxes lo ensure lhey remain uprighl. ll the
rnlcropartlcle bottle d')es not remah updght (wlth a septum
Installed) whlle In refr gerated storage oft the system, the reagent
klt must be dlscatded. For informallon on unloading reagenls, refsr

to the AFICHTTECT Sysilem Operatlons l\,lanual, Seclion 5.

Indications of Beagent Deteioration
When a conirolvalue i5 out of Ihe specifisd range, rl may Indtcate

d€terioration ol the rergenls or €rrors in l€chnique. Associaled lesl
tesults aro invalid, and samplss musl b€ retssled, Assay recalibralion

ftay be necessary, For troubleshooting informalion, roler to lhe
AFICHITECT System Operalrons Manual, Seclion 10.



T INSTFUMENT PRocEDURE
The AFCHrECT Anli-HEc ll assay file must b€ installed on the

AFCHITECT isyslom frqm an AFCHrECT isyslem Assay CD-ROL,
prior lo p€rforming the 4ssay,
For detailod informalion ob assay file inslallation and viewng

and €diting assay paramelers, r€fsr to tho AFICHITECT Systorn

Operalions l/anual, SeCtion 2.

For inlormation on prinling assay paramelers, reter lo th€

ARCHITECT Synem Operations Manual, S€ctron 5.

For a detaited description ol syst€m procedures, reler lo the

ARCHrTECT Syslem Operations Nranual.

I SPECIMEN COII-ECTION AND PREPARATION
FOR ANALYSIS

Specimen Typeg
Verilied spEcimen lype$ to be used with lhls assay:

Speclmen Types collection Tubos

Human sorum

Prepdratloh lor Analysis
. Follow the tube manutacturEr's processing inslruclions lor

colloction tubes. Gravity sepalation is not sufficient lor specimen

PrsParallon.
. Mix thawed spocinrens thoroughly by low speed vortexing or by

invertlng 10 limes. Visually insp€ct the specimens lf layering or

stratiflcation is ob€erv€d, continus mixing unlil specimens are

visibly homog0neols,
. To €nsur€ consisloncy In resulls, spscimens musl be tansterreo

to a cenvifuge lubs and cenlrifuged at > 10,000 HCF (Relative

Centrllugal Force) lor 1o minules bofore testing lf

. they contain fiorin, red blood cells, or other particulale

maner or
. lhey wele lrozen and lhawed.

TEnsfer clarifisd !ipecim€n to a sample cup or socondary lube
for tssling.

. centrifug€d speci ens wilh a lipid layer on the top must be

tansfefled to a sarple cup or secondary tube. Care must be

laksn lo lansfer olly lh€ cla ll€d specim€n wilhoul lhe lipemic

material,
. lnsp€cl all specirn2hs for bubbl6s. Remove bubbles wilh an

applicalor sllck be'ore analysis. lJse a new appllcalor sllck fof

each sDocimen to ptevsnl ctoss conlamLnalion.

Specimen Stor€ge
SpecimenType Storage Tempetatur€ Maxlmum Slorage lime

Sorum/Plasma 1l;-30'C < 3 days

2 8'C < 14 days

-i0 C or colder

Spscimgns may b6 sl(lred on or ofl the clot, red blood colls, or

s€pararor ger.

Remov€ seru|n or plesma from the clot, red blood cells, or separalor
gel if stored longer rhan the maxrmum 15-30'C or 2-8'C slorage time

and sto€ lrozen at -2('c or colder.

No drialitative DerlormiLnce dilterences were observed between

oxperimental controls itnd nonreactive or spiked reactive speclrnens

subjecled to 6 ileezel haw cycl6si however, mulliple ir662e/thaw

cycles should be avoked.

Speoimen Shipping
. Package and label specimens in compliance with applicable

state, federal, and inlernalional regulalions Govering lhe lransporl
ol clinical spocimens and mfectious substances.

. ll is recommended lhat specimens be removed kom lbe clol, red

blood cells, or sep. alot gel.

. Ship on wet ice or dry ice.

. Do not €xceed th€ storage time hmilalions lisled above.

Testing of Cadaveri't Blood Specimcns
. Perlormance has lreen eslablished lor the use ol cadaveric

blood specimen6 (specrmens collecled post'morlem. non-heart-
beating) lhal have b66n collecl6d up to 125 hours aher dealh.

