ARCHITECT
CA 125 Il Controls

INTENDED USE

The ARGHITECT GA 125 Il Controls ar for thi verification of the
accuracy and precision of the ARCHITEGT (Sirstam when used for
the quantitative determination of 1]!:1}?5 defimgd antigen in human
serum and plasma. |

Refer to the ARCHITECT CA 125 Il reagent packege lnsert for
addltlonal Information.

CONTENTS

3 Bottles (B mL each) of ARCHITECT b:ﬁ. 125 1l Controls. The Low
Contral, Medium Control, and High Gut]lrul J:El:ﬂ‘.ﬂ-ll'l- 0C125 defined
antigen (human) prepared in TRES oular with protain (bovine)
stabilizers, Preservatives: Sodium Azide ang ProCln 300,

The following conceniration ranges iy te ussd for individual
replicate control specifications on the ARCHITEET iSystem:

Target CA 125 1l

Control Concentration {UjmLj| Aange {U/ml}
40 28.0 - 52.0

300 210.0 - 390.0
650 4550 - B45.0

Each laboratory should establish its cvn conceniration ranges for
new conlrol lots at each control level. Thi4 eap be accomplished
by assaying a minimum of 20 raplicates ows peveal (3-6) days.
Sources of variation that can be sxpestad shauld be included in this
study in order to be reprasentative af liture ::.r.ln-m perlormance.
These may includs:

» Multigle stored calibrations

* Mulliple reagent lots

*  Multiple caliorator lots

= Muliple processing modules

= Data points collected at different limag of the day

These results should be applied 1o your isnaratary’s quality control
pracfices,

PRECAUTIONS
.

* Far In Vitro Diagnostic Use

. A CAUTION: This product c-:mteun; human-sourced

andfor potentially infectious componarts, The controls contain
antigen derived from a human cell rlre Mg known test methad
can offer complete assurance that products derived from human
sources or inactivated 'nicrpurgnruhnn will not fransmit infection,
Therefore, alt human-sourced mat&rals strawid be considered
potentially infectious. it is recommended thst these reagents and
hurnan specimens be handled in srcordance with the QSHA
Standard on Bloodborne Pathageny, Rissafety Level 2 or other
appropriale biosafety praclices shollZ be uzed for materials that
contain or are suspected of ceritaling midctious agents. ™+
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SGiafety Data Sheets are available at www.abbot|diagnestics.com or
somaet your local moresaniative.

STORAGE

» GCaontrols are stable until the expiration dale‘when stored and
handled as directed.

+ Do not use past expiration date.

/R/»B'C
v 2°C

PREPARATION FOR ANALYSIS

+  Controls may be used immediately after rerpuval from 2-B°'C
storage.

+ Prior to use, mix by gentls inversian (5-10 times).

+  After each use, tightly ¢lose the caps and reiurn the controls to
2-8°C storage.
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ARCHITECT
CA 125 11

RedssdNovember2015. [

Package insert instructions must be earefully falawed. Reliability of
assay results cannol be guarantesd If Jhere afe any deviations from
the instructions in this package insert.

WARNING: CA 125 assay values obiaiied with diferent assay
mathads cannet be used intgrehangeably dug to diffsrences in
pasEy methods and reagent apacifilly The mesults reported by

fa laboratory ta the physiclan must inclugds the Identity of the

4 125 assay used. If in the course af monltonng a patient, the
zssay method used for determining s&rinl GA 125 levels is changed,
addilianal saguential testing should hai cartiad out. Prior to changing
astaya, the laboratary MUST confirm Gasallns values for palients
|being serially monitored.

 NAME
ARCHITECT CA 125 I

B INTENDED USE

The ARCHITECT CA 125 N assay Is a ghammluminastenl microparticle
immunoassay {CMIA) for the guantitailive detsrmingtion of OC 125
dafined anligen in human serum and piasma ¢n the ARCHITECT
ISystam. |

The ARGHITECT GA 125 Il assay is to b uesd as an aid in
manitaring response to therapy for satfnts with epithelial ovarlan
cancer, Serial testing for patient CA 12 Il ass&y values should be
used in conjunction with athar clinical matrnds used for monitoring
ovarian cancer.

It is further intended to be used in conjunction with ARCHITECT

HE4 as an aid in estimating the risk of apithelial ovarian cancer in
premenopausal and postmenapausal waman grasdnling with an
adnexal mass who will underge murgical intsrvenion. The results
must be interpreted in conjunction -.wrn: ather mathade in accordance
with standard clinical management guidalings:

B SUMMARY AND EXPLANATION OF THE TEST

CA 125 | assay values are defined by uwirig the OC 125 monoclonal
anlibody. OC 125 was generaled tnrough tha hybridization of

mouse myeloma cells ta spleen cells frarm & mouss immunized

with a human serous cystadenocarcingmes cel] line called OVCA
433.1 ARCHITECT CA 125 It is a seaand-genatation assay lor the
detection of QC 125 defined antigen. The assdy utilizes the OC

125 monoclonal antibody, as the capiute antioody coated onto
paramagnetic microparticles that bind |I1'|l:.'iac-u!_|!5 containing OC

125 defined antigen, These defined anfigsns a1s quantified using
acridinum-labeted M11 antibady. The O 125 monoclonal antibody
is reactive with repealing OC 125 dehnpd antgan expressed by

a figh percentage of nanmuginous avaren catcingmay {serous,
endometrioid, clear cell, and undifiarantisied Nistologies) and
apilhelial ovarian carcinoma cellt lines. 2 OC 125 detined antigens
were criginally detected in normal geritbnaeal, pleusal and pericardiaf
lissues of both fetus and adult, In the tius, O 125 detined antigens
have been localized in amniotic and umbilical mpithelial and Millerian
epithelial tissues. In the aduit, jocalizallon hag been identified in
endocervical and endametrial tissues frd cwatidn inglusion cysts and
papillary excrescences. However, OC (2% dafined antigens were not
deteciad in fotal ovarian tissue or athaf normal adult ovarian tissues
or benign mucinous ovarian tumars, kil serum, the OC 125 datined
antigens are associated with high malscubar wisight glycoproteins
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fisterogensous in size and charge. The structure of the CA 125
rioleculs, including closely situated repeating epitopes for OC 125
znd M11 antibodies has been proposed.*

Sierum GA 125 Il assay values are useful for monitaring the courss
of disease In patlents with invasive epithelial avarian cancer. In

& review of nina published studiss, the overall correlalion reporied
tietween CA 125 serum levals and the course df the disease was
£7%.% Persistently rising GA 125 assay values may be associated
viith malignant disease and poor response 1o herapy, whergas
cecreasing CA 125 assay values may indicate a favorable response
t> therapy.6-14

A second-look, exploratory laparotomy may have been performed
previously 1o assess response to tharapy. The hanefit has recenlly
come into question because of high morbidity and low sensitvity in
cetecling residual or recurrent carcinoma.’® In women with primary
e pithelial ovarlan carcinama whe had undergene firsl-line therapy
znd were candidates for diagnostic second-laok procedures, a

(iA 125 assay value greater than or equal to 35 UjmL was found to
t e indicative of the presence of residual lumor.® 2. 1113 Howaver, a
A 125 assay value below 36 U/mL does nol indicate the absence
¢f residual ovarian cancer because palients with histopathologic
evidence of ovarian carcinama may have CA 125 assay values within
t1e range of normal Individuals.” @

Elevations of CA 125 assay values have been rgporled in
cpproximately 1-2% of healthy individuals, 7 ang in individuals

viith nenmalignant condilions such as cirrhosis, 'S 17 hepatitis,”’ '8
endometriosis, 2 first wimester pregnancy,25-27 gvarian cysts,® ¢
znd pelvic iInflammatory disease.' 25 Elevations of CA 125 assay
values during the menstrual cycle have also bean reperted.?® 22
Mon-gvarkan malignanciss in which CA 125 assdy values have been
rzported Include endocervical, ¥ liver,"8 pancregtic,'® 2! lung,'s
colon,™® 31 stomach,’® 3 biliary tract,'® 3 uterine, fallopian twbe,3?
kreast," and endometrial carcinomas.3% 3 The CA 125 assay is
rot recommended as a screening procedure loidelecl cancer in
the general papulalion; however, the use of CA 125 assay values
&s an aid in the management of ovarian cancer paliers has been
raported.”!

Il BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT CA 125 Il assay is a two-step iinmunoassay lor the
cuantitative determinatian of OC 125 defined aq‘tlgen in human serum
gnd plasma using CMIA technology wilh {lexiblg assay protocaols,
niferred to as Chemiflex.

1. Sample and OC 125 coated paramagnetic microparticles are
combined. The OC 125 defined anligen preseni in the sample
binds to the OC 125 coated microparticles.

£. Afler washing, M11 aeridinium-labeled conjugate is added 1o
creals a reaction mixture.

Fallowing another wash cycle, Pre-Trigger and Trigger Solutions
arg added to the reaction mixture.

The resulting chemiluminescenl reaclion 15 measured as relative

light units (RLUs). There is a direct relationghip between the
amoeunt of OC 125 defined antigen in the samjlg and the RLUs

detecled by the ARCHITECT iSystem 3 %A Ll
For additional information on system Az t.aé' ‘?-_-Huhhmlqgg’la@r 1o
the ARGHITECT System Operations g‘nuﬁnt"s-:-::lcn R ol -
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B REAGENTS
Kit Contents
ARCHITECT CA 125 Il 2K45

NOTE: Some kit sizes arg not mvailakis in all gountries or for use on
all ARCHITECT iSystems. Please cantuet yaur local distributar.

2K45-28 K453 2K45.38
L

\/ 100 40 500
1 x 6.5 mL 4xGEmML  1x270mL
1x5.9mL 4 58mL 1 x 26,3 mL

anti-CA 125 {mouse, faraclanal) coated

micraparticles in TRIS bufler with pradain (boving) stabilizers.
Minimum concentration: 0.09% solids. Prasenimtives: Scdium Azide
and ProClin 300,

anti-CA 125 (mouse, mongalonall acridinium-labeled
conjugate in phosphate buffer with protein (bowirs) stabilizers.
Minimum concentration: 0.075 pg/mL. Pressryatives: Sodium AzZide
and ProClin 300,

Other Reagents

[mMuLTe-assAY MANUAL DILUENT] 1 3 400 (il ARCHITEST Multi-Assay
Manual Diluent, [FEF] [REF] 7Dae- 50, contmireng phasphate buffered saline
solution, Preservative: antimicroblal ageni,

ARCHITECT Fra-Triggan Solution cantaining
1.32% (w/v) hydrogen peroxide.

ARCHITECT Trigger Saohunan corlaining 0.35 N
sodium hydroxide.

ARCHITECT Wash Buflar pontaining phosphals
buflered saline solution. Preservatives: animicrzbial agents.

Warnings and Precautions
.

« For in Vitro Diagnostic Use
Safety Precautions

CAUTION: This product requires the handkng of human specimens.
It is recommendad that all human-souEed matenale be considered
polentially infectious and handled in atcordants with the OSHA
Standard on Bloodborne Pathogens. BiasalalylLevel 2 or other
appropriate biosafety practicss should be usad for materials that
contain of are suspected of containinglinfectious agents,3>3

The following warnings and precautons apphy 1a; [michmParTIcLES]
i

and

WIhRMNING lcontains methyfesthinrolones and sodalm

— i . S S

HITT ihiay cause 4n ﬂih?"].ll: skin meactian, }

ELHR3Z |Contact wilkr aclda liberates very oo gas

Pravention -

P2} i .-'u.-jm__nran.nlr-g mist | va ;:unr‘ [ sproy.

PEr2 | Contarminate work cioths g snautd rot e |

) wilipwed out gl th workplace,

PZ80 ‘Weai prolsclive gloves | protectiva
clothing { eye protection.

RAespanse

PEDa+pP3e2 IF DN BN |Wash with plemy of watar.

P338+P3a I zhan irliation or rsh oocun: Gt

medical aovice [ atsmlion.

Take ol con '|,1|11|r|4bw:| clathing and wash

P3E2+F364

11 Detare reugn

B

Disposal

Digpose of contents § container in
accaordancae with local ragulstione

501

Siafety Data Sheets are available a! www.abbottdiagnostics.com or

contact your local representative,

For a detailed discussicn of safety precautions during sysltem

cperation, refer to the ARCHITECT System Operaticns Manual,

Siegtion B,

Fleagent Handling

« Do nof use reagent kits beyond the expiration date.

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

« Before loading the reagent kit on the system for the first time, the
migroparticle bottle requires mixing to resuspand microparlicles
ihat may have settled during shipment. For microparticle mixing
instructions, refer to tha PROCEDURE, Assay Procedure section
of this package insert.

«  Septums MUST be used to prevent reagent evaporation and
contamination and to ensure reagent Integrity. Rellabliity of
assay results cannot be guaranteed If septums are not used
according to the Instructlons In this package insert.
¢ To avold contamination, wear clean gloves when placing a

septum on an uncapped reagent bottle.

¢+ Once a seplum has been placed on an opan reagent hottle.
do not inverl the bottle as this will resylt in reagent leakage
and rnay compromise assay results.

«  Over time, residual liquids may dry on the septum surface.
These are typically dried salls and have na sffect on assay
efficacy.

For a detailed discussion of handling precautions during syslem

cperation, refer to the ARCHITECT Systern Opetations Manual,

Sgction 7.

Fleagent Storage
vhen stored and handled as directed, reagenis are stable until the
expiration date.

Storage Maximum Additlonal Storage
B Temperature  Storage Time Instructions
UInopened; 2-8'C Uniil May Be used immediately
pened* axpiration  after removal from 2-8°C
dale storage.
Store in upright position.
(3n board  System 30 days Discard after 30 days._

temperaiure For information on tracking
onboard time, refer Lo

the ARCHITECT Syslem
Operdtions Manual,

Sectign 5.

* Rgagents may be stared on of off tha ARCHITECT iSystem. If
riagents are removed from the system, store them at 2-8°C (with
septums and replacement caps) in an upright ppsition. For reagents
stored off the system, it is recommended that they be stored in
iheir priginal trays and boxes 1o ensure they remain upright. If any
r2agent bottle does not remain upright (with g septum installed)
vihile in refrigerated storage off the system, the reagent kit must
ke discarded. For information on unloading reagents, refer o the
ARCHITECT System Operalions Manual, Section 5,

lhdications of Reagent Deterioration

Vvhen a control value is out of the specified range, it may indicate
deterioration of the reagents or errors in technidue. Associated test
rasults are invalid, and sampies musl be retestdd, ﬁs.ia;-hnahhl Atin
niay be necessary. For troubleshooting informsi rflt!ier =3 'Hm .. :

e

2ACHITECT System Operalions Manual, Smﬁuﬂ 10




B INSTRUMENT PROCEDURE

The ARCHITECT CA 125 |l assay file mist be mstzllad on tha
ARCHITECT iSystem prior 10 prfaiming the assay.

For detailed information on assay file Iré:l:nllmlqn and viewing

and editing assay parameters, rafsr to fha ARGHITECT System
Operations Manual, Section 2.

For information on printing assay ,:JElran‘:iErﬁrs. tefat to the ARCHITECT
Systam Operations Manual, Section 5. |

For a delailed description of system precadures. refer lo the
ARCHITECT System Operatians Manial.

l SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Verified sample ypes 1o be used with s asshy

Speaiman Types _-Caulnnﬂun Tubes
; Sarm
Serum |
Sarem saparator ules
Tlipp:asslu"rr'. EDOTA,
Plasma Sadium Hapatn

Lithlism Hegatin

* Other specimen collgstion tube Iy@es fave not been testad with
this assay,

* The instrument does not provide thz capabdity to verify speciman
type. Il is the responsibility of the aparaterto verify that the
correct specimen types are Used it the agsay.

* Whan serial specimens are being avaliatad, the same type of
specimen should be used throughoul the Flody

Specimen Conditions

+ Do not use specimens with the follewng cangiions:
= heat-inactivalsd
= grossly hemaolyzed
*  obvious microbial contamination

* For accurate results, serum and plasmz gpecimens should be
free of fibrin, red blood cells, and other partioulats matter,

= Ensure that complete clol fetimatian i s2slm specimens has
taken place prior to centrifugation. Soma gpacimens, especially
those from patients receiving anticgagubsn or thrombelytic
therapy, may exhibil increased -:tur.hng_ru-g If the specimen is
centrifuged before a complate clot forms. |ha presence of fibrin
may cause arrcheous resulls.

= Performance has not been estabiished using body fluids other
than human serum and plasima.

s To prevent cross contamination, (== of disposabls pipettes or
pipette tips is recommended.

Preparation for Analysis

= Follow the tube manufaciurer’s plogeagng instructions for
specimen collection tubes.

s Mix thawed specimens tharoughly by o speed vortexing or by
inverling 10 limas. Visually inspect [the spasimens. If layering or
stratification is observed, continue fmixing l',m:'l specimens are
visibly homogeneous.

*= To ensure consistency in resulls, cenrifups specimens before
testing if
¢ they conlain fibrin, red blood cally, or miRer particulate matier

or
s they were frozen and thawed.

# Transfer clarified specimen to a samply cup or secondary tube
for lesting. For centrifuged soacimens with a lipid layer, transfer
arly the clarified specimen and nod tne lipamic material,

* Inspect all specimens for bubbles. Feminve bubbles with an
applicator stick before analysis. Liss & new applicator stick for
each specimen to prevent cross contamington.

Specimen Storage

Masimum Blormge

Epecimen Type Stormge Tempemiture  Time B
Serum/Plasma 2.8°C g 7 days
-20°C or colder *T doys

* |t tasting will be dalaysd more than 24 hours, remove serum or
plasma from the clot, serum separator or red blood cells.

+ Specimens may be stored for up to 7 days at 2-8°C prior 1o bsing
tested,

» |f testing will be delayed more than 7 days, serum or plasma
should be stored frozen at -20°C or colder.

s Avold multiple treazafthaw cycles.

8 pecimen Shipping

» Package and label specimens in compliance with applicable
state, federal, and international regulations gavering the transporl
of clinical specimaens and infectious substances,

= Do not exceed tha storage limitations listed above,

[l PROCEDURE

Materlals Provided
2K45 ARGHITECT CA 125 Il Heagent Kit

Materials Required but not Provided

s ARGHITECT CA 125 li Assay file obtainad trom the ARCHITECT
ISystem e-Assay CD-ROM found on www.abbotidiagnastics.com

«  2Ka5-01 ARGHITECT CA 125 |l Calibrators

s 2K45-10 ARCHITECT CA 125 Il Controls

« 7DB2-50 ARCHITECT Muli-Assay Manual Diluent

«  ARCHITECT Pre-Trigger Solution

+  ARCHITECT Trigger Solution

«  ARCHITECT Wash Buffer

+  ARCHITECT Reaclion Vessels

«  ARCHITECT Sample Cups

«  ARCHITECT Seplum

«  ARCHITECT Replacement Caps

+  Pipaties or pipeite tips (optienal) to deliver tha volumes specified
on the patient or confrcl order screen.

For information on materials required for maintenance procedures,

rfar 1o the ARCHITECT Sysiem Operations Manual, Secticn 9.

#issay Procedure

« Belorg loading the reagent kit on the sysiem for the first lime, the
microparlicle bollle requires mixing to resuspend microparticles
that may have ssttlad during shipment. Aftef the first time the
microparticles have been loaded, no furtheri mixing is required.

¢ Inverl the mlcraparticle bottle 30 times.