Pedormance was ,stablshed using 50 spiked and 50 non-spiked

cadaveric blood str€cimens, 23

. Testing of cedav€r c blood specimens lrom patienls wilh plasma

dilution due to lrarsfusions ol > 2000 mL ol blood or colloids

within 48 hours, or > 2000 mL of crystalloids within t hour (or

any combination ll ereol) prior lo collection of lhe specimens

have nol been validated.

. Follow general stafidards and/or rsgulations ior collection,

slolage and handling.

Serum

Serum separator lubos

Human plasma Sodium heparln

Liihlum heparin (PST)

Potassium-EDTA

Sodrum cilrate
Polassium oxalate

CPD

CPDA-I

ACO

. ACD tubes may shcrw a positivo bias up 10 20 % r8lalive to

. Other specimen collection tube lyp9s have not been tested wilh
this assay,

. Liqriid ant coagulanls may have a dilution eftecl resulting in lower

concentrations for individual patienl specimens,
. The instrument doeE not provide the capability to verify specimen

1yp6, ll is lhe fesponsibilily ol th€ operalor to verify lhal iho
correcl specimon types are us€d in the assay.

. Perlormance has b@en established for lhe use of cadaveric
blood specimens (qpecimens collecled poslmortem, non-heart-
bealing), for details refer lo s€clion Testing of cadavedc Blood
SDeclmens.

Specimen Condltions
. Do nol use specimens with lhe lollowing condilions:

. hoal-inactival€d

. grcEsly hemollaed (> 500 rngldl hemoglobin)

. obMous micrcblal contamination

. body fluids olher than human serum and plasma

. For accurate rcsultq, serum and plasma spgcithens should be

kee ol tibfin, red bllod cells, and olher particulate mattor, Serum

specimens trcm patients receNing anticoagulanl or thrombolyiic
lherapy may contain fibrin due to incomplele clot fo.mation.

. To prevenl cross cqntaminarion, use ol disposable pipettes or

oi!otto tiDs is recommended.
. Patienl specimens $hould be tested within 3 hours ot being

pleced on board ftq ARCHITECT isyst€m.
. No interference waq observod b6Nv6en experimenlal convols and

nonreactive or r€active spocimens test€d with €levaled levels of
bilirubin (20 mg/dL), uiglycerides (3000 mg/dl), prorein (4.5 .

12 g/dl), red blood cells (0.4% v/v), or hemoglobin (500 mgidL).

!;



. Follow lhe tube marufacturet's processing insiruclions lor serum

or plasma colleclior tubes. Aftsr inilial centrifugation, lransfer the

slp€rnatani to a cenlrifuge tube and cenlriluge al 10,000 FcF
(Rolalivo Cenlr fugal Forc€) for 10 minutes. lf specimens are nol
processed direclly after initial centrifugalion, il is recommended

lo r€move the suDefnalant from th€ clot, red blood cells or

separator gel unlil l\rrlhor processlng.

. Cadaveric blood sppcimens can be slored for (ip lo 7 days al

2-0'C or up to 3 days al 15-30 C following collection.
. No oualitativo dillerbnc€s were observed for cadaveric blood

specimens (nonreaclve or spikod roactive) when subjBcled to

!p 10 3 f.eezellhaw cycl€s. However, .nultiplg lr€ezalhaw cyclos

should be avoided.

T PRooEDURE
Materlals Provided
8L44 ARCHfrECT Anli-l'lBc ll Roagenl Kil

Materlals Reoulred but not Provlded

. priority:

Sample volume for first test: 75 UL

Sample volunr6 for €ach addilional lesl frofi sam€ sample

cuD: 25 uL
. < 3 hours on l)oald:

Sarhple volume for flrst tesl: 150lL
Sample volurne for each additional lest from same sample

cupr 25 uL
. > 3 hours on l)oard: Replace with a l.esh sample (patienl

specimens, c(nlrols, and calibratorsJ,

. lf using primary or aliquot tubes, use lhe sample gauge lo
ensure suttlcio palLenl sp€cim€n ls presenl,

. Prepare AFTCH|IEOT Anti-HBc ll Calibrator and Conlrols.

. Mir calib.alorls) and controls by g€ntl6 inversion belore use.