« \Visually inspect the bottle to ensure microparlicles are
resuspended. If microparticles are siill achered 1o the borrle
conlinue 1o invert the boftle unil the migroparticles have
been completety resuspended.

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

¢ Onge the microparlicles hava been resuspended, place a
septum on the botlle. For instructions apout placing septums
on bottles, refer 1o the Reagent Handilhg seclion af 1his
package ingert.

« Load the reagant kit on lhe ARCHITECT iSystem.

= Verify thal all necessary reagents are present.

¢ Ensure that septums are present on allireagent bottles.
«  Order calibration, if necessary.

* For infermation on ordering caiibrations; rafar to the
ARCHITECT Systemn Operations Manual, Secticn 6.

1+ Order tosts. o .

» For infermation on ordering patient soeirmg m‘u Ay

controls and for general aperating procgied e 1o e

ARCHITECT System Operatans Manugf. Shaflon 5.
L TR
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* Minimum sample cup volume is calgulaiad by the system
and printed on the Qrderlist 1eport, T miimize the effects of
evaporation, verify adequate zampls cup vwoluma is present prior
o running the test.

Maximum number of replicates SE.IEI":FILBEI ffzm the same sample

cup: 10

«  Priority:
Sample volume for first test: 7% uL
Sample volume for each additianal test from same sample
cup: 25 ul.

= = 3 hours on board:
Sample volume for first test: 150 ul
Sample volume for sach additional test from same sample
cup: 25 pl

* = 3 hours on board: agditional samplg volume is required.
Refer to the ARCHITEGT Systar Opetativrs Manual, Secticn
5 for information on sample sviEporanan and volumes.

e If using primary or aliquol fubes, use the sample gauge to
ensure suflicient patient speciinen i prasant,

= Prepare ARCHITECT CA 125 1l Cnlllbrmn's angd Controls.

« Mix callbralor(s) and controls By gartia inversion before use.
*  Hold bottles vertically and disgenss recammended volumes
into sach raspective sample oun
* Recommended volumes:
To obtain the recommended 150 wl volume requirement for
the ARCHITECT CA 125 Il Calibrators disp=nss 4 drops.
To obtain the recommended 150 ul vplima requirement for
lhg ABCHITECT CA 125 Il Contials Sispense 4 drops.

* Lpad samples.

e For information on loading samples, rdlar to the ARCHITECT
Syslem Operations Manual, Sgclion 5

* Press AUN.

» For additional infermation on princilas of poomlon, refer 1o the
ARCHITECT System Operztions Manual, Section 3,

» For oplimal performance, it is Impuimn: o parform routine
maintenance as descrived in the ARCHITELCT Systern Operalions
Manual, Section 9. Perform maintazanca mote frequently when
required by laboratory procedures.'

Specimen Dilution Procedures

Specimens with CA 125 Il value zxzesiing 1000 UfmL are flagged
with the code > 1000.0" and may be dllufsd wih either the
Automated Dilution Protocol or the Mamial Diliflen Procedure.
Automated Dilution Protocol

The system performs a 1:10 dllution of the specimen and
aulomatically calculates the concanirppan of the specimen before
dilution and reports the result.

Manugal Dilutlon Procedure

Suggested dilution: 1:10

An additional 1:10 dilution may be made if nesded.

1. Add 50 pL of the patient speciman to 450/)L of ARCHITECT
Multi-Assay bdanual Diluent.

2, The operator musl enter the dllulian factal in the Patient or
Control order screen. The system will uzi|thiz dilution factor to
automatically calculate the cancenmailon of the sample before
dilution and report the result. Tha dllution =hoild be performed
sG that the diluted result reads grefster than 20 UfmL.

For detailed information on ardering migtians, retar to the ARCHITECT

System Operalions Manual, Section 5,

Calibration
* Test Calibrators A-F in duplicate. The salilators should be
priority loaded.

A single sampla of sach control lavel mus! be tesled to evaluale
the assay calibration. Ensura that assay control values are within
the ranges specified in tha respeclive control package inserl.

+  Callbration Aange: 0 - 1000 U/mL.

1+ Onea an ARCHITECT CA 125 Il calibraticn is accepted and
stored, all subsequenl samples may be tested without further
calibration unless:
* A reagent kit with a new lol number is ysed or
s Controls are out of range.

«  For detailed information on how to perform an assay calipration,
refer to the ARCHITECT System Operations Manual, Section 6.

Quality Control Procedures

The recommendead control requirement for the ARCHITECT CA 125 1l
assay is that a single sample of each control level be tasted aonce
every 24 hours sach day of use, If the quality control procetures in
your labaoratory require more frequent use of controls to verify test
rasults, follow your laboratory-specific proceduras.

Ensure that assay control values are within the concentration ranges
specified in the package insert.

\erlfication of Assay Claims

For protacels ta verify packags insert claims, reler to the ARCHITECT
Siystern Operations Manual, Appendix B,

The ARCHITECT CA 125 Il assay belongs to methed group 1.

INRESULTS

Calculation

The ARCHITECT CA 125 Il assay utllizes a 4 Parameter Logistic
Curve fit data reduction mathod (4PLC, Y-weighted} 'o generate a
calibration curve,

Flags

£iome results may contain information in the Flags field. For a

cescription of the flags that may appear in this field, refer to the
£RCHITECT System Operalions Manual, Section 5.

Measurement Range (Reportable Range),
The measurement range for the ARCHITECT CA 125 Il assay is
10 UfmL to 1000 U/mL.

(N LIMITATIONS OF THE PROCEDURE

« Results should be used in conjuncticn with other data; e.g.,
symptoms, results of olher tests, and clinicgl impressiens.

« |k tha ARCHITECT CA 125 |l resuits are incopsistent with clinicaf
gvidance, additional testing is recommended.

«  Heterophilic antibodias in human serum can react with reagent
immunoglobulins, interdering with i7 vilro Immunopassays. Patients
routinely exposed 1o animals or 1o animai sérum products can
be prons to this interference, and anomalous valves may be
observed. Additional information may be required for diagnosis %’

«  Specimans from patients who have received preparations of
maouse menoclonal antibodies for diagnasis ior therapy may
contain human anti-mouse antibodies (HAMA). Such specimens
may show either falsely elevated or depressed values when
tested with assay kits such as ARCHITECT CA 125 Il thal employ
mouse monoclonal antibodies. Addilional clinical or diagnostic
informalion may be reauired to dsterming patient status,28-10

*  Patiants with confirmed ovarian carcinama may have
pretreatmsnt CA 125 assay values in the same range as heallhy
individuals. Elevations in circulating OC 125 defined antigan may
be abserved in patients with nonmalignant disease. For these
reasons, a CA 125 assay value, regardless of level, should not
be interpreted as absolute evidence for the presence or absence
of malignant disease. Tha CA 125 assay value should be used in
conjunction with information available from glinical evaluatien and
other diagnostic procedures. The AHCHITEt.T CA 125 Il assay
should nol be used as a cancer screening|test,

* Representative perfarmance data ars given in the EXPECTED
VALUES and SPECIFIC PERFORMANCE CHARAGFERISTICS
sections. Fesults obtained in individual isbomlartesmay V2R




N EXPECTED VALUES
The distribution of CA 125 Il assay values cetermined in 811
specimens is shown in 1he 1able heh‘."ﬁ'i

Distribution of ARCHITECT CA 125 Il Astay Values

Pargenl (%]

Number of 30.1-66  65.1400

fuhjarts  0-35 Wl \lfml Wml =100 Ll-'mi_.-
APPARENTLY HEALTHY
Females 99 89.9 6.1 4.0 0.0
{Premenopausal)
Females 97 99.0 1a Qo 00
{Pnatmencsial
MALIGNANT GONDITIONS
Ovarian Cancer 166 489 143 4.8 32.8
Breast Cancer 50 800 204 0.0 0.0
Goloreclal Gancer 50 84.0 1.4 10.0 2.0
Endamelrial Cancer 25 96.0 Al 0.0 0.0
Liing Canc 50 60.0 180 10.0 120
NONMALIGNANT CONDITIONS
Qvarian Disease 100 90,0 1] 1.0 0.0
Uroganital Disease L1 83.7 143 2.0 00
Hypartension/CHD 100 88.0 114 0.0 10
anlgn Endomelrial 25 84.0 W 40 40

In this study, 84.4% of the healhhy furnale nuljiecls had CA 12510
assay values al or below 35.0 UjmiL [mean = 184, SD = 13.0). Itis
recommended that each laboratory astihlish (s own reference value
for the populalion of interest,

Monitoring of Disease Status In Putlents Diagnosed with Ovarlan
Carncer

Changes abserved in serial CA 125 asday viluss when monitaring
ovarian cancer patienls should be evaluaied in conjunction with other
clinical mathods used for monitoring swtlin chncar patients.

The effectiveness of the ARCHITECT CA 125 Il assay as an aid in
the monitaring of diseasa status in avaflan cancer patiants was
determinad by assessing changes in CA 125 lgvels in serial sarem
samples from 63 patients compared to':hangas in disease slatus.
A sludy involving a total of 306 ahasryEticos was performed with an
average number of 4.9 observations par patiert A significant change
in CA 125 level was defined as at lzasia 10.758% increase in assay
value [i.e, 2.5 times greater than the eksay s loial %GV (4.3%)).
Seventy-seven percent (77% or 85/111) of the positive patient
samples cofrelated with disease prograzsion whita sixly-one percent
(61% or B1/132) of sarial samplas snovnrg no gigndicant change

In CA 125 assay value correlated with fio progtession. The total
concordance in this study was gixty-2ioht percan| (68% or 166/243).
The following lable presents the data i 2 2 « ¥ classification
scheme. [

Change in Disease Slate per Seguaniial Pair

Chaage in GA 125

Goncanlration Prugrossinn Ny Frogrossdon Tolal
=10.75% a5 |l | 136
< 10.75% 25 g 107
Tolal 111 122 | 243

The following table provides the per pameni dialifiton. Ninety-sight
percent (98% or 46/47) of the signifcahlly Intteaged serial samples
per patient correlated with disease nrogiession while thirty-gight
percent (38% or 6/16) of serum sets sjawing o significant change in
GA 125 level correlated with no pragreasios, The total concordance
in this study was seighty-three percent (B&% or 52/33].

Ghenga in Divaase Sale por Palissd

thange in A 125

Enncenira‘linn Progression o Pmogressipn Total
2:10.75% 45 10 56

< 10.75% 1 [ 7

Total 47 15 83

[l SPECIFIC PERFCRMANCE CHARACTERISTICS
Frecislon

The ARCHITECT CA 125 Il assay precision is < 10% total CV. A
sudy was performed as described per the Clini¢al and Laboratory
Standards Institute (CLSI, formerly NCCLS) Protocol EP5-A.% Three
deflbrinated plasma-based panels were assayed, using two lols of
roagents, in replicales of two al two separate limes per day lor 20
days on wo separate instruments. Each reagent lct used a single
cafibration gurve throughout the study. Data from this study are
sJmmarized below.*

Raagent Mean Conc. __ Within Ren Tolat
Sample Lol Instrument  n (U/mL) S0 %OV S0 %Ly
Fandl 1 1 1 B0 435 11 24 17 39
2 ? B 487 88 15 08 17
Fand 2 1 i 80 2033 ©8 32 119 39
1 1 80 307 55 17 8T 20
Tand3 | 1 B0 5980 166 31 758 43
] 2 B 6783 124 1.8 135 20

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

Fiecovery

The ARCHITECT CA 125 Il assay mean recavery is 100 + 15%. A
s.udy was performed based on guidance from Tietz Textbook of
Clinical Chemistry*2 far the ARCHITECT CA 12511l assay. Known
concentrations of OC 125 delfined antigen were added to normal
human serum samples. The cancentration of CA 125 was determined
using the ARCHITECT CA 125 Il agsay, and the resulting percent
rocovery was calculated. Representalive data frpm this study are

g irmmarleed In the tables bolow*

Endeganeue UG 125 Drfmad | Obagrecd
Raugy Value  Anfigom Added  EAVES Asnay
Sumpla [LfmL) {U/mL) Valus[{U/mL) % Recovery’
" FoF: 185 1937 i
715 7047 84
T2 313 165 160.2 82
5 6186 83
T 165 196.5 9
F L 8058 g2

Average Recovery across two separate spiked qongentrations shown
agove = 90%

Oteaerviad CA 124 Done [ldmL]
Erdagenius O 125 Cong, {LSeLT+ CA 125 Addsd | fmL

"% Recovery = 1100
* Mepresematve dala; results in individual laboraicries may vary from
thiese data.

Cilution Linearity
The ARCHITECT CA 125 [l assay mean dilution jinearity is 100 + 15%.
A study was performed for the ARCHITECT CA 125 Il assay modeled
after the Clinical and Laboratory Standards Instilute (CLSI, formerly
NCCLS) Pratocol EP6-P2.42 Samples with known elevated GA 125
cancentrations were diluled with Multi-Assay Manual Diluant, The

CA 125 concentration was determined for each bilution and the
percent (%) racovery was calculated. Represeniative data from Lhis
s:udy are summarized below.”




Final Dilution  Expactad Uthe  Walud Dlitsnd
Sammln Factor |Wml) | imL} ' Ancaiiry®
1 Priard a0 g Wapd =
114 504.6 B3 104.4
1:2 423.2 sEAE 110.6
133 256.5 CEE 110.2
15 169.3 1R2.E 108.0
110 846 g8 109.5
1:20 42,3 464 108.7
2 Undifuted 903.8 gza —
114 545.6 E31E 97.8
12 4519 g 95.8
133 273.8 ET4D 1001
1:5 180.8 187 103.3
110 04 254 105.5
1:20 45,2 85 105.0
1 Undiluted 9353 | B3 -

114 £68.1 458 96.7
1:2 4677 A50.4 6.3
1:3.3 2B3.4 4 100.5
15 182.1 1856 99.2
1:10 93.5 B&B 1024
1:20 468 ELD 105.9

Average recovery across the three dilulad samplos abovg = 10365
Values Dinamey x Diuton Fectur

Undiiuted Gunoenragor 100

"% Recovery =

* Representativa dala; resulls in indwidual langmmtories may vary fram
these data.

Analytical Sensitivity

The sensilivily of the ARCHITECT CA 25 Il ass=y is < 1.0 U/mL
{n=24 runs, in replicates of 10). Analylizal sensdlvity corresponds
1o the upper limit of the 95% confidence inledvizl and represents
the lowest concentration of OC 125 ielinsd arjtigen thal can be
distinguished from zero. [

Analytical Specificity

The ARCHITECT CA 125 Il mean assay specificity Is s 12%. Recovery
studies were performed to compare safa contiaining the following
compounds al the indicated concentzalions witn control sera.*
INTERFERING SUBSTANCE

Tl Gompoiing Tead Concanlration
Bilrutin 20 mg/dt T
Hemaoglobin 500 mgfdL
Total Protein 12 grdl
I'ﬂ':'l,'"_'f_'"'l’i 3 i
CHEMOTHERAPEUTIC AGENTS

Tast Gampoiind Tsd Concentration
Carbaplatin 500 pg/mL
Cisplatin 165 pg/mi.
Clolrimazole 0.3 pg/ml
Cyclaphosphamide 500 pp/mL
Dexamethasone 10 pg/mi
Dexorubicin 1.16 pg/mL
Leucovorin 2,68 pg/mL
Mefphalan 2.8 ug/mi
Methatrexate 45 ug/mt.
Paclitaxel 3.5 mgfml

* Representative data; results in ingaddual labcralpnes may vary from
these data.

POTENTIALLY INTERFERING CLINICAL! CONETIONS

The ARCHITECT CA 125 Il assay was fvilualgd using specimens
with HAMA and Rheumatoid Factor |RE) 1o futiher assess the assay
specificity. Five specimans positive for HAMA and five specimens

(]

positive for RF were evaluated lor % recovery with OC 125 definad
antipen splked Into each spacimen al 35 and 250 UfmL; mean %
rycovery rasults are summarized in lhe following table.”
Glinical Candition Number ol Specimens Mean % Recavery
HAMA 10 g6
RF 10 97

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

tigh Dose Hook

Figh dose hook is a phenomencn whereby very high lovel specimens
niay read within the dynamic range of the assay. For the ARCHITECT
CA 125 Il assay, no high dose hook eflact was observed when
samples containing up to approximately 180,000 UfmL of OC 125
deftned antigen were assayed.

hMethod Comparison

The ARCHITEGT CA 125 Il assay method comparison correlation
coefficient is = 0.80 and the slope is 1.0 £ 0.15 for the tull range of
he assay, The ARCHITECT CA 125 Il assay was compared 1o the
Abbott AxSYM CA 125 assay. Tha results of the specimen testing are
showr in the following table.”

) ARCHITECT CA 12511 wi. Abbatt JeS¥M CA 125

Flegiassion Correlation

Hethod ) Slapn (B8% 01l Intercapt {09% G} Goefficien

PastingeBanle | Frwtr 106 (1,03t01.11)  40{20w4g) 0885
167*%* 123 (1.16101.30) 0.4 {09t 18) 0.967

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

*+ Sample Range: 4.5 - 4085.9 U/mL (ARCHITECT); 2.7 -

3436.1 U/mL (AxSYM)

*+** Sample Range: 4.5 - 110.5 U/mL {ARCHITECT), 2.7 - 95.4 U/mL
[ WxSYM)

T A linear regression method with no special assumptions regarding
the distribution of the samples and the measurément errars.*
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ARCHITECT

SYSTEM

Total PSA Controls

INTENDED USE

The ARCHITECT Total PSA Controls are for tha vetification of the accuracy
and precision of the ARCRITECT & Syatarh whan usad (or the guantitative
datermination of total prostate specific antigen {bath free PSA and PSA
complexed i alpha-l-antichymotrypsin) [in human serum. Reler to the
ARCHITECT Tolal PSA reagent package ‘fasr fof additional information.

CONTENTS

3 Bottlas (8.0 mL each) of ARGHITEGT Tulal PSA Cotircls ([CONTROLL),
[EONTROLIM], [CONTROL[H)) contalning &4 (teman) prepared in TRIS
buffer with protein (bovine) stabillzer. Piesarveiivas: Sodlum Azids and
Antimicrobial Agents.

The following concentration ranges may e used for individual replicate
cantrgl specifications on the ASCHITECT 4 Syatafm.

Target Concentration Ranga

|ouc] e |

Control (i mil) [maimL)
CONTROLIL 0.6 0.325 - D675
49 2600 - 5.400
[CoNTRAOLIH] 20 14,950 - 31.050

Each laboratary should establish its ows conoentiaiion ranges for new
control lots at each control level. This can b aczamplished by assaying
a minimum of 20 replicales over several [3:6) ddys. Sources of variation
that can be expected should be nciudpd in this siudy in order to be
representativa of future system paricrmasce, These may include:

* Multiple stored calibratlons

» Multiple reagsm lots

* Muliple calibrator lots

* Multiple processing modules

= Data points collecled at ditferend iimias of tha day

These results should be applied to ydur labamtory’s quality control
praclices.

STANDARDIZATION

The Controls are manufactured by diluiisn ol Prosiate Specitic Anligen
{P5A) of knawn cancentration to obtain 4/iarget goncentrasion. The targst
concentration is referenced against the Warld Haslh Organization (W.H.Q.}
18! International Standard for Prostate Spacific Ahtigon (90:10) 96/670 at
each concentration level.

PRECAUTIONS
y

*  For In Vitro Diagnostic Use,

L] A CAUTION: This producl coniains huiman seurced andfor
potentially infectious components. Fae o specilic listing, refer to the
CONTENTS section of this package u%zu-rr_ Hig known lest method can
offer complets assurance that pradusts deilvad irom human sources
or inactivated microgrganisms will notl tranemit infection, Therelore, all
human sourced materials should ba cgnsiderad potentially infectious. It
is racomrnanded that these reagents ard humadn specimens be handled
in accordance with the OSHA Standird on Bigodboma Pathogens’.
Blosafety Level 22 or other appmpriats biozatsty practices®# should
be used lor materials that contain @ mre fuspecied of containing
infectious agents.

S
en

Total PSA

7K70-10
C7K700

G5-3210/R03

Henﬁ Highlighted Changes
d January 25

¢ [JisG ol ganlaiy human 25A donor 2 whieh na=-baen

g- 4 q: i m Pf'I%!!:‘Lﬂ!I'lﬂa" mmﬂﬁl ahd Hapallis ;.
+ The felidwig wditnlnioh snd Becautiods dpply o s Confrol:

!:aﬂr.hrru sl azre

EUHEYE  ordatt with dzidd fideales vy fondle gas.

F_'E-U‘I ‘Pisposa of contents [ m:lm:n.lnar |n aooordanca with locs|

remuitations.
' Salety Datz Shests are availlable ai www.abbotidiagnostics.com or
contact your focal representative.

»  For information on sale disposal of sodium azide containing malerials,
refer 1o the ARCHITECT System Opaerations Manual, Section B.

STORAGE

»  ARCHITECT Telal PSA Controls are stable until lhe expiralion date
when stored and handled as directed.

» Do not use pasl expiration dale.

8°c
. z-cJ/-

BIBLIOGRAFPHY

I, US Departmant of Labor, Occupational Safety and Heallh Administration,
29 CFRA Part 1910.1030, Bloodborne pathogens.

2. US Department of Health and Human Services. Biosafety in
Microbiological and Biomedical Laboralorias. Sth ed. Washington, DC:
US Government Printing Office; Decermber 2009,

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

4, Clinical and Laboratory Standards Institute. Protection of Laboratory
Worksrs from Qccupationaily Acquired infections: Approved Guideline
—Third Edition. CLSI Document M29-A3. Wayne, PA: Clinical and
Laboratory Standards Institute; 2005.

SACHITECT is a trademark ¢l Abbott Laboralgries) in various jurisdictions.

Abbalt Ireland
‘u Diagnostics Division
Finisklin Business Park
Slige 0843

Iretand
+353-71-9171712

January 2015
2 2004, 2015 Abbctt Laborataries

_I Abbott

(L

Key to syr_nb_ols used
[cT]

[PRODUCT OF IRELAND|

Global Trags ltem Number

Produet of Ireland

Contains Sodium Azide.
Contact wi{h acids liberates
very toxic gut

CONTAINS: AZIDE




RCHITECT

SYSTEM

Total PSA Calibrators

INTENDED USE

The ARCHITECT Total PSA Calibeatars are for calibration of the
ARACHITECT i System when used for Iie gueniiative determination of
total prostats speciflic antigen (both fres PSA ang PSA comploxed to
alpha-~t-antichymotrypsin) in human serurm, Aaier to the ARCHITECT Total
P5A reagent packags insert for nddional informaticn.

CONTENTS

2 Bottles (4.0 mL each) of ARCHITECT Total P54 Calibrafos. Calibrator 1
([eAL1)) contains TRIS bufier with protsin (boving) stabilizer, Calibrator 2
(I:Al.l:) gontaing PSA (human) prapated |7 TRLS bulfer with protein
(bovine) stabilizer.

Preservatives: Sodium Azide and Ammmlerpbial Agants

The calibrators yiald the following concantialone:

TotaI_PSA Cuncantrstien

Calibrator {rigg)mL)

o

8 B
STANDARDIZATION

The Calibrators are manufactured by dllullen of Prostais Specitic Anllgen
(PSA) of known concentration to ablain a target coneentrallon. The target
concentralion is reterenced against the WWarld H=alth Organization (W.H.O.)
15! International Standard for Prostate Spoaific Astlgen (80:10) 96/670 at
each concentration level.

PRECAUTIONS

= For In Vitro Diagnoslic Use.

] A CAUTION; This product contains Rum#n sourced andfor
potentially infectious components, Fat a spaclle listing, refer to the
CONTENTS section of this package inzer. Ma known test methed can
ofier complete assurance that pracusts darivd from human sources
or inactivated microorganisms will not franam{ nfection. Therefore, all
human sourcad materials should be conzaiz=# potentially intectious. It
is recommended that these reagents aijd fweman specimans be handled
in accordance with the OSHA Btardard on Bloodsome Pathogens!.
Biosalely Level 22 or other mpproarinds bipsafety practices® should
be used for materials that contain or =ra:=suspected of containing
infectiovs agaris

» (it & cnntsing lwman

- oo, trasmri of which fas Boan

rastivid snd taunct nugailye fur _nL HIVZ, Hegaiins B and Hepathis £
< The il esaiohs apcly b e Callbmiey:
JI-II::‘;IE ..-_L'.'gm.n:: 'Hﬂl‘l aciod libaraths vary b gas.
FED . Digpose of :uhtlhu-{ EorLine. | m:-:mnm -nddllm:ai'
Iregulations. ]LII

* Safety Dala Shests are available a1 www nbLOTGEIGROEITERMM. 07
comacl your local representativa,

= For information on safe disposal of zodilm azide conlaining materials,
raler to the ARCHITECT Sysiem Opattitons Manual, Section 8.

STORAGE

= ARCHITECT Total PSA Calibrators i3 stable uniil the axpiration date
when stored and handled as ditstied|

* Do not use past expiration date.
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ARCHITECT
Total PSA

Ravised Septaniber 2017, |

Package insert Instructions must be carzlully fallewad, Reliability of
assay results cannol be guaranieed f thare afe any devialions from
ihe instructions in this package Insert.

WARNING: The concentration of Total PSA ina given speciman,
determingd with assays from different fmanufasturers, can vary

due to differences in assay mathods g raagent speciiicity. The
results reported by the laboratory to thp phiysitian must include the
identity of the Total PSA assay used. Valiss ohiainad with differant
assay methods, including Abbott PSA assays, oanmot be used
interchangeably. I, in the course of mnjni-:oring a patient, the assay
mathod used for determining Total PSA lavels:serlally is changed,
additlonal sequential testing should be =arriad out. Prior fo changing
assays, lhe laboratory MUST confirm aseling values for patienis
veing serially monitored. |

I NAME
ARCHITECT Total PSA (Prostate Spscilic Antigen)

1 INTENDED USE

The ARCHITECT Total PSA assay is a Chemilminascent

Microparticle Immunoassay {CMIA) for, the guantitative determination

of Total PSA (both Free PSA and PSA complaned to alpha-l-

anfichymotrypsin) in human serum:

1. As an aid In the detection of prostEls canoet when used in
conjunctlon with digital rectal xam (DRE] in men 50 years or
alder. Prostatic biopsy Is required for diaghosis of cancer.

2. As an adjunctive test to aid in the imanagament of prostate
cancer patients.

B SUMMARY AND EXPLANATION OF THE TEST
Prostate specific antigen (PSA), a mamas of the human kallikrsin
gena family, is a serine protease with £rymntiypain.|iue activity,
The matura torm of PSA is a single chiain glyeoprotsin of 237
amino acids containing 7-8% cartafydrale ax a single N-linked
oligosaccharide side chain. PSA has = malecdlar weight of
approximately 30,000 daltons. > ® 37- 24
The major site of PSA production is In= glanaular epithelium of the
prostate. PSA has also baen found in fireast gancers, salivary gland
neoplasms, periurethral and anal glards, cells of the male urethra,
breast milk, blood and urine.’: 2 PSA producad in the prostate is
sacrated info the seminal fluid in high Eongentraticns, A major
function of PSA is the proteolytic clegyage of gel-forming proteins in
the seminal fluid, resulting in the liguatactian of the seminal gel and
incraased sperm mobility.! Low levels ] &4 = found in the bloed
as a result of leakage of PSA from Ihs prastale gland, Increasing
levels of serum PSA are associated with prostatin pathology,
including prostatitis, benign prostatic I'I',lpu!t'llaia:a (BPH), and cancer
of lhe prostate.’ 37
PSA occurs in three major forms in blpod. The major
immunodetactable form is PSA compléxad wilh the sering protease
inhibitor, alpha-1-antichymotrypsin [PS&-ACT), Uncomplexed, or
Free PSA, is the other immunodsteciable forrm of PSA in serum.
The majority of Free PSA in serum appears 14 be an inactive form
that cannot complex with protease intimitors and may be sither a
PSA zymagen or an erzymatically-nasive, clezved form of PSA.

(2 en

[xeF] 7K 70-25 O Total PSA
[EF] 7K70-20 7K70
[ieF] 7K70-35 Z G47685R06
[iEr] 7K70-30 B7K700

iy U it :

E quimolar-response PSA assays have an squivalent response io
Loth Free PSA and PSA-ACT.' The ARCHITECT Total PSA assay is
an equimolar assay. A third form of PSA, a complex with alpha-2-
ntacroglobutin, is not detectable with current immunoassays for PEA
due to the engulfment and subsequerd masking of PSA epitopes by
the alpha-2-macreglebulin molacule.! % 9

Frostate cancar is the most frequenily diagnosed cancer and

Ihe sacond leading cause af cancer dealhs In men in the United
$1ates.? Early diagnosis of carcinoma ot the prosiate is hindered
by the lack of symptoms in men with localized lumars, Therefore,
early detection requires a simpla, safs, and inexpensive test for lhe
cisease In asymptomatic men. The traditional method for detecticn
¢f prostate cancer is the digital rectal examination (DRE). However,
¢nly 30 to 40% of cancers detected by DRE screening are expecled
12 be confined to the prostate. The fraquent tinging of lacally
zdvanced prostaie cancer in screened patientsimay be due Lo the
inability of DRE to detect wmors of small valume that are most [Hkely
13 be confined to the prostate.’? Since palients with small tumars are
telieved to have ihe beslt prognosis, it can be goncluded thal DRE

t as limited sensitivity in detecting those tumars with the greatest
potential for cure.™

17 & 1990 publication by Cooner et al., data was presented
ragarding the clinical use of other diagnostic mpdalities such as
prostate ultrasonography and serum prostale specific antigen for
eiarly deteciion of prostate cancer. This study fpund that there

veas a significant Ingrease in predictability for cancer when the

RE and PSA tests were abnormal.™ Several other studies have
shown that the measurement of serum PSA concentrations offers
several advanlages in he warly detection of prastate cancer. The
procedure is more acceptable o patients, the result is objeclive and
¢|uantitative, and is independent of e examingrs skill. In several
recenl studies of healthy men 50 years or older, serum PSA levels
tiad the greatast abilily lo predict prostate canger. These studies
soncluded that Aot only 1s serum PSA measurenent a useful
addition Lo rectal examination and ultrasonography in the detection
of prostate cancer, bul tha it is also the most Qccurale of the three
lests for this purpose.™ ' In January 1992, the American Urological
i\ssociation endorsed annual examination wiqh%HE and PSA, for
varly detection of prostate cancer, beginning aLage 50,75 This was
1eaflirmed by the American Cancer Societly in November 1992,"
"he combined use of DAE and PSA has been shown te result in an
increased detection of early stage prostate carjcer; however, the
henefit of early detection cn palient outcoms rta_s not been proven
iind is the subject of ongoing clinical trials, 7. 1. 18,13

1°SA testing can have significant value in detecjing melastalic or
jrersisient disease in patients following surgical|or medical treatment
uof prostate eancer. Persistent elevation of PSA|following treatment,
or an increass in a post-treatment PSA level isjindicalive of recurrent
or resldual disease, PSA lesting is widely accepted as an adjunctive
tast in Lhe management of proslate cancer patients.®”




H BICLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT Total PSA assay is & two-stag immunoassay to
delermine the presence of Total PSA {both Frae PSA and PSA
complexed to alpha-1-antishymotrypsin)| in numan serum using CMIA
technology with flexible assay protaceds, relerad to as Chemiflex.

1. Sample and anti-PSA coated pararcagnelis microparticles are
combined to create a reaction mixijtn. The PSA present in the
sample binds to the anti-PSA coated micioparicies.

2. After washing, anti-PSA act|dinium-|absled conjugate is added.
Pre-Trigger and Trigger Solutions ate then Bdded to the reaction
mixture.

3. The resulling chemiluminescent reacton & measured as relative
light units (ALUs). There is a disect{relaniarship between the
amount of Total PSA in tha sampinland the ALUs detected by
the ARCHITECT iSystem oplics,

For additional information on system any aseay technology, refer to

the ARCHITECT Systern Operations hManual, Seclion 3.

E REAGENTS
Kit Contents
ARGHITECT Total PSA 7K70

NOTE: Some kit sizes ara not avaiiakie|in all oountriss or for use on
all ARCHITECT ISystems. Please contadt your Inzal distributor.

7K70-25  7K70Q0  TK70-38  TK70-30
"'%_;; 100 400 500 2000

1x2270mL 4 x27.0mL
14263mL 4x263mL

1x66mL 4 x6.86 il
1x58mL 4x59ml
Anti-PSA {mouse, monackonall coated

Microparticles in TRIS buffer with profem [oovine) stabilizer,
Preservative: antimicrobial agents.

Anti-PSA (mouse, monacionaly acrdinum-labeled
Conjugate in MES buffer with protein |Bowing) stabifizer. Minimum
concentration: 10 ngfmL. Preservative; antimicrohbial agenis,

Other Reagents

{muLTrassAY MANUAL BIRUENT] § y 10D (il ARGHITEST Mulii-Assay
Manual Diluent, 7082-50, conlaining phisEphals bufferad saline
solutian. Preservative: antimicrobial agan

ARCHITECT Pra-Trigger Soluticn containing
1.32% (wfv) hydregen peroxide.

ARCHITECT Trigger Solston containing 0.35 N
sodium hydroxide.,

[WASH BUFFER| ARCHITECT Wash Builisr comalfing phosphate
buffered saline solution. Praservatives: ..n1|r'rllv.‘|nth-:l agents.

NOQTE: Bottle and volume varies based: an ardir.

Warnings and Precautions
.

* For In Vilre Diagnostic Use
Satety Precautions

CAUTION: This product requires the handling of human specimens.
It is recommended that all fuman-sourgad materials be considered
potentially infectious and handlad in sgeardanta with the OSHA
Standard on Blocdborne Fathagens, Biosalaty Level 2 or other
appropriate biosafety practices should e used for materials that
contain or are suspected of contaming infectious agents,20-2?
Safety Data Sheets are available at wwhw abomtdiagnostcscom or
coniact your local representative.

For a delsiled discussion of safety pregautiong during systern
operation, refer to the ARCHITECT System Opsrations Manual,
Section 8.

Rzagent Handling

« Do not use reagent kits beyond the expiration date.

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

« Before loading the reagent kit on the system for the first time, the
microparticle bottle requires mixing to resuspend microparticles
that may have ssttled during shipment, For ricroparticla mixing
instructions, refer to the PROCEDURE, Assay Procedure seclion
of this package inserl.

« Septums MUST be used to prevent reagenf evaporation and
contamination and to ensure reagent integrity. Reliabllity of
assay results cannot be guaranteed If septums are not used
according to the Instructlons In this package insert.

« To avoid contamination, wear ¢lean gloves when placing a
septum on an uncapped reagent bottle.

¢« (Once a septum has been placed on an open reagent bottls,
do not Invert the bottle as this will result in reagent leakage
and may compromise assay rasults.

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

Fir a detalled discusslon of handling precautlons during system

operation, refer to the ARCHITECT System Operations Manual,

Section 7.

Reagent Storage

\When stored and handled as directed, reagents are stable unlil the
epiration dale.

Storage Maximum Additional Storage
B Tomperoture  Storags Time Instructions
Linopened/ 2-8°C Until May bie used immediately
Cpened* expiration aftgr removal from 2-8'C

date slorage.
Siora In upright pasiticn

‘Un board Systemn 30 days Discard after 30 dé');s.

temperature For information on tracking

onboard time, refer to
the ARCHITECT System
Cperations Manual,
SEsnan .?'.'

* Figagents may be stored on or off the ARCHITECT iSystem. If
roagents are remaved from the system, stare them ai 2-8'C {with

s aptums and replacement caps) in an upright popsition. For reagents
s ored off the systern, it is recommended thai tﬁsy be stored in
their original trays and boxes to ensure they remain upright. If the
niicroparticle bottie does not remain upright (with a septum
Installed) while in refrigerated storage ofi the system, the reagent
kIt must be discarded. For information on unlogding reagents, refer
1 the ARCHITECT Systemn Operations Manual, Section 5.

Indications of Aeagent Deterloration

V/hen a control value is out of the specified rangs, it may indicate
deterioration of the reagents or errors in technigue. Associaled test
rissuits are invalid, and samples must be retested. Assay recalibration
niay be necessary. Far troubleshooting informatlon, refer 1o the
ARACHITECT System Operations Manual, Section 10.

[NINSTRUMENT PROCEDURE
The ARCHITECT Total PSA assay tile must be instafled on the
ARGHITECT iSystem from an ARCHITECT iSysiem Assay CD-ROM
prior to performing the assay.

For detailed Information on assay file Installation and viewing

and editng assay parameters, refer to the ARCHITECT Syslem
Ciperations Manual, Seclion 2,

For information on printing assay parameters, refer 1o the

ARCHITECT System Operations Manual, Sectioft 5. __——

For a detallad description of systom arceadi arr:,-th.a-r'tm"!' ’?43‘,\\
£RACHITECT System Operations Manual. w0y




Alternate Result Units

Edit assay parameter "Result concentratlan whfis® 1o select an
alternate unit.

Conversion formula:

{Concentration in Default result urit) x [Canvatuan factor) =
(Concentration in Alternate result unit)

Detault Resuit Unit Converslon Facior Altermste Result Unlt

ng/mL 1.0 gl

l SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types

s Only human serum may be used in/1he ARCHITECT Total PSA
assay.

« The instrumant does not provide tnsr capability to verity specimen
type. it is the responsibility of the operatar 1o verify that the
correct specimen types are used in the assay

Specimen Conditlons

* Do not use specimens with the follgwing cimaitions:
* grossly hemolyzed
e phvicus ricrobial contzmination

+ For accurats results, serum gaecimans shpuld be free of fibrin,
red blood cells, or other parfolifatel matrar, Centrifuge specimens
contaiming fibrin, red blood cells, arfparticulate matier prior to
usa to ensure censistency in the results.

= To prevent cross coniamination, use of cisposanle pipettes or
pipette tips is recommended.

Preparation for Analysis

» Follow the tube manufacturer's progessing instructions for serum
collection tubes. |

* i is recommended to obtain spacimens far PSA lesting prior 1o
procedures involving manipulation 2f 1hu prostale

# Follow these package insert sfructions a3 well as the specimen
collection tube manufacturer's instrugnans for specimen
collection and preparation for nalynis. Aefar to the specimen
collection tube manufacturer's instfuciians for centrifugation time
and speed.

+ Insufficient processing of sample, 3 disrugition of the sample
during transportation may cause ddpressed results.

* Ensure that complete clot formation in sarpm specimens has
taken place prior to centrifugation. |[Bants fpacimans, especially
those from patients receiving arioeagtard or thrombolytic
therapy may exhibit Increased clatiing uma. If spacimens are
centrifuged before a complete clot forrts, [he presence of tibrin
ar particulate matter may cause affonagul results. Centrifuge
specimens coniaining fibrin, red bisod cells, or particulate matter.
Note that intarfering levels of fibrin may &d present in samples
that do not have obvious or visible paniculafa matter.