. Hold boltles vrntlcally and disp€nse recommBnded volumes

into each resteclrv€ sampls cuP,

. Recomm€nde I volumos:

for 6ach calib/ato( 5 drops

lor each control: 4 drops

. Load samplgs,
. For intormatio r on loading samples, reler lo the ARCHITECT

Syslem Operatrons Manual. Soct on 5,

. Pross RIJN.

. For additional inJormatlon on principles ot operalion, refer to the

ARCHlTECf Syste n Ope€tions Manual, Sectron 3.

. For optlmal perforrlance, it is imporlanl lo perforfi rouline

mainlenance as doscribed 
'n 

ihe AFICHITECT syslem opelalio'ls
Manual, Seclion 9 Perlorm mainienancs more frequently when

requlrgd by labora ory Procedures.

Specimen Dilution Proccdures
Specimens cannol be dlllted for the AFCHITECT Antl-HBc ll assay.

Calibratlon
. Test calibrator In r)plicales ol lhree, The calibralor should be

priorlty loaded.

A single sample o each conlrol level musl bo tesled l0 evaluaie

the assay callbralirn. Ensur€ thal assay conlrol values ale wllhin

lhe ranges sp€cilird in the respective convol package inserl.
. Once an ARCHITECT Anli-HBc ll calibration is accepled and

stored, all subs€qr enl samples may be lssted without lurlher
calibration unl9ssi
. A reagent kit \vilh a new lol nurnber is used or

. Conlrols are olt ol tange.

. For dolailed iflforn alion on how to psrtorm an assay calibration,

reter to lhe ARGHIrECT Systam Operations Manual, Secuon 6.

Quality Control Procedutes
The rccommend€d co rlrcl requrrernent for lhe ARCHITECT Anli-HBc
llassay is thata sjngkr sample of each control levelbo lesled once

every 24 hours each cay of use, ll lhe quality conlrol proceduros in

yoor labo.atory requir€ more trequenl use ot conlrols lo verify lesl
rgsults, follow your lab )latory-specific procedures.

The AFCHrrECT Anti-l{Bc ll control values musl be wilh n lho
acceptable ranges spticified In lhe convol packago insart. ll a

control is out ol ils sp|,cifred range, the associaled lest results

ar6 invalid and samplas must bo retested. Flecalibratioh may be

indicaled.

Verltlcstlon ol Assay :lalms
For protocols lo veriiy packege inse( claims, ref€r to lhe ARCHITEoT

Syslem Operations Manual, App€ndix B.

Th6 AFCHITECT Anti-llBc ll assay belongs lo melhod gro!p 5

ARGHITECT Anti-HEc ll Assay fil€ obtainsd ftom the ARCHITECT

isystem e-Assay CD-ROM found on www.abbofldlagnoslrcs.com.

8144-01 ARCHIEqT Anli-HBc ll Calibrator

814+10 ABCHIi'EGI Anli-HBc Il Conlrols

ARcHITECI Fre-Trigger Solution

ARCHITEGT Trigger Solution

AFCHmCT Wash tsuffer

AFICHITECT Feaclion Vessels

ARCH|IECT Sample Cups

ARCHITECT Seplum

AncHrECI Replaoemen( Caps

Pipettss or pipslle tlps (opllon6l) lo d€liv€r the volumes spsclfied
on lho pallent or control ordar scr66n.

For iniormation on materials required for mainlenance procedures,

reler lo ths ABCHITECT Syst€ft Operalions Manual, Section 9.

Assay Proceduae
. Betore loadang the reagent kil on the system for the first tlme, the

mlcropartrcle boltle requires mrxing to resuspend micropadclss
thal may havo setllqd du ng rhlpment. Afle. lhe first time the

micropart;cl€s have been loaded, no furlher mixing rs requlrtsd,

. lnvert th6 mlcrcDertlclo bottle 30 tlme6,

. visually insp€cl the botllo to 6nsur6 microparllcles are

resuspend€d. ll microparticl€s are still adhered 1o lh€ bollle,
continue to inven lhe boflle until the microparticles have

been complelely resuspend€d.
. It the mlcropanticles do not resuspend, Do NoT uSE.

Contacl your lpca, Abbott representatlve.
. Onc€ the micrqpa icles have been resuspended, discard lhe

cap and place a septum on lhe boltle. For inslruclions 0n

placing sepnrms on botlles refer lo ths Reagent Handling
seclion ot this package ins6i,

. Load the reagent kii on the AFIoHITECT isyslem.
. Verify lhal all nEc€Esary reagents are presenl.