= |f proper specimen cellection and praparation cannof ba
verified, or if samples have been disrptad due 10 transperiation
or sample handling, an additional cantritugatian step is
recommended. Centritugation conditions showld be suiticient to
remove particulate matier. Aliquats pourad varsus plpetted from
specimen lubge types lhal do not inzlude serum separators are
al higher risk of including particutatss =ndigenerating depressed
results.

*= Failure to follow these instructons fmay resull in depressad
specimen results.

+ Specimens musl be mixed THOROLUIGHLY alter thawing, by
vortexing. Thawed samples contnining red bleod cells or
particulate matter, or which are hagy or gleudy In appearance
musl be centrifuged pricr 1o use 0| ertsuid conslstency in the
results.

+ Inspect all specimens for bubbles. Remo¥e bubbles with an
applicator stick before analysls. Lise a new applicator stick for
each specimen lo prevent cross camiaminatian

Specimen Storage
Storage Temperature
2-8°C

Epeclmen Type
3erum

Max|mum Storage Time
s 24 hours

If vesting will be dslayed more than 24 hours, spacimens should be
re moved fram the clot or serum separator and stored frozen al -20°C
ol colder,2+ 2%

NOTE: Samples which may be tested (or Free PSA should be
removed from the clot within 3 hours.

Avoid multiple freezefthaw cycles.

Specimen Shipping

* Package and label specimans in compliance with applicable
state, federal, and international regulations qovering the transport
of clinlcal speclmens and Infectlous substances.
Specimens that will not be assayed within 24 hours should be
storad/shipped frozen. Prior to shipment, It is recommended that
specimens be removed from the clot or serum separator

Il PROCEDURE

Nlaterlals Provided
7 <70 ARCHITECT Tolal PSA Reagent Kit

hiaterials Required but not Provided

= ARCHITECT Total PSA Assay file obtained from tha ARCHITECT
iSystem e-Assay CD-ROM tfound on www.abboltdiagnoestics.com,

e 7K70-01 ARCHITECT Total PSA Calibratars

« 7DEB2-50 ARCHITECT Multl-Assay Manual Dlluent

* AACHITECT Pre-Trigger Solulion

s ARCHITECT Trigger Sclution

+ ARCHITECT Wash Buffer

= ARCHITECT Reaction Vassels

« ARCHITECT Sample Cups

* ARCHITECT Septum

« ARCHITECT Replacement Caps

= Pipettes or plpetis tips (optional) to deliver the volumes specified
on ihe patient or control order screen.

Far information on materials required for maintenance procedures,

rifer 10 the ARCHITECT System Operations Manual, Section 9.

hlaterials Available but not Provided
s 7K70-10 ARCHITECT Total PSA Controls

Assay Procedure
= Before loading the reagent kit on the system for the first

time, tha microparticle bottle requires mixing to resuspend

microparticles that may have settled during ghipmeni. After the

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

* |nvert 1he microparticle bottle 30 times,

s Visually inspect the bottle to ensure migroparticles are
resuspended. If microparticles are still adhered 1o the bottle,
continue to invert the bottle until the microparticles have
basn completely resuspandsed,

s If the microparticles do not resuspend, DO NOT USE.
Contact your local Abbotl representative.

e Once the microparticles have been resyspended, place a
septun on the bottle, For instructions about placing septums
on botlies, refer to the Reagent Handling section of this
package insert.

» Load the reagent kit on the ARGHITECT iSystem,

«  Verify that all necessary reagenis are present.

e Ensure that septums are present cn all reagent bottles.
s Order calibration, if necessary.

+ For information on ordering calibrations, refer to the
ARCHITECT System Operatone Manual, S2aton &

s

Pl -~



¢ Order tests.

*  For information on ordering patiant specimans and
controls and for general coerating pretedures, refer to the
ARCHITECT Systemn Qpsrationg hanugl Section 5.

+  Minimum sample cup volums is galmulang by the systemn
and printed on tha Orderlist report. Ta minimits the effects of
evaporation, verify adequate sampig aup valums is present priar
to runeing the test.

Maximum number of replicates sarhpled ftam the same sample

cup: 10

+  Priority:
Sample volume for first test: 100 pi
Sample volume for sach adaitipnal tegt from same sample
cup: 50 pL

* < 3 hours on board:
Sample voluma for first test: 150 L
Sample volume for sach addifional 1831 from same sample
cup: 50 pL

s > 3 hours on board: Additional sampld volume is raguired.
Refer to the ARCHITECT Sysiem Do=iatices Manual, Secticn
& tor information on sample svaporallen and volumes.

e If using primary or aliquot tibey, Lue hir sample gauge 1o
ensure sufficient patient spacichen m peesent,

« Prepara ARCHITECT Tolal PSA Callbrators and Caontrols,

« Mix calibrator(s) and controls 5y gantle inverslon bafore use.
* Hold bolties vertically and disneass recommanded velumes
inlo each respective sample cup,
*  HRecommended volumes:
far each calibrator: 7 drops
for each control: 4 drops

# Load samples.

¢ For information on loading sarmples, refer to the ARCHITECT
System Operations Manual, Szolian 5

s Press AUN.

= For additional information on principles ol coesstion, refer to the
ARCHITECT System Operations Manual, Sacraon 3.

e For optimal performance, it is impofiant o gerform routine
maintenance as described In the ARGHITECT System Operations
Manual, Section 9. Perfarm maintenanca mars frequently when
required by laboratory procedures.

Specimen Dilution Procedures

Specimens with a Total PSA value gwogading 100 ng/mL are flagged
with the code "> 100.000" and may b= dluiediusing either the
Automated Dilution Protocol or the Manual Dilytian Procedure,
Automaied Dllutlon Protocol

The system performs a 1;10 dilution of fhs spsgimsn and
automatically calculates the concentrafion af ifie specimen before
diletion and reparts the result.

Dilutions other than 1:10 should be dong manually.

Manual Dilution Procedure

Suggested dilution: 1:20

1. Add 50 pL of the patient speciman 1o 350 pL of ARCHITECT
Multi-Assay Manual Diluent.

2. The operator must enter the diluion factaf in the Patient or
Coniral order screen. All assays sglectad for that order will be
diluted. The syslem will use this gifuton fasior to automatically
caleulale the concentration of the sample;bafarz dilution and
report the resull. The dilution shauld be pérformad so that the
diluted result reads greater lnan 0.4 ngfmi.

For detailed information on ordering gilglions, esfar to the ARCHITECT

Syslem Operations Manual, Section 5.

Calibration

s Test Calibrators 1 and 2 in duplicate. The calibraters should be
priority loaded.

A single replicate of each conirol level musi be lested to
avaluate the assay calibration. Ensure that dssay control values
are within the ranges specified in the respestive contral package
insert.

* Callbration Range: 0 - 50 ng/mlL.

* The assay protocol allows for the rangs 1o be extended lo
100 ng/mL.

* Once an ARCHITECT Total PSA callbration is acceplad and
slored, all subsequent samples may be leslgd wilhaut further
calibration unless:

e A reagent kit with a new lot number Is used or
* Contrals are out of range.

* For detailed information on how to perform an assay callbrallon,

reler to the AACHITECT System Operations Manual, Section 6.

Guality Control Procedures

The recommended control requirement for the ARCHITECT Total PSA
assay is that a single replicate of each conirol level be tested once
esery 24 hours each day of use. If the guality conirol procedures in
ynaur lahoratory require mera trequent use of controls ic verify test
re:sults, follow your laboratory-specific procedures.

Verification of Assay Claims

For protosols 1o verify package insert claims, refer to the ARCHITECT
Systern Operations Manual, Appendix B.

The ARCHITECT Total PSA assay betongs to method group 1.

[l RESULTS

C alculation

The ARCHITECT Total PSA assay utilizes a 4 Parameter Logistic
Curva fit data reduction method {4PLC, Y-weighted) to generate a
cilipration curve.

Far information on alternaie result units, refar toithe INSTRUMENT
PROCEDURE, Alternate Result Units section of this package insert,

Flags

Some results may contain information in the Flags field. For a
dascription ol the flags that may appear in this field, reter (o he
ARCHITECT System Operations fManual, Section 5.

[} LIMITATIONS OF THE PROCEDURE

« Spscimens from patients whe have received preparations of
mouse moneclonal antibodies for diagriosis ior therapy may
contain human anti-mouse antibodies (HAMA). Such specimens
may show either falsely elevated or depressed values when
tested with assay kits such as ARCHITECT Total PSA that
smploy mouse monaclonal antibodies.26: 27 ARGHITECT Tolal
PSA reagents contain a component that redpces the sffact
of HAMA reactive specimens. Additional clirlical or diagnostic
infermation may be required 1o determine patient status,

s Heterophilic antibodies in human serum can react with reagent
immuncglobuling, interfering with in vitro immunoassays. Patients
routinely exposed to animals or to animal sgrum products can
be prons to this interference, and anomalous values may be
wbserved. Additional information may be required for diagnosis.?®

¢ The concentration of PSA in a given specimen, determined with
assays from ditferent manufaciurers, can vary due to diflerences
in assay methods, calibration, and reagent gpecificity.’ 22 30



+ Quality conltrol samples may be praguged by introducing
sominal fluid PSA into a human serpm matfix. PSA in serum and
seminal fluid may exist in different 1brrnd, Tha concentration of
PSA in these controls, determined with assays from different
manufacturers, can vary due to difiéssncas in assay methods,
calibratich, reagent specificity, and (e farm of PSA that is
present; therefore, it is impertant to |use assay-spacific values to
evaluate conrol results,

+ Hormonal therapy may affect PSA axpresaion; therefore, a low
PSA level after any iraatment that mchadi 5 hormonal therapy
may not adequately reflact the prassnces ol residual or recurrent
disease.!

* |n most inslances, specimens atiasmed from patients immediately
following digital rectal examination show na clinically signiticant
increases in PSA lavels.3? Howeyes; prostalic massage,
ultrasonegraphy, and needle biopsy|may cause clinically
significant olevations.3¥ PEA levels fnay ulso be increased
following ejaculation.34 [

= Active Free PSA in the serum at Ing time of blood sampling can
continue to complex with serum praotease Wnhibliora, especially
alpha-2-macroglobulin, rasulting in & rapid gecreass in PSA levels
of the active form of Free PSA.3S

+ Serum PSA concentrations should fiot be iterpreted as absolute
evidence for the presence or absence of pruslale cancer.
Elevated concentrations of PSA may be ongardd in the serum of
palients with benign prostatic hyparplasia or ather nonmalignant
disorders as well as in prostate soneer, Furiermors, low PSA
concentrations are not always indicative of the absence of
cancer. The P8A valye should be used in ponjunctiafn with
information available from clinical Swaluation and other diagnostic
procedures such as DRE. Some 2arly cases of prostate cancer
will not be detected by PSA testng] the same is true for DRE.
Prostatic biopsy Is required tor the fingnnsis of cancer.

B EXPECTED VALUES FOR DETECTION OF
PROSTATE CANCER

[Values developed for the ARCHITECT (2004 nhalyzar.]
A prospective study was conducted at sgven clinical sites (o
demanstrate the usefulness of PSA in tha deigclion of prostate
cancer when usad in conjunction with BIRE. All clinical dala
presenied supporting the detection cizifm were generated using the
ARCHITECT iSystem and ARCHITECT Total 54 assay reagents. A
{otal of 531 men 50 years of age or alder participalad in the study.
All subjecls were biopsied based on a1 initial elevaisd PSA value
and/or suspicious DRE result. A distribyition afithe ARCHITECT Total
PSA results is presented in the following 1abls:

Distribution of Aesulis from ARCHITECT Total PSA

_ PEA < 4.0 PEA = 41 Total

TRE az T 35
6.0% 1% 86.1%

DRF+* 9% B 180
18.1% | 1w 33.5%

Total 128 i} 53
24.1% i ) 100.0%

NOTE: 499 patients testec positive by DHE znd/ar PSA.

3 DRE+: Digital Rectal Examination [ Susplcioug for cancer)

b DRE-: Digilal Rectal Examination (Mol suspicious for cancar)
The positive predictive valuas for vatlaus comipsaticns: of DRE and
PSA are presented graphically in tha figure balow and table below.

Positive Predictive Value

£

40

30

20

Positive Pradictive Value (%)

10

(]

DRE+ PSA>40 PSA<4.0 PSA>4.0 PSA=4D PSA>40

&LDRE+ &DRE- &DRE+ or DRE+

Detection Meathod
Positive Predictlve Values

Number of Subjects with
Positive Prediclive Valua  Gancer/Number of Subjecls
Datecllon Method (%)* Susplcious for Gancer
DRE+ 372 67/180
{30.1-44.7) |
PSA > 40 39.2 158/403
{34 4-44.2)
" PSA<40and DRE+ 135 13/26
{1.4-221)
P54 » 4.0 and DRE- 32.6 104510
(27.5-38.0)
PSA > 4.0 and DRE + 54.3 54784
[53.1-74 4)
PSA = 4.0 or DRE+ 34.3 1717499
13, 4-38.0)

* 95% Confidence Interval (Lower Limit - Upper Limit)

Cancers were detectad in 177 of the 531 subjagis. The overall
cancer detection rate was 96.6% (171/177) when at least one test
was suspicious, 30.5% (54/177) when both iests were suspicious,
53,8% (104/177) for PSA alons, and 7.3% (13/177) for DRE alons.

Il CORRELATION

T» demonstrate that the ARCHITECT Tolal PSA assay results are
¢amparable to the resulls from the AxSYM Total PSA assay, a least
sjuares lingar regression analysis was perfarmed comparing the
PSA values trom both assays for 1,798 clinical $pecimens. The
analysls yielded a correlztion coefficient o! 0.887, a slope of 1.08,
ad a Y-intercept of 0.344 for the specimens cavering the range up
tr 100 ng/mL, as shown in the following figure:
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Thess results demonstrate that the ARCHITECT Total PSA assay
yields equivalent results compared to tfioses cbiained using the
AXSYM Total PSA assay. [

Serum PSA concenlrations, regardless él the wakue, should nol

be interpreted as definitive evidence far, the prgsence or absence
of prostate cancer. In addition, PSA tefing shouid be done in
conjunction with DRE because PSA and ORE ipgether detectad
the greatest number of cancers. Prostafle bicpsy is required for the
diagnosis of cancer,

B EXPECTED VALUES
[Values developed for the ARCHITECT 1E00] analyzas |
The distribution of ARCHITECT Total F‘EF. velugs determinad in 2,287
specimens is shown in the folowing tatds.
Distributlon of ARCHITEST Totnl PEA Values

Parcan] {4%} C
Number =40 =10
of 0-40 | -0 -30 >30-60 =60
Subijocis (mp'mi) [ingtmll) (npimL) (spfml) (mgrml
Apparertly  Females 266 100.0 | I 11 0.0 Go
Heality Males Ages 89 1000 | B0 00 04 af
Subjsdis A0 1o 49
Males Ages 120 g7.5 F2 ] 0,0 0.0 o
5010 59
Males Ages 123 93.5 BE ma 0.0 0.0
50to 6
Males Ages 124 01,8 Tid 0.8 00 an
70t0 79
Nonmalignant BPH 352 42.6 0y | 128 14 1.4
Dissasa Cirhosis B9 944 | 34 | 11 00 1a
Genitourinary 151 90.7 53 13 0.7 0.0
Prostatitis 142 465 a1 113 1.4 0.7
Renal 140 900 b7 249 1.4 0.0
Malignant Prostate L 46.8 ns 17.0 11 43
Disease Stage A
Prostate 164 301 azn 235 0.8 14
Slage B
Prastale 141 262 b 291 12.8 92
Stage C
Prostate Ul 158 1.4 JLE 105 284
Stage 0
Gendnurmery. 143 B9 iz 19 0e 0.6

In this study, 95.5% of the spacimens lfum aoparertiy heallhy male
subjects {n=4686) had values of 4.0 ng/jmlL or less:

It is recommended that each labomtory pstahlisn its own expected
refarence range for the population of Inferest

The malignant disease portion of the distriiien table is derivaed
primarily from carcinoma patients recrezsniing both active (clinical
gvidence of disease progression) and IFzctlve{na clinical evidence
of disease progression) disease siztes, Whan chirging PSA assay
methods in the course of monitoring a patiant, additional sequential
1esting should be carried out to caopfirm kasaie values.

l SPECIFIC PERFORMANCE [CHARACTERISTICS

Assay results obtained in individual lanesatariss may vary from data
presanted.

Precision

[Valugs developed for the ARCHITECT 2000 snalyker,|

ARCHITECT Total PSA assay preclsion |tz s ', Preclslon was
determined as described in the Natio~gl Camrmities for Clinical
Lahoratory Standards (NCCLS) Pratozdl EF&. 438 Six samples,
consisling of three serum based panels and mres Total PSA controls,
wera assayed using three instruments in repligates of two at two
separate times per day for twenty dayd (n=80 for each sample},
using a single lot of reagents and a sligle callbration. Data from this
study are summarized in the following talia,®

Reproducibllity of ARCHITECT Total PSA

Maan Total Within Run Total
Sumple Instrmmont  PSA (rgaml) B0 g1 5 %GV
TowConroh 1 0.498 onoe7 | 8 00108 2%
2 0511 00208 40 0037 48
3 {1.504 not LB IS 19
M it 1 A, (FR [ixi LB nator ay
Contral 2 4104 01517 37 01836 45
2 4101 0128 30 04714 42
“High 1 24565 07187 28 Qa2 33
Gantrol 2 24,558 10663 43 1,161 48
3 24 210 07742 32 15808 65
Fenel 1 1 1130 L
2 4108 01479 36 01665 41
3 4138 01042 25 02089 51
Panei 2 1 49181 16025 34 LA &7
2 46.943 20034 43 2627 55
3 47770 15792 33 G498 7.3
Pinel 3 1 56 852 20804 31 41157 61
2 62,631 a146% 50 32280 52
3 61.632 1. f:EE-Ju 5 LSy Z-_II._I._

* Represenlalive performance dala are shown. Results obtained at
individual laboratories may vary.

Nleasurement Range

The measurement (reportable) range of the ARCHITECT Total PSA
assay is 0.008 ng/mL to 100 ng/mL, as defined by the analytical
sansitivity lower limit and tha upper hmit of the extended calibration
rzngs. For patient specimens with a Tolal PSA assay value exceeding
100 ng/mL refer to the Specimen Dilution Procedures seclion of
this package insert,

Recovery

[Values developed for the ARCHITECT i2000 analyzer|

Kown concentrations of serum PSA were added to ten normal
hurman serum samples. Each sample was spiked at a low and a
high level. The concentration of Total PSA was determined using the
AICHITECT Total PSA assay and the resulling gercent recaovery was
calculated. The mean recovery was 95.9% wilh values ranging from
B3.8% to 99.6%.

Sensltivity

[Values devaloped for the ARCHITECT 12000 analyzer.]

Fanctional

F.nctional sensitivity is defined as the lowest concentratian that can
b> measured with an inter-assay coefficient of variation (CV} less
then or equal to 20%. The catculated %CV for dne reagent lot from
al sites was plotted against the mean concenlvation of each panel.
A parametric curve was fitted through the data, land the funclional
sznsitivity was determined to be less than 0.05 ng/ml., which
corresponded 1o less than 20% CV on the fitied| curve.