. Ensure lhat seplums aro present on all reagenl boltlos.
. Order calibEtion, if necessary,

. For information on ordering calibrations, refer to the
AFICHITECT Svstem Operalions Manual, Sectior 6.

. Order tosls,
. For in{ormation on ord€nfig pali€nl sp€cim€ns and

conlrols and lof general operating procedures, reler lo th€
ARCHITECT System Operations Manual, Secton 5.

. I\rlnimum samplo cup volum€ is calculatod by lho syslem
and Drinted on ihe Orderlist reDort. To minimize lhe elfects of
€vaporatlon, venty adequale sample c!p volume is prssgnt prior
10 running lh€ les1.

Maxjmum n!mber ol replicates sampled trom the samo sample

cup:10

excepl tunclional sen!ilivilY.



I RESULTS

Calculatlort
. The ARCHFECT isyslsm calculatos lhe culoff RLU fiom lhe

mean RLU ol (hlee replicates ol calibtator 1 and stores th€

result. The cutofl RLU is dstermined by multjplylng tho Anti-HBc

ll Calibrator 1 mean RLIJ by 1.0.

cutolf RLU = calibnator 1 l\/ean RLU x 1.0

. The ARCHITECT isystem calculates lhe S/CO resull for each

specimon and control as follows.

S/CO . Sampls Rw/culofl RIJ

Interpretatioh ot ReSUlis
Inhial ARCHITECT Antl-HBc ll Resllls

lnitial Ro6ult

Rat€st In duplicale.

Table 1: ABCHTTECT Ar{i-HBc llPrecision
Wltiln Roi

SD %CUn ($/c0) 5D %CV

Nogadve Cofllrcl

Positvr Conlrol

Human Plavna

Panel 1

Hufnan Pla6m1

Panel 2

432

431

144

001

008

002

022

291

081

00?

009

003

652

253

273

0.03

751

281

324

28r-2520031r8

> 1.00 BEACTIVE F€aclivo

' Reprasonlalivo dalai results in individLtal laboralories may vary ffom

lh€se dala,

" Totali6 an accumulalion ol wlthin run, belween run and baMeen
day.

Speclllclty
The ARCH||ECT Anti-ltBc ll assay is designed to have an overall

speciticlty ot > 99.5% on a blood donor populallon and > 98 0oZ on

a hospitatized/diagnosjc populalion, A study was performed at one

inlernaland two €xtonral €valualion sit€s, A lolal of 5141 serum and
plasma specimens col ecled frorn llve blood-donation centers and

260 hospilalized/diagfoslic spoclmens were evalualed lo assess

specificity.
From the blood donol ropulation a lotal of 26 specim€ns were

clessitied as reacrive, Two addilional specimens wsre excluded lrom
spocifrclty calculation ts flnal specimsn disposition could nol be

determinod. From ihe rospitaliz€d/diagnostic specimens a lolal of 28

spscjm€ns were class fied as reactive. one addrllonal specimen was

excluded from specili( ity calculalion as final sp€cimen disposition

could nol be detormin )d. Dala from this studv are summarized ln

Table 2'.
Table 2: TRCHITECT Anti-HBc llSpecillclty

s5%

Reactive
three resuns al€
< 1.00 s/co

lff€€ tesulls ar€
> 1,00 s/co

Nonreactlv€

Beactlve

No retost requlred. Nonreactlve

For delails on conliguring the ARCHITECT isystem lo use g.ayzono

inlerprelations, reter lo the AFICHI|ECT System Ope€tions lranual,
Section 2.

The grayzone interprelalion frcm the AFCHI|ECT inle.prelations
screen is nol used by the ARCHITECT isystem unless a grayzone is

conrqure0.

Flags
Som€ r€sults may contaih lfifohalion in ths Flags lield, For a
descriplion ol the llags that may appear In thls field, r€tgl to the
ARCHITECT System Opefatlons i,4anual, S€ctlon 5.