Anatytical

The analytical sensitivity of the ARCHITECT Total PSA assay was
calculated to be less than 0.008 ng/mL. This sgnsitivity is defined as
the concentration at two standard devialions abpve the mean RLU
for the ARCHITECT Total PSA MasterCheck Level 0 and represents
the lowest measurable concentration of Total PSA thal can be
distinguished from zero.

Analytical Specificity

[Malues developed for the ARCHITECT i2000 analyzer.]
The analytical specificity of the ARCHITECT Tojal PSA assay was
determined by testing sera containing the following compounds.
These compounds showed less than or equal tg 10% interference in
tlie ARCHITECT Total PSA assay al the levels '““""/“’-"“-?7?3

.f]: 5 "




. INTERFERING SUBSTANCES
Tast anuﬂﬁ Cunceniraiion
Birubin gl
Hempglobin 500 mg/dL
Tolal rotein 10 g/dl & 12,0 grdl
Prostatic Acig¢ Phosphatase 1000 ng/mL
Triglycerides 3000 mg/dL
Hytnn 10 pgimL
Proscar 25 pg/mlL
‘Flﬂu 1 pg'ml,

CHEMOTHERAPEUTIC AGENTS

Tmal Compusind G Irullem
Cyiaphhigahinda 0l pg/mL
Diethylstilbestrol 2 pg/mL
DNoxorubicin-HGI 16 pg/mL
Estramustine Phosphate 200 pg/ml
Flutamide 10 pg/mL
Goserzlin Agetate 100 ng/mL
Lupron 100 pg/mL
Megesirol Acetate 90 pg/mL
Mathatrexate | 3 pgimi =1
Carryover

{Values developed for the ARCHITECT 2000 aralyzar]

No detectable carryaver (less than 0.5 PEM) was observed when a
sample containing 16,791 ngfmL of P5A was assayed,

High Dose Hook

[Values developed for the ARCHITECT (2000 smalyzer.]

High dose hook is a phenocmanon whnefeby very high level specimens
may read within the dynamic range of fh= s3say. For the ARCHITECT
Total PSA assay, no high dose hook effsct wek observed whan
samples containing up 1o approximately 48,000 ng/mL of PSA were
assayed.

Accuracy by Correlation

The ARCHITECT Total PSA assay toaganily wite compared on the
ARCHITECT i2000/120008R and the ARCHITECT i1000SA platforms.
The results of specimen testing are shown baiow.

Number ot Correlation
Stalistical Method ~ Dbservallons  Ininrgag g Coelficient
Least Squares 151 -0.06 ] 0.996
Passmg-Hatiluk* 151 Eilix) 1,04 0,996

* A linear regression method with no special assumptions regarding
the distribution af the samples and t measursmant errors.®

In this evaluation, serum specimens 1=kt=d rahgad from 0.046 ng/mL
1o B1.710 ngfmL, by the 100CSR platform.
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ARCHITECT

SYSTEM

HBsAg Qualitative Il
Controls

INTENDED USE

The ARCHITECT HBsAg Qualitative Il Gantrale @te for the estimation of
test precision and the detection of mystamatls anglytical deviatione of the
ARCHITECT i System when used for the gualitativs detection and for the
contirmation of the presence of hopuiils B surlacs antigen (HBsAQ) in
human serum and plasma using the ARCHITECT HissAg Qualitative Il and
HBsAg Qualitative Il Confirmatory Reagest Kita. Meler to the ARCHITECT
HBsAg Qualitative Il and ARCHITEGT HEaAg Qualitative Il Confirmatory
Reagenl package inserts and the ARGHITECT Systirm Operations Manual
for additianal information.

CONTENTS

2 Boitles (8.0 mL each) ol AHCHITECT HBs4g Qualitative |l Controls.
The Negative Contral ([CONTROL[-]) contalns regalciled human plasma.
Preservatives: ProClin 950 and sodium agide. The Positive Control
(GONTROL[+]) comtaing inactivated purifisd tanan HBsAg (subtype
adfay) in phosphate buffer with human giz=ma and protein (bovine serum
alburnin} stabilizers, Preservatives: PraCiin 300 and ProClin 950,

The contrals are at the following ranges:

For the ARCHITECT HBsAg Qualltative |l nesay:

s{Co.
Target | Rangi
Control Golor TARGET RAHGE
Natural i = 0.85
Blug* 3.50 175- 5.25

i Dg-re: Acid Blue No. 9
For the ARCHITECT HBsAg Qualltative Il Confirmalory nssEy:

HBsAgQ2 C2 5/C0"
| % Neutrallzation
Ganiral Color Target Hange | | MEUTRALLZATION|
[conTROL[+]  Hlue* a3 \BS - 4,58 = 50%

* Dye: Acid Blue No. 9

** A targst and a range are not definad for HBsfgG2 C1 S/CO.
PRECAUTIONS

iIvD
For In Vitro Diagnoslic Use

A CAUTION: This product sgntaliss blman sourced andfor
patentially infectious components. Aedar 1z Ahe GONTENTS section
of this package insert. No known tesi rmsthas can offar complete
assurance ihat products derived Irzan hiuman sources or inactivated
microorganisms will not transmit hfeitios, Therelore, all human
sourced materials shoulgé be considered polanially infectious. It is
recommandad that these reagants afd human specimens be handled
in accordance wilth the OSHA Standard on Bisodhoine Pathogens’
Biosafety Level 22 or other appropriste hinsslaty practices®* should
be used for materials that conlain o ane suspesied of contaihing
infectious agents.

Negative Gentral contains human phasma that & nonreactive for HBsAg,
HIV-1 Ag or HIV-1 RNA, anti-HIV-1HIN-2, aniHCY and anti-HBs.
Positive Conlrel contains purifled HBsAg (inzctivatsd), The human
plasma used is nonreactive for HBEsAg HIV Ag or HIV-L RNA,
antl-HIV-1 JHIV-2, anti-HCV, and anti-HEs,

[WaraNG) SENSITIZER| Warning: May cawsa an afisgic reaction.

Contalns Sodlum Aida. Canmet with acids liberates
vary loxic gas.
This malterial and its container must be disppsed of In a safe way.

[
en

HBsAg Qualitative If

[REF] 2G22-10
C2G220

G3-4430/R02

Rend I"Hgl'll]glm ﬁlquﬂl'
Reyised March 2013

The following warnings and precautions apply to the Controls:

WARNING: Cantains meihylisothiazolones.

Ha17 May cause an allergic skin reasiion.

Preventlon

P261 Avoid breathing mist / vapours [ spray.

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

P280 Wear protectiva gloves { protective clothing / eye
protection.

Response

P302+P352 IF ON SKIN: Wash with plenty of waler.
P333+P313 N skin irritalion or rash ocours: Get medical
athice [ allantion.
P363 Wash contaminated clothing before reuss.
This material and its container must te disposed of in a safe way

it Shadts ar Ii-bh gt
Egﬁuu’:% 'Brak mm i R AT

STORAGE

ARCHITECT HBsAg Qualitative Il Cantro!s are slable until the expiration
date when stored and handled as directed.

Do not use past expiration date.

ARCHITECT HBsAg Qualilative Il Controls must be stored al 2-8'C In
an upright position and may be used immedialely after removal from
2-8°C storage.

j?[rc
2

QUALITY CONTROL PROCEDURE

Refer 1o the ARCHITECT HBsAg Qualitative Il and ARCHITECT HBsAg
Qualitative Il Contirmatory Peagent package ingerts for information on
prdering contrpls and for the recormmended volume requirements for the
conirols for each assay.

PREPARATION FOR USE

The ARCHITECT HBsAg Qualitative Il Conirols are liquid ready-lo-use.
ARCHITECT HBsAg Qualitative Il Contrels mpst ba mixed by gentle
inversion before use.

After each use, tightly close the caps and return the controls 10
2-8°C storage.
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ARCHITECT

SYSTEM

HBsAg Qualitative i
Calibrators

INTENDED USE

The ARCHITECT HBsAg Gualitatlve Il Calibratcrn are tor the calibration
of the ARCHITECT | System when used for gualimine detectlon and
conflrmation of the presancs of hapalitls 8 surfaze antigen (HBsAg)
hurman serum and plasma using the ARZHITECT #BsAg Qualitative If and
HBsAg Qualitative 1| Confirmatory Rsageal Kilae. Aaler to the ARCHITECT
HBsAg Qualitalive Il and ARCHTECT HEEAD nuhhml we-ll Conlirmalory
Reagent packags inserls and the ARCHITECT Syslem Operations Manual
for additional information-

CONTENTS

2 Boltles (4.0 mL each) of ARCHITECT HBsag Cualimtive I Gallbrators.
Caliprator 1 ([EaL[1]) contalns imsctivstsd pltifime human HBsAg
(subtype ad) in phosphate bufter wilh himan plasma and protein {bavine
serum albumin) stabilizers, Presarvativin| ProClie) 300 and ProClin 950.
Catibrator 2 ([€AL[2]) contains recalcitiad human plasma. Preservatives:
ProClin 250 and sodium azide.

Tha ARCHITECT HBsAg Qualitative Il and HE=4g Ouallistve 1| Contirmatory
assays use Calibrator 1 and Calibrator § I pesess calibration validity
and 10 calculate the assay cutoff. Tha ARGHITENT HBsAg Qualitative 1l
Confirmalery assay usas Calibralor 2 10 arilzulate the % Neutralization.

STANDARDIZATION

The ARCHITECT HBsAg Qualitative Il Calibratar 1 is referenced to the
World Health Organization (WHO) Second Internsbonal Standard for
HBEsAg (sublype adw2, genotype A, NIBSE Sods 00/658)

PRECAUTIONS

+ |IVD
= For In Vitro Diagnostic Use

. & CAUTION: This product cefitains bwman sourced andfor
patentially infectious components. F&ter 1o (ke CONTENTS section
of this package insert. No known id&l meilas can offer complete
assurance that products derived brom humad sources or inactivated
microorganisms will not tramsmit Iftsciien,| Therefore, all human
sourced materials should be sonsidprad peleatially infectious. It is
recommended that these reagents unfl huiian specimens be handled
in accordance with the OSHA Szandard on Bloodbome Pathogens!.
Bigsafety Level 22 or other approptiale bipaialy practices™? should
pe used for materials that contain @ =rs guscecisd of containing
infectious agents.

» Calibratar 1 comaing purified HBsAg (inacrvaizdl The human plasma
used is nonreactive for HBsAg, HIV-1 A5 ar HIVit ANA, anti-HIV-1 fHIV-2,
anti-HCV, and anti-HBs.

= Calibrator 2 contains human plasima that ia nonreactive for HBsAQ,
HIV-1 Ag or HIV- ANA, antl-HIveT (H2, aml-HGY and anli-HBs.

. Warning: May ciusa an aflergic reaction.

= [conTains: AZIDE| Contains Sodium Azide, Cantact with acids liberates
vary toxic gas. |

= This malerial anhd ils comainer musl be dlaposed of in a safe way.

b

© en
? HBsAg Qualitative Il
/ REF | 2GE2-01
$2G220

G3-4431/R02

Read Highllghted Changes

Revised March 2013

s The following warnings and precautions apply to the Calibrators:

WARNING: Contains methylisothlazolongs.

H317 May sause an allergic skin reaction.

Preventlon

P261 Avoid breathing mist / vapours [ spray.

pa72 Contaminaled work clothing shduld not be allowed
out of the workplace.

P280 Waar prolective ploves / protective clothing | eye
profection.

Response

Pap2+P352 IF ON SKIN: Wash with plenty of water.

P333+P313 If skin irritation or rash pccurs: Get medical
advice { attention,

P363 Wash conlaminated clothing before reuse

This material and its container must be disgosid of i a sate way.

« SilelE Oatn Shests are aetiste s W EibaldagasstcLenmy or
cowiaet your leedl rapressilativ,

HTORAGE

o ARCHITECT HBsAg Qualitative 1| Calibralors are stable unmiil the
expiration date when stored and handled as directed.

« Do not use past expiration date.

o AAGHITECT HBsAg Qualitative || Calibrators must be stored at 2-8°C
in an upright position and may be used immediately after removal
from 2-8°C slorage.

B°C
+ Z’C-/?f

|?REPARATION FOR USE

' The ARCHITECT HBsAg Qualitative I Calibralorg are liquid ready-ta-use.

»  ARCHITECT HBsAg Qualilative [| Calibralors must be mixed by gentle
inversion belore use,

' To perform a calibration, test the calibrators jn raplicatlas of 3. Thea
calibrators should ba priority loaded.

+  For information on ordering calibrations and|for the recommended
volume requiraments for the calibrators for each assay, refer to the
ARCHITECT HBsAg Qualitative Il and ARCHITI
Caonfirmatory package inserts.

v After each use, tightly close the caps and return the calibrators lo
2.8°C storage.

QUALITY CONTROL PROCEDURE

A single sample of each conuel level must be testad 1o yvaluale the assay

salibration. For information on ordering controls, refer 1 tha ARCHITECT

System Operations Manual, Section 5.

»  Ensure that assay conlrol values are within the ranges specitied in the
conirol package insart.

T HBsAg Qualitalive I
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Customer Service: Contact your local representative or find country-specific contact information
on www.abbottdiagnostics.com |

{ |l .
Package insert instructions must bg car@{uﬁy followsd. Reliability of assay resulis cannot be guaranteed if there are any
deviations from the instructions in 1HlEpackage insert.

Key to symbols used

List Number CONTROL NO, Control Number
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Lot Number
REAGENT LOT Reagent Lot
E Expiration Date
[REPLACEMENT CAPS| Feplacement Caps
Serial Number
ec SAMPLE CUPS Sample Cups
J/ Store at 2-8°C
2°C
Septum
Cauiion Warning: May cause an
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NAME
ARCHITECT HBsAg Qualitative Il

INTENDED USE

The ARCHITECT HBsAg Gualitalive Il hasay i & chemlluminescent
microparticle immunoassay (CMIA) for| the gualfate datection of
negultis B sortace sniigen (HBsAg) in humian ssmim and plasma [HEliging
nacimany sglaste past rfariern i tisariaating)

The ARCHITECT HBsAg Qualitative Il as=y Is litgndad 1o be used s5.an
the dingnosis ot HBY infection and as a serparing |est pﬂ{vﬁ
k'J*ﬁ'.‘nfé'rl.-ﬁl}ﬂ!ﬂﬁ-w&fﬂhﬂﬂjiarlﬂﬁﬁi'bm et e
asuE 20 frgans.

SUMMARY AND EXPLANATION OF TEST

The causative agent of serum hepatitis i hapallils B virus {HBV) which
is an anvalopad DNA virus, During infection, HEY produces an excess of
hepailtis B surface antigen (HBsAg), also knewn a= Australia antigan, which
can be delacted in the bload of infectad ndldduals, It is responsibla for
binding the virus 1o the liver cell and is tha iargal siruames of nautralizing
antibadies.! HBsAg is the first serologipal maikae after infaction with
HBY appearing one to ten weeks after ﬂn-n-:uru and two to eight weeks
befora the onset of clinical symptoms.?? HBsAg persista during this acute
phase and clears late in the cervalescancs perlod. Failure fo clear HBsAg
within six months indicates a chronic HEsAg carrier state.

HBsAg assays are uSed to identily peratmn |nfeiied with HBY and 1o
prevent transmission of the virus by blagd and tood products as well
as 1o monitor the staius of infected Indivigusts in combinabon with other
hepatitis B serological markars.8 In moss counlries, testing for HBsAg is
part of the antenatal screening program to idantify HBY infected methers
and 1o prevent parinatal HBV infaction by subseglsnt immunization.®

BIOLOGICAL PRINCIPLES OF THE FROCEDURE

The ARCHITECT HBsAg Qualitalive I sisay l=:aione-slep immunoassay
for the qualitative detection af HBsAg in fwnan derum and plasma using
CMIA lechnolagy, with flexible assay protocols rhferted 10 as Chemiflex.
(Nole: Ancillary Wash Buffar is added in i sscend incubalion step, so the
assay file performs a two-step assay protocoll.

In the ARCHITECT HBsAg Qualilative Il Anzay, samigiz, anti-HBs coaled
paramagnetic microparticles and ami-Hin aeridinium-lsbaled conjugale
are combined to creals a reaction miwiurs. HEsAg present in the
sample binds to the anti-HBs coated migropartidlas and to the anti-HBs
acridinium-labeled conjugate. Atter washing, arclinry wash buffer is
added to the reaction mixture. Following mneilier wash cycle, pre-trigger
and trigger solutions are added to the reagtion mixture. The resulting
chamiluminescent reaction is measured ps relalive lignt units (RLUSs). A
direct relationship exists batween the amguit o HEsAg in the sample and
Ihe RLUs detecled by the ARCHITECT f Sysiam gptics:

The presence or absence of HBsAg In Ihe sample is determined by
comparing the chemiluminescent signal il 1 radetion to the cutoit signal
delermined from an active calibration. Il the chpmiuminascen signal in
the specimen is grealar than or equal o tha cidell signal, the sample is
congiderad reactive for HBsAg.

For additional information on system u.hl:l aszay|technology, refer to the
ARCHITECT Syslemn Operations Manual, Suctan|3.

REAGENTS

Reagent Kit, 100 Tests/500 Tests

NGTE: Some kil sizes are naot available in ol cadniriea or for use on all

ARCHITECT i Systems. Plaase contact your laca distributor.

» [WiCROPARTICLES] 1 or 4 bottles (6.6 mil psf 100-test bottle/27.0 mL
per &i0-ias! botlle) anti-HEs moysa . meaekions, IgM, 19G) coated
migroparticles in MES buffer with prntain (baving: serum albumin)
stabilizer. Minimum concentration:| (.0#% solids. Preservatives:
ProClin 300 and ProClin 950.

. 1 ar 4 botlles (5.9 il par 108-tast bottle/26.3 mL per
500-lesl botlle) anti-HBs (mouse, fronoclonal, 1gG) and anti-HBs
{goat, 19G) acridinium-labeled gonjugais in phosphate buffer with
human plasma and protein (boving serur altzuring felal bovine serurn,
goat lgG, mouse IgG) stabillzers. kinkmum cancermtion’ 0.35 pe/mL.
Preservatives: ProClin 300 and ProChn S50, |

. 1 or 4 oofiles (5% mL per 100-test battlef
26.3 mL per 500-test botils) mnzillgry wash putfer containing MES
bulfer. Preservatives: ProClin 300 ang Frollin 950,

Cither Reagents

ARCHITECT 4 Pre-Tringer Solulion

. ;_T_'Enlmnjgl._upﬂ Pre-trigger sclution cpntaining 1.32% {w/v)
pydrogen peroxids

ABCHITECT J Trigger Solulipn

« [TRIDOER SOLUTION]| Trigger solution ¢confalning 0.35 N sodivm
hydroxide.

ARCHITECT | Wash Butfer

. Wash bufler containing phosphaie buttered safine

solution. Preservatives: antimicrobial agents.

WARNINGS AND PRECAUTIONS

1

1« For In Vitro Diagnoslic Use

« Package Insert instructions mugt be carefully foliowed. Reliability of
assay results cannot be guaranteed if thare ara any davialions from
the instructions in lhis package inserl,

Yiafety Precautions

u A CAUTION: This product contains human sourced andfor
patentially intaciisus compormnie Feter fo the REAGENTS section
of this packaga Irserl. No lnown lest methad can offar complste
assurance |hat products derved from human sources or inactivaled
microorganisms will not transmit intagrion. Therefore, al human
sourced materials should be considersd potentially infecticus. IL is
repoimrmandad that fhess magants and human specimens be handled
I aocordahoe wih the OSHA Standard on Bloodborne Pathagens’.
Bigaafty Laval 2% o ctner appropriate biosafety practices®'0 should
ke used lav metsrizls thil comsin or are suspectad of eontaining
infectious agenis.