T LIMITATIoNS oF THE PRoCEDURE
. It lhe anli-HBc results are inconsislent wilh clinical evidenc€,

addilional tesling is sugg€sled lo confirm lhe resull,
. For diagnostic purposes, resulls should be used in conjunction

wth other datai e,9,, symptoms, resulls of olher tests, clinical
imDressions, etc,

. Helerophilic anlibodies in human serum can reacl wilh reagenl
lmmunoglobulins, intedering with /'| v/t/o immunoassays. Patrenls
routinoly oxposed to anihals or to anihal s€rum producls can
be prone lo lhis Inlederence and anomalo!s valu€s may be

observed. Addirional infohatlon may be required for diagnosis.2o
. Specimens from padents who have received preparations ot

mouse monoclonal antibodies for diagnosis or therapy may
contain human anti,mouss anlibodi€s (HAMA). Specimons

containing HAMA rnay pfoduce anomalous values when tosted
with assay kits lhat ernploy molse monoclonal antibodies,21 22

I SPECIFIc PERFoRMANcE CHARAGTERISTICS

Precision
The AFCHITECT Anli-HBc ll assay is design€d 1o have an imprecision
of <10'lo tohP' CV for $pecimens al 1.20 S/CO and for lhe Positiv€
Convol, Th€ sludy was performed at one internal and two exlemal
evaluat on siles each lting one instrumenl A panei consisting of
lhree ditf€rent control lols and lwo human plasma specimens was
lested in rBplicales of tour across three reagent lols and three
calibralot lols per srle. Each combination of instruments, panel

rnsmb€rs, and reagenl lots was tested in four runs, Data from this
study are summaized in Table 1r,

Clini.d Conlidence

ll lB l%l 8Rl%l Sp8oilicily Int€DalCals!ory

Donors

oveEl Blood 5141 44 [0.86] 4r [0 80] 99.71ii 99 52-
(5098/5113) 99 849i

Blood oonor 3584 2510 701 2210.611 99 75% 99 52 -

S6rum (3561/3570) 93.88%

Eloodoonor J557 1911221 1S[122] 99.61% 9s16-
Flastna (1537/1543) S9.86ei

Hosptalized/ 260 28110.771 28110771 100% 9842-100%
Dhgnoslio
Spooimons

' Reprosentalive dala, results in individual laboralories may vary trom

these dala.

Sensitivity
A lolal of 406 anti-HBr posrtive specimens lrom pai ents wilh acute,
chronic and recovetod HBV infeclion and signs and symploms

of HgV infectron were losted, resulting in a sensitMly of 100%

(406/406), 950/0 confi.ence lnlerual: 99.10% - 100%. (Represenlative

data; results in individ( al laboralorles may vary lrom lhese dala).

Analytical Sensitivi iy

The ARCH|IECT Anti-l1Bc ll assay is designed lo show an analylical
sens vrly of less than i.0 PEI U/mL. The sensirivily of lhe
AFCHIECT Anli-HBc I assay was evaluated wilh a tour-m€mber
panel lhat was standa dized againsl Glerence seaum hom the Paul-

Ehrlich-lnsritute (PED. The panel was l€sted with three reagenl lots

The AFCHrECT Anti-llBc ll assay sensilivily ranged trom 0.4 lo 0.5

PEI lJ/mL. (Flepresenlirlive datai r€sults in individual laboralories may

varv lrom these dalal,

{231/231)

lnltlal lnteroretatlon Sesults wlth Rolest Fln.l InlerDretalion



lnterference
Additional studies wsre p€rformed lo evaluate other potential

intertering disease slatqs on the AFICHITECT Anti-HBc ll assay A

lotal of 104 specimens were t€sted troln the tollowing categori€s:

anlinucl€ar antibodies (ANA), Epst€in-Bar virus (anti-EBV positive),

hepatilrs A virus (anli-HAV lg[,4 positive), hepatitis 6 virus (anti-HCV
pos(lve), human immurtodeficlency Vrus (ani-HlV-1 posltive), human

anli-mouse antibodi€s {|-IAIVA) posilivo, inllu€nza vaccino rocipi€nts,

non-vkal liver disease, ihelimatoid laclor positive, syphilis, syslemic
lupus eMhematosrJs (gLE), toxoplasmosis lgc positlvs, vericella
zostor (anti-VZV posilivp), anti.E cot positive and y6asl infuction.

Wilh these specimens, AFCHrTECT Anti-HBc ll showed the same
qualitalive resulls as the comparatof method,
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