+ The Conjugate contains human plasma that is nonreactive for HBsAg,
Hiv-1 Ag or HIV-1 ANA, anti-HIV-1/HIV-2 and ami-HGV.

» The following warnings and precautions apply fe thase components:
* Microparticles
» Conjugate
s Ancillary Wash Butier

&

WARNING: Contains methylisathiazolones

H317 May cause an allergic skin rgaction.

Prevention

P261 Avoid breathing misl / vapours [ spray.

P272 Contaminatad work clothing $h0u1d nol be allowed
out ot the workplace.

P280 Wear protective gloves | protective
clothing { eye protection.

Response

P302+P352 IF ON SKIN: Wash with planty of waler.

P333+P313 If skin irritation or rash ocours: Gel medical
advice [ atlention.

P363 wash contaminated clothing bafore reuse

This malerial and its container must be Hspssnd of in a sale way

Sl Bl Sl i bvallabla® st Wik dobolidagasic=con: o

+ For a detailed discussion of safaty precautions during system operation,
refer ta the ARCHITECT System Oparations Manual, Seclion 8.

Handling Precautions

» Do not use reagents kits beyond the expiration dale.

s Do not pool veagents within a kit or belweeh reagent kits.

» Belfore lpading the ARCHITECT HBsAg Qualitalive Il Reaagant Kit on

the system for the first time, the rnicrooarlic(e bottle requires mixing

ta resuspand microparticies that may have gettted during shipmsnt.

For microparticle mixing instructions, refer to the PROCEDURE, Assay

Procedure section of this package insert.




+ Septums MUST be used to provord reagant evaporation and

conlamination and to ensure reageni intogrity. Reliability of assay

results cannot ba guaranteed if septdma are.not used according to

the instructlons in this package Insesl.

To avoid contaminallon, wear clean giowes whin plaging a septum on

an uncapped reagent bottle.

+ When handling conjugate vials, charija glewes that have contacted
human serum or plasma, since imisaucion of human IgG or IgM
will result in a neutralized conjugati,

« Once a septum has been placed &n || reagent boitls, do not
invert the botile as this will resul in reagem leakage and may
compromise assay results.

« Qver time, residual lquids may dry on tho sagium surface. Thase
are typically dried salts and have o sfiect on agsay efficacy.

For a detailed discussion of mndlli]-g procavikans during system

operalion, refer to the ARCHITECT Sysism Operatlions Manual,

Section 7.

Storage Instructions

8%
2'6—/?/- The ARCHITECT HBsAg Guafitalve Il Reagent Kit must be
stored at 2-B'C in an upright position|[and may be used immediately
afler remaval from 2-8°C storage.
When stored and handled as dirgeisf the reagants are stable until
the expiration date.
The ARCHITECT HBsAg Qualitative il Reagant Kit may be stored on
board the ARCHITECT i System for |2 masimum of 30 days. After
30 days, the reagent kit must be dissatded. Fof information on tracking
anboard time, refer 1o the ARGHITEST Systsm Operations Manual,
Section 5.
Reagents may be stored an or off the AROHITECT | System. If reagents
are removed from the system, slore tHaem at 3-8°C (with septums and
replacement caps) in an upright pasion, For reagents stored off the
system, it is recommended Lhat they b stormd :ir-.thair crigingl trays and
boxes o ensure they remain uprighl. I the micruparlicle bottle does
not remaln upright (with a septum [nstallaii} while in refrigerated
storage off the system, the fragen)l kit mjust be discarded. For
Infermation on unloading reagents, r2iar fa Wa ARCHITECT System
Operations Manual, Section 5.

Indications ot Reagent Deterloration
When a control value is out of the spscified range, it may indicate
deterioration of the reagents or epors! i technigus. Associated test
resulis ara invalid and samples must be rpiested, Assxy recalibration may
be necessary. For troubleshooting inlz=matian, tafer to the ARCHITECT
System Operations Manual, Section 10

INSTRUMENT PROCEDURE

The ARCHITECT HBsAg Qualitative Il wasay file (assay number 628)
musl be installed an the ARCHITECT|| Syatam before performing the
gEmay

For datailed infarmation on assay (lla mumllagon and viewing and
editing assay parameters, refer to ths ARGHTTECT System Operations
Manual, Saection 2.

For information on printing assay pardmalers] refer lo the ARCGHITECT
System Operations Manual, Section &.

For a detalled description of sysmtam pricadures, refer to the
ARCHITECT Systern Operations Manual

SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS
Speclmen Types

The specimen collection twbas listrd| balow e veritied for use with

the ARCHITECT HBsAg Qualilative Il ass=y. Qife specimen collection

lubes have nol been tested wilh this pszay. |

s Human serum (including s&ner callscfss in serumn separator
tubes)

* Human plasma collecled in:

* Lithium heparin »  Sodlum heperin

« Dipotassium EDTA = [PD

» Tripotagsium EDTA = OP[DaA

* Sodium citrate = ACD

« Plasma soparator tubes * Patassum oxalate /

(lithium heparin) sodium fluoride plasma

Performance has not bean established for the use of body fluids other
than fumen serur of plazma,

e

it ki -

s s bigen ex ;:d}ur:"l_ "nﬂh uudgi;i:;h_ Bland
imens (apsgeniens cqliecled poslimoaa, nosaar-bbating), 101
I MH«@W&F’WW BLOOD SPECIMENS.

Liquid anticoaguiants may have a dilutlon gtiect resuliing m lower
concentrations for individual patient specimans,

The ARCHITECT ;i System doss not provide the capability to verify
spaclmen type. It is the responsibility of the operatar to verify Lhat
the correct specimen types are used in the ARCHITECT HBsAg
Qualilative Il assay.

$ipecimen Condltions

Do not usa specimans with the following conditions:

+ heat-inactivatad

+ pooled

» grossly hemolyzed

* pbvious micrabial contaminalion

For accurate results, serum and plasma specimens should 9a tres of
fibrin, red blood cells and other particulate mattar. Serum specimens
from patients receiving anticoagulant or thrombuolytic inerapy may
contain {iprin due to incomplete clot formation.

Ensure that complate clot formation in serum specimens has Taken
place prior ta centrifugation. If the specimen is centrijuged before
a complete clot ferms, the presence of fibrin may cause srronaaus
rasulls.

As specimens from heparinized patients may be partially coagulated
and arroneous rasults could ocour dus 13 the presence of tbrin, draw
the specimen prigr to heparin therapy.

Use caution when handling patient specimens to prévent cross
contamination. Use of disposabie pipsties or pipette lps s
recommended.

For optimal results, inspect all specimens lor bybbies, Remave Lubiis:
with an applicator stick bafora analysis. Use a new applicator sl L&)
each specimen to prevent crgss contaminalion.

No qualitative perormance differences were observad between
experimental controls and nanreactive or spiked reactive specimens
tested with elpvated levels of conjugated or unconjugated Eilirubin
{20 mofdl), triglycerides (3000 mg/dL), protein {12 g/dL), or
hemeglebin (500 mgfdL).

reparation for Analysis

Follow 1he tube manufacturer's pracessing instruclions for serum
and plasma collsction tubes. Gravity separalion is not sulficient for
specimen preparalion.

Prepare frozen specimens as follows:

+ Frozen specimens must be completely thawed before mixing.

« Mix thawed specimens tharoughly by inverting 10 times or by
Jow speed vorlexing. Visually inspecl Lhei specimens. i layering
ar strafification is observed, continue rmixing until spacimens
are visibly homogeneous. If samples arg not mixed thoroughly,
inconsistant results may be ohiained.

« Canlrifuga mixed specimens as described| below.

To ehsurs consistency in results, spacimens must ve lransferrec to a

cenlrifuge tube and centrifuged at >10,000 H¢F (Relative Cenlrilugal

Force) for 10 minutes before testing if

» they contain fibrin, red blood cells, or other partigulale matier or

» they were frozen and thawed.

Centrifuged specimans with a lipid layer ¢n the top must be translerred

1o & sample cup or secondary tube, Care must bae laken to transfer

only the claritied specimen without the lipemit matsrial.

Transter clarified specimen 1o a sampla cup or secondary tube for

testing.

Storage

Specimens may be stored cn or off tha clot, rad blood cells, or
separator gel for

« up to 24 hours al room temperature or

* upio 6 days at 2.8°C.

If testing will be delayed more than € days, remove serum or plasma
from the clot, red blood cells, or separator ggl and slore at -20°C or
coldar.

Avoid more than 3 treeze/thaw cycles, I




Shlpping

Bafore shipping specimens, it is mu:ummsnstrﬂ that specimens be
removad from the clot, red blood L.Ellll or sapdratar gel.

When shipping specimans, packags and! label specimens in
compliance with applicable state, [sdeesl wnd iflematonal regulations
covering the transport of clinical spacinjens and infectlous substances.
Specimens may bs shippad pmblant, -8l 3-8 (wet ice), or frozen

{dry ice) Do nol axcead the smrage 1Imn I-mlumm.- listed above.

PROGEDURE
Materials Provided

2(22 ARCHITECT HBEsAg Qualitative Il Reapeni Kit

Materials Required but not Provided

ARCHITECT i Syslem

ARCHITECT HBsAg Qualitative Il Assay T, oy be votained arm

s ARCHITECT / System e-Assay UE:RIM tound an
www.abbottdiagnastics.com

=  ARCHITECT i System Assay TD-RCM

2G22-01 ARGHITECT HBsAg Tualfaib i Calltimtnrs

2G2210 ARCHITECT HBsAg Qunliiafive Il Santrois or other control

matarial

ARGHITECT / [FRE-TRIGGER SOLUTION|

ARCHITECT | [TRIGGER SOLUTION| |

ARCHITECT | [WASH BUFFER

ARGHITECT ¢ [REACTION VESSELS]

ARCHITECT § Mun.:
ARCHITECT ; BEPTUM

ARCHITECT !-EHMIIII‘HI__D!_H |

Fipettes or pipatie tips (optional) to dislvei te specified volumes.

For information on matenals required for rraint=mince procedures, refer to
the ARCHITECT Systam Operations hdanpal, Secilon 9.

Assay Procedure

Befora loading the ARCHITECT HEzAg Cafitaillve Il Asagent Kit on

the system for the first time, the migropaificle botde requires mixing

1o resuspend microparticles that may have hatilnd during shipment.

After the first time the mcrapaitcl=p have baen loaded, no further

mixing 1$ required.

+ Invert the microparticle bottle 34 times.

* Visually inspect the tottle In  @nsure  microparticles  are
resuspended. I microparticles iro stll adhered to lhe bottle,
continue to invert the bottle until the microparficlas have been
completely rasuspanded.

» If the microparticles do not resuspend, 30 NOT USE. Contact
your Abboti representative,

« (Once the microparticles have been rEsuspanided, place a septum
on the bottle. Far Instructions about placing seplums on boules,
refer 10 the Handling Precautlons section ol this package Insert,

Load the ARCHITECT HBsAg Qualitative I Reagent Kit an the

ARCHITECT i System.

* Verlfy thal all necessary reagents are preseni

» Ensure thal septums are preseni on all faagarn’ botles.

Order calibration, Il necessary.

¢ For Informatlon on ordering calibratlans, fefar to the ARCHITECT
System Operatlons Manual, Section 6.

Order \ests.

s For information on orderng patlent saackmsns and conirals and
for general operating procadures, refer to ifia ARCHITECT System
Opsrations Manual, Section 6,

The minimum sample cup volume is colculatad by the system and

is printed on the Orderist report No more thun 10 replicales may

be samplad from the same sample cup. To minimaze the elects of
gvaporation, verlly adequate sample cup volumz Is present before
running the tast.

e Prioifty: 125 pl for the {irst HBsAg Cuziitalive Il test plus 76 uL for
each additional HBsAg Quatitative Il test 'ram the same sample
cup.

¢ < 3 hours on-board. 150 pL for the first HEs2g Qualitalive Il test
plus 75 L for sach additlonal HRsAg Gualitilhe Il test (rom the
sama sample cup.

+ > 3 hours on-board: replace with a fresh sample (patient
specimens, controls and calibrators).

» |l ysing primary or aliguot tubes, use the uample gauge o ensure
sufficient patiant spacimen is present.

Prapare calibraters and controls.

s Mix tha ARCHITECT HBsAg Qualiative Il Calibeators and Controls
by gentle inversion belore use.

» To obtain the recommended volume requirssments for lhe
ARCHITECT HBsAg Qualilative Il Calibentors and Conrols, hold Lhe
bottles vertically and dispense 11 drops b! each calibrator and
6 drops of each control into each respactive sampls cup.

« W commercially available control mterisi s used, follow the
manulacturer's instructions for preparation.

Load samples

e For Information on loading samples, refar 0 the ARCHITEGT
System Operations Manual, Section 5.

Presa RUN.

For additional information on principles of gmeratinn, refer 1o the

ARCHITECT System Operations Manual, Seclion 3,

For optimal performance, It Is Important to parfortt routine maintenance

as describaed In the ARCHITECT System Cneiatons Manual, Section 9.

Periorm maintenance more frequently when required by laboratory

procedures.

[specimen Dllution Procedure
pecimens cannot be diluted for the ARCHITECT HBs#y Qualitative Il assay.

ISallbration

To perform an ARCHITECT HBsAg Cualiative Il calibration, lesl

caliprators 1 and 2 in replicates of 3. The cal&=wior= should be priority

loaded.

A single sample of each control level must &2 1ested lo gvaluale lhe

assay calibration,

+ Ordar controls as described in the Assay Procedure section.

» Ensure that assay control values are within the ranges specilied in
the control package insert.

Once an ARCHITECT HBsAg Qualitative || taltaton is acceptled

and stored, all subsequent samples may b= tested without further

callbration unless:

* A rpagent kit with a new lot number is used,

= {onirols are out of rangs.

For detailed Information on haw to perfarm un assay calibration, refer

to the ARCHITECT Systern Operations Marwal, Segtion &
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QUALITY CONTROL PROGEDURES
The recommended control IBI’.I'-'lH‘.“i'ﬂufl'i; lor the ARCHITECT HBsAg
Qualitative Il assay is that a single sarmjale of #ach control be tlested
once evary 24 hours each day of use. It your feharatory quallly control
procedures require more trequent use of contols lo verlfy test resulis,
follow thosae procedures. Additional cantraly may L tested in conformance
with local, state andjor tedsral regulationg or aooreditalion requirements
and your laberatory's quality control policy.
Control values must be within tha ranges =pacified in the control package
insert. If a control result is out of its spmeifie? ranga. any test results
generated since the last acceptable comml residis must be evaluated
to determine if test rasulls may have been adversely affected. Adversely
affacted lgst results ars invalid and \hisse samgles must be retested. For
troublashaating Infgrmatlon, refer to the ARACHITECT System Operations
Manual, Section 10.
Veritlcatlon of Assay Claims
For protocols to verity package insert chasms rgtar to the ARCHITECT
System Operations Manual, Appendix | 8. The ARCHITECT HEsAg
Qualltative I| assay belongs o msthef proug 6, except functional
sensitivity.
RESULTS
Calculations
» The ARCHITECT i System oalgulatas the result for the ARGHITECT

HBsAg Qualitative 11 assay using the ralhiy ol ihe sample AW to the

cutoff ALU (8/C0) for each speaimst and coniral

= Cutofl ALU = (0.0575 % Calibrator || Wean ALY =

(0.8 x Calibrator 2 Mean RLU)
» 8/CO = Sample RLU/Cutofl RLU

Interpretation of Results
ARCHITECT HEsAg CGualitative Il initial Result

Instrument
Inltlal Result {8/C0) Intarprotation Retest Procedure
<1.00 NCNREACTIVE No rstest required.
= 1.00 REACTIVE Retest in duphcais,

« Initially reactive specimens require relasbng. Boacimans thal contain
particulate matter shoulg be rezenriluged saconding to directions in
ithe SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS
section in this package inseri. I

ARCHITECT HExAg Qualiiative il Rutnsl Resuls

Instrumeant

lierpretation

Both results nonreactive

One or both results

reacliva

* The ARCHITECT HBsAg Qualitative Il Corfirmiat oty augay is recommended.

Specimsn Classiication

Specimen ponstered negalive for HBsAg.
Specimen donsideriéd repeatedly reactive;
gonfirm usisg s naytralizng aasiy,”

+ Conlirm repeatadly reactive specomEns using a neutralizing assay
(¢ g., ARCHITECT HB8sAg Qualitative i Gonitfnatary) before disclosing
HBsAg status lo the patient.

for details on configuring the ARCHITECT 1 System to use gray zone

imerpretations, refer 1o the ARGHITECDT Syatgm Operations Manual,

Section 2. Tha grayzone Interpretationy are. sditatle parameters and

should be ulilized per end user reguirsmEnln

Flags

Some results may contain information in [ive Flaga field. For a description
of the flags that may appear In this figld, ratar tothe ARCHITECT Sysiem
Operations Manual, Section 5.

LIMITATIONS OF THE PROCEDURE

e |If the ARCHITECT HBsAg (uabisfiva Il results are inconsistent with
clinical evidence, additional testing i sug-g.as':tun 10 contirm the resull.

= For diagnostic purposes, results a.nnfs.lld ba Lwed in conjunction with
patient history and other hepalitis markara for diagnosis of acute and
chronic infection

+ Specimens from patients who hava receved preparations of mouse
monoclonal antibodies for giagnosis e thergpy may conlain human
anl-mouse antibodies (HAMA),%M Spacimens containing HAMA
may produce anomalous values whan |2stas wilh assay kits such
as ARCHIVECT HBsAg Qualitative ll|that ariploy mouse monoclonal
antibodies.”?

o

« Heterophilic gmilbogies = humen sarum con foact Wilh reagent
immunoglobuling, ntararing with i Wire imrunoassys = Patiants
routinely exposed to atlinais of to arimal serum Feduesis can be
prong to tris imerfemance and angmalsus resulis may e cbserved.
Additional [nformation may be (Equired for diagnesis

« Refer lo the SPECIMEN COLLECTION ANDI PREPARATION FOR
AMALYSIS section of this package insert for specimen limitations.

S$iPECIFIC PERFORMANGE CHARACTERISTICS

#l pedormance sudiss were Genducted using the ARCHITECT
MOl I2000es Sysems, Additionally, the WithiniLaboratory Precision,
#nalytical Seredivity and Seroconversion studies were conducted using
e ARCHITECT #1000gn.

/ssay results obtained in individual laboratories may vary from data
[ resentad

Precislon

Tne ARCHITECT HEaAg Cualimtive || assay is designed to have an
imprecislon of < 10%: wihin-iaboratary (Tolal) CV for the posltive control
:nd low positive panel and 5 sEmdaed devialion ($D) of = 0.10 $/CO for
11e high negative panal.

\Within-J,aberatery Precision

J\ study was performed basad on guidance from ifig Naboma Commiliee
tor Clinlcal Laboratory Standards (NCCLS) daciufment Ei*5-42.9 Testing
\was conducted using 3 lots of ARCHITECT HEsAp Qualiumrive il reagents,
uelibrators and comirols and 4 instroments. Two cotiiold snd two panels
\eure assayad in'a minimem of 2 replicates at 2 separala |bmas per day
{zr 20, diffesgal days. Each rsegent lot used a gingle calibralien curve
nroughout tha study, The ranges for all instruments and raagsnt lots am
Ourmmarized aoross insruments and reagent lots ih the fallawing tabla.

Wilhin-Laboratory_
Mean Wl;'hlrrnun Precu;l:: {Total)
Range angé 2=
Sample | n | S/CO SD | %CY SD %oV
Negalive | n | 0 15.0.18 |0.012-0.016 | NA [0.014.0030 NA
Santrol
—
‘;j':;:f 958 |3.26-3.45 |0.056 - 0.0B2 [1.7-2.510.072- 0,103 [2.1-3.2
-ﬁgh
Vegalive |955(0.71-0.77|0.021-0.024| NA |0.025.0.083| NA
2ansl
oW
Sosillve |956| 1.17-1.27 |0.026-0.040 |2.1 - 3.4| 0.029 - 0.048 |2.3-4.1
Zanal

NA = Not applicable

Svstem Reproducibility

A S5-gday precision sludy wan parfaimad for the ARCHITECT HBsAg
Qualitative 1l assay based tn guididnce fiem the [Clinical and Lsboratory
Standards Institule {CLSI} sgcument EP15-A2.8 Testing was conducted
at 3 clinical sites using 3 los sach of ARCHITECT HBsAg Qualitative I
yapgertE cEAbEarE ang conirols per sile. Twg cantrass and 2 pETES
\wete nEpaved in replioatas of 4 ot 2 sepamte tmes of day for B day=. Tha
data are summarizad in the following lable.

Within-
Lahoratory
Grand Precision
Mean | Within-Run | Within-Day (Total)
Sumpla n | S/CO [ SD | %CV | SD | %GV | SO | %oV
Flagathe: 360 | 097 (0028 NA [0.031| NA |0031 | NA
Control ] Il
osnive 360 | 3.45 |ooss| 19 |oo7o| 20 |oo073| 21
Control
High Negativei -00 | 577 |ooa7| 48 |00e1| 79 |0.061 | 78
Panel
Low Positive |
i 360 | 128 |008B| 5.1 !o.osa! 5.1 |0.ossl 5.1

NA = raot applicable



Specificity

Blood Dongs Specim

The ARCHITECT HBsAg Qualitative Il &szay is designed lo have a
specificity of > 88.5% on blood donor spezimens.

A study was performed at three external sies on a total of 5401 serum
and plasma speclmens collectad from H-'c:- bleng-gonatim centers. For
1 gpecimen which was lested as initiat and repeal reactive on ARCHITECT
HBsAg Qualitative Il, the presence of HiikAg was confirmed by speciflc
neutralization with anti-HBs. The spacificily zn the remalning 5400 blood
gonors was assessed 10 be 89,91% (B3=5/5400] with an assumed 2ero
prevalence of HBV infaction. The data us gurmmarized In the following
1able.

m | R " [95% Confidence
Category | n ') (%) | Bpecifligity Intervel

EE;:;E: sa0t®| ‘Tﬂm ;n.ﬁ-m ‘.h;:';;:"m 90.78% - 99,97%
EE’E%Z 00| 10155 |n.?1%1=igsg?-?:3;:n} po.68% - 99.98%
Egﬁs aot| o Lt ‘E::ﬁ,‘;m £9.73% - 99.99%

% |R = Initlally Reactive, R = Repeatadly Heariile

b One spacimen confirmed positive. |

Diagngsti i

A study was performed using a total of 1400 mnd@ml-,- salected diagnostic
patisnts, including specimens trom hempitdlized and hamodialysis patiems.
For 16 specimens which were tssted am inilial &nd repeat reactives on

Analytical Sensitivit

The ARCHITECT HBsAg Qualitative 1l assay is degigned to have a mean
z nalytical sensitivity value that is less than or sqqal 1o the lower limit ol
\1e 95% confidence interval around the mean analytical sensitivity of a
cammoraislly sysilable HEsAg asssy. Analytical sansitvily was ovithealad
vEing sarfal diutions of the WHO 2" Inferriliondl HBsAg Standard
{mebiyps adwid, ganctype A NIBSC Code 00/588), The dilitions ramgsd
from 0010 1o 0.5 IWml, Beealcitisd negative hurhan pRasma/Eerun wis
L sad as the dilusnt and represanted the 0 iU/mL sample. The dilutions
\rere tested across 3 reagent lots on 3 instrument types {1 12000sp,
* {2000 and 1 11000ggq). In this study, the lower limitiof the 85% confidence
interval for the commarsislly ayalaple HBsAq assay was 0.021 IUfmL,
“he analytical sensfiwily rezuhs lor ARZHITECT HBsAg Qualitatve |,
valoulated by Inaar regresson, mnged tom 2,617 to 0.022 IUfmL. The
inean analylical asnsithily saagsd from 0019 1 0.020 IU/mL across
instrument types.

inalytical Specificity

"he ARCHITECT HBsAg Qualliative Il assay was evaluated lor potential
ross-reactivity for spacimens trom individuals with medical conditions
uneelated to HBV infaction. A total of 284 specinens from 28 different
;ategories were lested. Two hundred ninaly specimans were nonreactive
and 4 specimens were reacilve by the ARCHITECT HBsAg Qualitative 1
nd aommarglally nsainble HBsAg assays Adl 4 raatlive spegimans were
sonlirrisd posalve 10n HESAD by dhe ARCHITECT HEsAG Quakative Il
entirmatary snd commerzially svaiztle HEsAG canidmatony Esesys The
jatg afe sumemanzed by ol inerpreiaton ity toliowsng tablh

ARCHITECT HBsAg Qualitative Ii, the presence o HBsAg was confirmed Commercially Available
by specific neutralization with anti-HBs. The apatifisity on the remaining HEsAg Assay
1483 diagnostic specimans was ass2ssnd 1o be 59,03% (1482/1483) with _rinnmm:l.tue Aeaclive
an assumed zero prevalence of HBV imfectian, The data are summarized ARCHITECT | ARCHITECT
in the following table. HB=Ag HBsAg
ife ARe {95% Gonfidence Quaditwtive B | Qualitative [I
Calegaty Bl W) | (%) |Specificily®|  Interval Sategury n | nRs | R | NAF| RO
Overall R 7 5H.ERS : Sytomagalovirus {ShY) o | 1o o ole
2 4 . B2 - .00Y =
Dimgrostics | e | (120%) | (L1t | 1482/4ae) 04.82%-10000% = o Ban Virs (EBV) w | w | 8. | 0|0
Hospilalized! 12 1" 80, Hi% ‘Multiple Transfusion Ropiplbfits 10 10 2 0 ]
) O i g 99.44% - 100.00%
Duagnesiics (raom) | (L1ow) | (9ER{pS) ’ " wpais A Vius (HAV) w | w | 6 |6 |0
. . & | 100,005 H Anti-M
Hamadialysis | #00% i 3 A 35,26%- 100.00% uman Ant-Mouse 8 5
(LR | (B0%] | (4nda0s) " Antibodies {14AMA] Positive o) e @ i
4 IR = Initially Reactive, AR = Hapsatadly Rosclive Hepallils C Virus (HCY) 10 10 g o o
£ One aberrant result was observed @ad 'hi speciticity was 99.93% Human Immunodeficiency Virus 18 i o P A

(1481/1482) with this specimen excludad, (HI- " * g

“ Sixteen specimens cenfirmed pasitive] Autgimmune Hegatilis |0 1] ] 0 L]

* Ten specimens confirmed posilive. Human Immunodeficiency Virus ¥

* Six spacimens contirmed positive, [HIV-EY w c 9 ?

Sensltivity Fally Liver Diseass 10 ] g g 0

Tha ARCHITECT HBsAg Qualitative Il asspy |8 desizned to show sensitivity Herpes Simplex Virus (HSWV] E] 12 ¢ D 0

parformance that is greater than or edquul 1o the lower limit of the 85% Hoprlocelulat Carcingma {[+] 0 ] i 0

confidence interval for a commercially| avallatils HBsAg assay on the ; | TG
Hi O

same papulation of HB5Ag positive spac(mens 1,:‘!m1a'-..:11;-1;|1-ymphmmplc Virus i 8 a o 8

For tha 402 HBsAg positive specimans Imm patiedits with unknown disease el 3 > . a1 o

slatus evaluatad in this study, the lewsr limit ol the 95% confidence < P .

inerval far the commercially available HEsAg 3832y was 99.09%. In this N. gonerTied B 2 ) a A

stugy, the sensitivity of the ARCHITECT HEsAg|Qualitative Il assay was £ irmchirndlns i T L N & &

190.00 T gruzi 1 10 10 o g 1]

| Rhaumatoid Factor (RF} i ple] 1] @ 0
Anti-Nuclear Antibodies |ANA] 10 10 i a ]

9 Pragrancy 1* Trimester 15 15 5] L i
BILAN Pragranty 2" Trimaster 15 14 3 o |
Spreimean, Pragnancy 37 Trimester ] 15 2 0] 0
ﬁﬁl'!fﬂﬂ'!_ Multiparns Females 10 10 o I
h.IluJ?:!hM Ighi Monoclonal Bamimuesiny 10 10 0 o | o
m lg@ Monoclonal Gammopathy 1 1d o 0 a
|.'-1i:"@d'\_1'|l-_- T Multiple M‘yElul-T‘IE (1] [ 0 ] 0 -
wiih Shioniet| 5.3 Influenza Vaccine Recipiants 1 w0 [ g
HiEW. infuctich jraans remadialysis Patlarm ] w | o | e fesitu

] Totael | 1RR | 138 10000 | fahti, 100.00) Total pad | @e0)| o A0 b

' HE = Noormive, A = Reactive A i




Seroconverslon Sensitlvity

The ARCHITECT HBsAg Qualitative Il m=zay |& designed to have a
seroconversion sensilivity that is bettsi than or equivalent to the
seroconversion senslivity of a commerclally avallable HBsAg assay. To
delarmine the sefoconversion sansltivity, [0 BV setoconversion panels
obtained from commerclal vendors wers tesiar using the ARCHITECT
HBsAg Qualitativa Il and ARCHITEGT HHaAg Qualitative Il Corfirmatory
assays. Tha resulis ware compared to @ commafclally available HBsAg
assay and representative data from 6 panels gre summarized in the
fallowing table,

The ABCHITEST HBsAp Oualitethve Il sssay Is designed Lo nave tha aisity
}= betier delecl (as mactve) e HEsAG mutast The-123-Aln and 1o koo
Ine egulvaient o battsr atdity @ detect (s reacive) athar HBaAg mutatis
\shian compared to 1he companiior assay, Apanelof § mgombinant HEaAg
(nitant samplas wan obtminsd. Each pangl maEmber was diluied with
racalciiled nagative humpn plasms to an 5/00 o 20 = 0.5 and |ested
ity the ARGCHITECT HEzAp Qualilative Wl aszay and with o compaaio
ussay. The data are summarized in the iollowing table.

Final Interpretation
ARCHITECT HBsAg Cédmmercially Avallable
Qualitative Il HEs g

Repeatadly Raactive Rapaaisdly Anacive
Repeatedly Reaclive

IAutant
13ln-129-His
1Aet-133-L.eu

Repeatedly Reactive

Asp-144-Ala Repeatedly Reactive Nonreaclive

13ly-145-Arg Aopeatedly Reactive Repeatedly Reactive
Thr-123-Ala Repeatedly Reactive Monreactiva

17142L+G145R Repealedly Reactive Repeatedly Reactive
31425+G145R Repeatedly Reaclive Repeatsdly Reactive
122NT Hepeatedly Aeactive Repeatedly Reactive
122RA Repeatedly Reactive Repeatedly Reactive

ARCHITECT HBeAg |Ceammarcially Available

Days singe | Quallfative I s/CO HERAD Anssy 5/C0

Panel ID | 1% bleed | Reactive 2 1.00 B/CO | Reactive = 1,00 50
0 0.3 | 0.39
3 0.74 0.70
6271 7 1.88 1.81
12 14.41 9.48
18 113.88 56.70
0 0.59 0.64
4 1.32 0.91
PHM 925 8 2.48 1.87
14 5.69 4.10
17 6.72 _ 3.46
o 0.50 0.41
3 4.95 2.28
PHM 830 B 43.38 18,73
12 124.68 47.42
15 321.30 112,32
2 0.79 0.69
7 4.01 2.26
PHM 933 8 9.07 4.85
16 45.03 22.30
144 2715.52 823.14
0 o7 | 0.72
3 0.16 0.3
6273 7 .25 0.55
14 1.05 1.02
25 20.99 13.84
30 | 158.83 73.40
0.36 | 0.42
2 0.49 0.60
11002 7 1.58 1.55
9 2.40 2.08
35 1612.66 379.66
39 | 403.92 232.20

HBsAg Mutant Detection

The hepatltis B virus, unlike other DNA viuses, riiplicates through reverse
transcription. The reverse transcription  process lacks prooireading
capability; therefore, HBV is subject 10 a3 mulation rate 10 times higher
than the mutation rate of other DNA vinjses.'” Some of these mutations
may cause changes in the antigenlc #iruatung of HBsAg, ragulting in
epitopes that are no longer recognizerd by anti-HBs. HBsAg mutants
have been reportad in a wide range &f patieft populations, mcludingi
bioed donors, vaceine recipients, renal dinlyais: patients, arthotopic liver
ransplant recipients, infants born lo HBaAg-pesitive mothers and patients
undergoing nuclecside analog treatmertt for HBV.724 HBsAg mulations
may result in a less favorable outcome |n soriz patients'820 and talse
naegalive results in some HBsAg assays.[™

4BV Genotype Detection

I'he ARGHITECT HAsAp Duslitsive || assay = designed 1o delsol A
sonblypes A through Foand H A tudy wan performad fo evslual he
spdlity of the ARCHITECT HEsAy Qualitative | aaspy 10 deiect diffarant
4BV penotypes by festing 3 commarcislly menilante gonotyps pansl
=oriniing genotyoes A through Foand Ho A jotel ‘of 18 pane| mambers
{3 panel members sach of &, B C D and E 2 gane| memberz of F
shd 1 panel member of H) were'togled usihg the ARGHTECT HEsAg
Slualtalive B snd ARCHTEGT HEsAg Cualitaties B Confirmstory sssaye.
All genotypes were reactive by the ARCHITECT HBsAg Quabilative Il
assay and contirmed posltive by the ARCHITECT HBsAg Qualilalive Il
Conlirmatory assay.
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ARCHITECT
Anti-HBs

Package insert instruciions must be carafully fallewad. Reliability of
assay resulls cannot be guaranieed if iher= are any devialions from
the ingtructions in this package insert. |

B NAME
ARCHITECT Anli-HBs

N INTENDED USE

The ARCHITECT Antl-HBs assay Is a Ghamiluminescent Microparticle
Immunoassay {CMIA) for the guantitaiive detgrmmation of antiody
to Hepatitis B surface antigen (2nti-HBs] In hum=n serum and
plasma. [

B SUMMARY AND EXPLANATION OF THE TEST

The ARCHITECT Anti-HBs assay determines tho concentration of
antibody to Hepatitis B surface antgen (ami-is) present in human
serum and plasma.

Anti-HBs assays are often used to manitoe the success of Hepatitis
B vaccination. The presence of anti-HEs has baen shown 10 be
impartant in protection against Hapatitis B vins {(HBV) infaction.!
Numerous studies have demonstrated fihe sfféciiveness of the
Hepatitis B vaccine to stimulate the immuna gysten 1o produce anti-
HBs and to prevent HBV infection.z4

Assays for anti-HBs are also used to monitos e convalescence and
recovery of Hapatitis B infegted individuals, The presence of anti-
HBs after aculg HBV infection and |os= of Hepaiiiis B virus surface
antigen (HBsAg) can be a useful indizator ol diseaza resolution.
Detaclion of anti-HBs in an asymatomatic indhvidlzl may indicate
previpus exposure to HBW.

Based on the World Health Organization rezommendation. an Anti-
HBs concentration = 10 miU/mL is ragarded as being protective
against Hepatitis B viral infection. 8

B BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The ARCHITECT Anti-HBs assay is a two-sl4f immunoassay, using
chemiluminescent micraparticle mmuoassay (CMIA) technology,
for the quantilative determination of apfi-HE:= in human serum and
plasma.

1. Sample and recombinant HBsAg ﬂJHﬂsﬂél cecaled paramagnetic
microparticles are combined. 1hs: Arti-HE= present in the
sampie binds to the rHBsAg coalid misteparticies,

2, Alter washing, acridinium-labeled rHBsAg conjugate is added to
create a reaction mixture.

3. Following another wash cycle, Fra-Triggar and Trigger Solutions
are added to the reaction miuiurs,

4. The resulting chemiluminescent raactisn k5 measured as relative
light units (ALUs). There is a diregt relasansnin between the
amount of anti-HBs in the sample and the ALUs detected by the
ARCHITECT iSystem optics. |
The concentration of anti-HBs in {he spegimen is determined
using a previously generated ARCHITEST Anti-HBs calibration
curve. '

For additional information on system and assiy technology, reler to

the ARCHITECT System Operations Marual, Baction 3.

H REAGENTS

Kit Contents
ARCHITECT Anti-HBs 7C18

[ en

|REF] 7C18-41 O Anti-HBs
|nER] 7C18-42 7C18
G8-0542/R02

B7C1I0

- f‘- "i.;-;" 1!_;_ Hh? 4‘._{‘. - =

OTE: Some kit sizes are not availzble in all cpuntries or for use on
all ARGHITECT iSystems. Please contact your local distributor.

{REF 7¢18-41 7C18-42
o
N/ 100 500
MICROPARTICLES 1% 4.56 mL 1 x16.80 mL
CONJUGATE 1x58mL 1% 26.83mL
SPEG|MEN DILUENT 1%3.01 mL 1x11.89 mL

MICROPARTIGLES | Microparticles coatad with Hepatitis B Surface
Antigen (Subtypes ad and ay) (E. coli Recombinant DNA expressed
in murine cells) in TAIS bufter with protein stabilizers. Minimum
concentration: 0.08% solids, Preservatives: sodium azide and
antimicrobial agents.

@ Hepatitis B Surface Antigen {Subtypes ad and ay) (£.
coli Recombinart DNA expressed in murine cdlls) labeled with
Acridinium in MES butter with protein stabilizers (Bovine and Human
Plasmay). Minimum concentration: 0.13 pg/mL. Preservatives: scdium
azide and antimicrobial agents.

@' ARCHITECT Anti-HBs Speciman Diluent
containing recalgified human plasma. Preservatives: sadium azide
and PreClin 950,

Dther Assay-Specific Reagents

SPECIMEN DILUENT| 1 100 mL ARCHITECT Anti-HBs Specimen
Diluent, 7C18-40, containing recalcified hpman plasma.
Preservatives: sodium azide and ProClin 850.

Jther Reagents

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

ARCHITECT Trigger Solution contatning 0.35 N

sodium hydroxide.

ARCHITECT Wash Bufter contairing phosphate
buliered saline solution. Praservatives: antimictobial agents.

Warnings and Precautions
.

« For In Vitro Diagnoslic Use
Safety Precautions

A CAUTION: This praduct ¢ontains hurpan-saurced and/or

aotentially infectious companents. Refer (0 Ihe| REAGENTS section
of this package insert. No known test method tan olfer complate
assurance thal produats Ssrved lrom human sources or Inactvatac
micraorganisms will nat yensmil infection, Theraltors; all numan-
soufeed matgrials should be coneidered potantiafly infestious. It

= racemimanded that these reagents and human specimens be
nandled In aocardance with the QSHA Standars on Bloodbotne
Smihogers. Biasalaly Lovel 2 or ot sppropriate binesfly prosbar
should be wsed Tor malterisis thal conlain ar are ;ﬁépﬂﬁéq’,r.‘l;
containing infectious agens.™° o

i

.



= The human plasma

ussd in the Curjugald is nonreactiva for

HBsAg, HIV-1 BNA or HIV-T Ag, anli-HIV 1 [HIV-2, anti-HCV,
ami-HBs and anti-HBc.

* The human plasma

used In the Sp=ciman Diluent is nonreactive

for HBsAg, HIV-1 ANA or HIV-1 Ag, mnti-HIy-1/HIV-2, anti-HCV, and

For a detailed discussion of handling precautions during system

cperation, rater 1o the ARCHITECT Systam Operalions Manual,

Saction 7.

Heagent Storage

wWhen stored and handled as direcied, reagentd are stable uniil the

expiration date.

anti-HBs.
[Tha faliowing wamings and pracaufiane apiply fo [MICRGRARTIEER]
[EokJunsTi |

Storage

Tamperature

Maximum  Addilianal Storsge

Stormga Time Instruotions

‘Conting sodium axde.

[ELH032

Contact wih 3cids Eberates very fomc ga.s.

il

Cispose of comtents | containgr n
accordancs with ingal regulstions. |

Thi following warmitgs-and precautions apphy too [sPECiaEs Biuin | |

WARNING Contains maimylisathizzolones and sadim
L azita. L
Hat? IMay cause an allargic skn reacton,
3 | Contast with ackds lioarates very toxic gas.
Preventlan
P | Avbid beaathing misl | vapors | sorsy.
Pavz Camaminated work ciothing should nol be
L allewaiel aut el e workplsce.
{Pasd Waar protodiive gloves | proleciive
chathing { eye protaction.
Ranponsa

Pag2+PaAs2

IF 0N GKIN| Yash win plarty. of waise,

P3E3 P13

I akir Irritation o resh ocoues: Gel
medical addce | atantian

Pas2+PaGL Taks off coptaminagtod clothing and wash
il befme reys=

Disposal . |

PEO1 [Cisposa of Tontents { aantalnar In

!_:,:n-n.rnan-:si with local regulations.

Salely Data Sheets arg avallable al waww, AtDgTcisgnosnos com of
contact your local representative,

For a detailed discussion of safety pracuutois during system
cperation, refer to the ARCHITECT Systam Operanonsg Manual,

Section 8,
Reagenl Handling

= D0 not use reagent kits beyond {he expiration date.

* Do not pod reagents within a kit or between kits.

= Before lpading the reagent kit on :ﬁa sy=tem for the first time, the
microparticle bottle requires mixing jo resuspsnd microparticles
that may have settled during shipment. Far microparticle mixing

instructions, refer to

the PROCEDURE, Assay Procedure section

of this package insert,

s Septums MUST be used to prevant reagent evaporation and
contamination and to ensure reagant Inlegrity. Rellability of
agsay results cannot be guarameed il septums are not used
according to the instructions in this package insert,

*  To avoid contamination, wear clean givves when placing a
septum on an uncapped reagsnt baotlie

«  Orce a septurn

has been plated on an open reagent bottie,

do not invert the bottle as thiz will result In reagent leakage
and may compromise assay fesuit

¢ Over time, residual liquids may dry ofs the seplum surface.
These are typically dried salld and have no effect on assay

eflicasy.

lInopened) 2-8C
Dpened®

LIt May be used Iﬂ'ﬁ'-‘l‘.‘din.‘ll‘]"|'|'

explration  after removal from 2-8°C

date storage.

Stare m uprght poatlian

i3n board  System

temperature

30 days Discard after 30 days.

For information on tracking

onboard time, refer o
the ARCHITECT System

Operations Manual,

Saction 5

‘ Aeagents may be stored on or off the ARCHITECT iSystem, If
reagents are remeved from the system, store them ai 2-8°C (with

septums and replacement caps) in an upright ;fpnsition. For reagents

stored off the system, it is recommended that they be stored in
their original trays and boxes o ensure they remain upright. If the

nicroparticle bottle does not remain upright QWith a septum
Installed) while in refrigerated storage off ihe system, the reagent
kit must be discarded. For information on unlgading reagenis, refer
to the ARCHITECT Systemn Operations Manual, Section 5.

Indications of Reagent Deterioration

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

deterioration of the reagents or errors in technigue. Associated test

resulls are invalid, and samples must be retested. Assay recalibration
may be necessary. For traubleshooting Information, refer to the
ARCHITECT System Operalions Manual, Sectidn 10.

B INSTRUMENT PROCEDURE
‘The ARCHITECT Anti-HBs assay file musl be installed on the
ARCHITECT iSystern prior to performing the assay.
IFor detailed information on assay file installatign and viewing
and editing assay parameters, refer to the ARGHITECT System
Dperatlons Manual, Section 2.

Ior information on printing assay parameters, refer to the
ARCHITECT Systemn Operations Manual, Seclign 5

IFor a delalled description of system procedures, refer 1o the
ARGHITECT System Operations Manual

Alternate Result Units

I=dit assay parameter "Result concentration units* ta select an

alternate unit.
Sonversion formula:

'Conesntration in Dafault result unit) x {Convetsion factor) =

‘Conceniration in Alternate result unit)

Dedault rasull anit

canguinn lactior

aUmL

UL

Algrnate esult unil

B SPECIMEN COLLECTION AND PREPARATION

FOR ANALYSIS

Specimen Types

verified specimen types lo be used with this agsay.

Specimen Types

Colleclion Tubes

Human serum

Sarum
Sarum separalor twhes

Hurnan plasma

Dipmassiurh EDTA
Sodium cilrate

ACD

CPDA-1 i
Lithium kaparn ;

Sodium haparing g
[



Other specimen collection tube Iypes 2ava not been tested with
this assay.

Performance has not been estabkshes 'r the use of cadaveric
spacimens of the use of body flufdz ather than human serum or
plasma.

Liquid anticoagulants may have a dilulcn effect resulting in lower
concantrations for individual patient spadimens,

The instrument does ol provide {ne sapability to verity specimen
type. It Is the responsibillty of the anesatdr to verify that the
correct spacimen types are used |in tha assay.

This assay was deslgned and vaiidatas for use with human
sarum or plasma from individual ﬂmllam and donor specimens.
Pooled specimens must not be uied since the accuracy of their
test results has not been yalldated

Specimen Conditions

Do not use specimens with the following oondiiions:

* heat-inactivated

e grossly hemolyzed

Ensure that complete clot formation = sgrum specimens has
taken place prior to caniriiugation. Same specimens, especlally
those from patients receiving anliéeagulant or thrombolytic
therapy may exhibit increased clofiing time. If the specimen s
centrifuged before a complete cla forms, the presence of fibrin
may cause erronsgus results.

For optimal resuits, serum and plasma specimens should

be free ot fibrin, red blood cells, &r alher particulate matter.
Such speclmens may glve Inconplsient resulls and must be
transferred to a centrlfuge tube and cemtrifuged at a minimum
of 10,000 RCF (Relatlve Centrifugal Fores) for 10 minutes.
Samples conlaining particulate mafler or sad blood cells must be
cenirifuged prior 1o running the assay.

Specimens from heparinized pafianis mey be partially coagulated
and erroneous resulls could aoouf due td the presence of fiorin,
To prevent this phenomenon, drow the apeciman prior to heparin
therapy.

No qualitative perfermance dilisraercas wera ohserved between
experimental controls and the 23 nanreadive or 23 spiked
reaclive specimens tesled with alsvats |Fvels of triglycerides
(s 3000 mg/dL),* billrubin (s 20 mgfdl). ¥ and hemoglobin

(s 500 rmgfdL).”

No gualitative performance diffsrefioes witis observed between
experimental controls and the 30 sonraadive or 30 spiked
reactive spacimens tested with req plocd eells a1 £ 0.4% Vv
No gualitative performance dilleiunces ware observed between
experimemal controls and the 21 Horreactive or 20 spiked
reaclive specimens tested with algyvai=d invsls of protein

(= 12 g/dL).*

* The quantitative performance diffaranzos observed were within
normal assay variability.

To prevent cross contamination, use of disposabla pipettes or
prpette lips Is recommended.

Preparation for Analysis

Follow the tybe manufacturer’s mrde=esaing instructions for
collection tubes. Gravity zsparalion s nol gullicient for specimen
preparalion,

Specimens mus: be separated Itom clots ar red blood cells using
centiifugation as recommended by the lube manufacturer.
Frozen specimens must be mixed THORDUGHLY after thawing
by LOW speed vortexing.

Centrifuged specimens with a lipid kzyer o0 the top must be
transferred 10 a sample cup or sacordary tuba. Care must be
laken to transfer only the clarified Epacimen without the lipemic
malerial.

Inspact all specimens for bubblas. Aamove bubbles with an
applicator stick bafore analysis. Lisz = new applicator stick for
each specimen to prevent cross comtaminatian.

Specimen Storage

Specimon Typo

Storoge Temperature  Maximum Stomage Time

Serum/Plasma

2-8'C < 14 days

Specimens may be stored on or off the ¢lot or red blood calls,

If testing will be delayed more than 14 days, remove serum or plasma
from the clot, serum separator, or red blood cells and store frozen
{-20°C or colder).

No qualitative performance diflerences were observed between
exparimental controls and the 24 nonreactive or 22 spiked reactlive
specimens subjected to 4 freeze-thaw cycles. The quantitative
performance differences observed were within normal assay
variability; howaver, mulliple freeze-thaw cycles should be avoided.

Specimen Shipping

Package and label specimens in compliange with applicable
state, federal, and internatianal regulations covering the transport
of clinical specimens and mfectious subslancses.

Do not exceed the storage limitations listed above.

l PROCEDURE

Materials Provided
7C18 ARCHITECT Anii-HBs Peagent Kit

Materials Required but not Provided

ARCHITECT Anti-HBs Assay file obiained from the ARCHITECT
iBystem e-Assay CD-AOM found on www.abbotidiagnostics,com
7C1B-03 ARCHITECT Anli-HBs Calibralors

7G18-13 AACHITECT Anti-HBs Controls

7C18-40 ARCHITECT Anti-HBSs Specimen Diluent

ARCHITECT Pre-Trigger Solution

ARCHITECT Trigger Solution

ARCHITECT Wash Buffer

ARCHITECT Reaction Vessels

ARCHITECT Sample Cups

ARCHITECT Sepium

ARACHITECT Replacement Gaps

Pipettes or pipette tips {optional) to deliver the volumes specified
on the patient or control crder screen.

IFor information on materials required for rairtenance procedures,
tefer to the ARCHITECT System Operations Manual, Section 8

Assay Procedure

Belore loading the reagent kit on the sysiem [lor the first

time, the microparticle bottle requires mixing 1o resuspend

microparticles that may have settled during| shipment. After the

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

* Invert the microparticle bottle 30 times.

* Visually inspect the bottle to ensure microparticles are
resuspended. If microparticles are still pahered to the hottle,
continue to invert tha betlle until the micraparticles have
been completely resuspendec.

s If the microparticles do not resuspend, DO NOT USE,
Contact your local Abbott representa::ve.

¢ Once the microparticles have been resuspended, place a
septumn on the battle. For instructions about placing septums
on botiles, refer to the Reagent Handling secticn of this
package insert.

Load the reagent kit on the ARGHITECT iSystem.

= Verify that all necessary reagents are present,

¢ Ensure that septums are present on alijreagent bottles,

Order calibsalion, if necessary.

*  For infermation on ordering calibrations; refer to the
ARCHITECT System Operations Manual, Section f—-ro

e



s Chrder tests.
= For infarmation on ordering patient spedimens and

controls and for general opetating pracodures, refer to the
ARCHITECT System Operatior:s Marual, Section 5.

= Minimum sample cup volums is calculatet by the system
and printed on the Orderlist repoet. To miimize the effects of
evaporation, varify adequale sammls cup volums is present prior
1o running the test.

Maximum number of replicates sarmpled {rom the same sample
cup: 10
*  Priorlty:
Sample volume for {Irst test; 125 L
Sample volume for each zdditicnal tast from same sample
cup: 75 pL [ [
¢ <3 hours on board:
Sample volume for first test: 150 L
Sample volume for each =ddifignal 1ast from same sample
cup: 75 pL
+ > 3 hours on board: Additiansl sample volume required.
= I using primary or aliquot fubes, uesthe sample gauge 1o
ansure sufficient patient Epanllrnan s ‘presarl.
* Prepara ARCHITECT Anli-HBs Calioraters and Controls,
* Mix calibrator(s) and controls by gen@e inversion before use.
* Hold bottles vertically and dispanss racommantda:d volumes
into sach respective sample g,
* Recommended volumes: [
for each calibrator: 7 drops
for each control: 5 drops

* |Load samples.

s For information on leading gamples. refer to the ARCHITECT
System Operations Manual, Skclian §.

* Press RUN.

* For additional informatlion on piinciMes of, oparation, reler 1o the
ARCHITECT System Operations Manusl, Sectian 3.

*  For optimal psrormance, it is imparant ta perform routine
maintgnance as described in the ARCHITECT System Operations
Manual, Section 9. Perform maintenance mare frequently when
required by laboratory procecurss.

Specimen Dilution Procedures

Specimens with anti-HBs value exceading 1,000 miU/mL are flagged

with the code "> 1000,00 miU/mL” and may Be diluted using either

the Autamated Dilution Protocol or e Mednual Dilution Procedura.

Automated Dilution Protacol

The system perfarms a 1:25 dilution (1 concentrations up to

25,000 milyfmL) of the specimen and multomatically calculates the

concentration of the specimen before dilulionians reports the rasult,

Manual Dilution Procedure

(for concemtrations up to 100,000 miLifmL)

Suggestsd dilution: 1,100

It is recommended that dilutions not sacasd 1100

1. Add 10 pL of the patient specimen 1o 530 Ll of ARCHITECT
Anti-HBs Specimen Dilent | 7E18:44),

2. The operator must enter the dilutign facta In the Patient or
Control order screen. The system will w2& this dilution factor 1o
autamatically calculate the concentration ot the sample before
diution and report the result. The Eoncentralian reported by the
ARCHITECT iSystam MUST be fraatar thitn 8,00 mitfmL. If the

reported concentration is less ttar 8.00 Ailll/ml, make a smaller

dilution,

Specimens with an anti-HBs velus reportad as greater than
25,000 miU/mL may be dgiluled using aithgr the Automated
Dilution Protocol (1:25 dilution) or (e Masuaf Dilution Procedure.
The Manual Dilution Procedure celailec above can be used for
concentrations up to 100,000 rrIIU..irnI_

Automated Dllution Protocol and the Manual |Dilution Procedure

| for concentrations up to 2,500,000 miU/ml.)

{3uggested dilution: 1:100

It is recommended that dilulions not exceed 1:100.

1. Add 10 plL of the patlent specimen 1o 980 pL of ARCHITECT
Anti-HBs Specimen Diluent (7C18-40)

i, Order the Automated Dilution Protacol (.25 dilution) using the
manually diluted 1:100 sampie.
Tha concentration raported by the ARCHITECT iSystem MUST
be greater than B.0C miU/mL. Multiply the|result {from the
Automated Dilution Protocol) by the manual dilution factor
(e.9. 100) to obtain the final sample concentration. It the
concentration reportad by the ARCHITECT 1System is less than
8.0 miU/mL, make a smaller dilution.

For detailed information on ordering dilutions, refer to the ARGHITECT

Systern Operatlons Manual, Section 5.

sallbration

»  Tesl Galiprators A-F in duplicale. The calibrators should be
pricrity loaded.

A single sample of each control level mustiibe tested to evaluate

the assay calibration. Ensure that assay canirol values are within

the ranges specified in the respective control package insert

«  Galibratlon Range: 0 - 1000 miu/mL.

»  Once an ARCHITECT Anti-HBs callbration is accepied and
stored, all subsequent samples may be tested withsut further
calibration unless:

*  Areagent kit with a new lel number Is ysed.

«  Daily quality control results are outside| of statistically-based
quality conlrot limits, as described in the Quality Control
Procedures section of this package inserl, used to monitor
and control syslem parformance,

» If statistically-based quality conircl limifs are not available
then the calibration should not exceed a 30-day limit for
recalibration frequency.

* The ARCHITECT Anli-HBs assay may dlso need to be
recalibrated afler specifiad service progeduras have besn
performed or maintenance to critical p#rl or subsysiems hal
might influence the performance of the assay.

o For detailed information on how to perform [an assay calibration,
refer 1o the ARCHITECT System Operatiund Manual, Secticn 6.

(Quality Gontrol Procedures

NOTE: It is recommended that the ARCHITECT | Anti-HBs Pasitive

(zantrol 1, Anti-HBs Positive Gontrol 2, and Negative Control e run in

order te verify the calibralion,

o The recommended control requirement for the ARCHITECT
Anti-HBs assay is thal a single sample of gach contral level be
tested:

s Once svery 24 hours each day of use.

* After performing calibration,

s After msirument service procedures or maintenance that
may affect assay performance have bgen performed.

o | the quality control procedures in your labgratary require
more Irequent use of contrals to varify 1es1 results, follow your
laboratory-specific procedures.

Additional controls may be lesled in accorqance with lpcal, stale,
and/or federal regulations or accraditation fequirements and your
laboralory's quality control policy.

Each laboratory should establish control ranges to monitor the
acceplable performance of the assay. If a lfr:ontrol Is out of its
specited range, the associaled sample results are invalid and
the samples must ba retasted, Hecalibraliah may be indicated.



* To establish statistically-based cantral limsts, each laboratory
should establish its own concaniniiion luipif and ranges for new
conirol lots at each clinically ralavant contral level. This can
be accomplished by assaying a minimeum of 20 replicates over
sevaral (3-5) days and using the ruporiad results to establish
the expected average (target} and variakslity about this average
(ranges) for the laboratory. Seurcds of vanation that should be
included in this study In order to b rapresamaiive of Tuture
systemn performance include:
= Multiple siored calibralions
*  Multiple reagent lots
s Multiple calibrator lots
*  Multiple processing modules
* Darta points collected at diffarent timas of the cay

* These rasults should be applied 1 youw labaratosy's quality
conirol practices. In addition, the laboraisry must ensure that the
matrix of the control material is auitable for use in the assay per
the assay package insert.

* Unless specified, target values ang ranges provided with the
commerctal control product inser are guidelinss only and should
not be used for quality control purpesss,

* Refer to Clinical and Labaratory Standards Institute (CLSI)
Documeni ©24-A3.1"

Verification of Assay Claims

For protocols o verify package insert glaims, r&far to the ARCHITECT

Systamn Operations Manual, Appendix B.

The ARCHITECT Anti-HBs assay pelongs 12 mohad group 4.

B RESULTS

Calculation

The ARCHITECT Anti-HBs assay utilizas = £ Rzramater Lagistic
Curve fit data reduction method (4FLE, ¥-weighied] to generate a
calibration curve.

Interpretatlon of Results

Based on the World Health Srganization recommendatian, an Anti-
HBs concentration = 10 milUfmL is rugh.r-:.-nu 25 being protactive
against Hepatitis B viral infaction.5: 8

For additional information about the deasction zapability of the
ARCHITECT Antl-HBs assay: refer 1o tha SPEGIFIC PERFORMANCE
CHARACTERISTICS section, under Limit of Blnnk; Limit of
Detection, and Limit of Quantitation.

Follow your country-specific regulatons and Ignaraiary procedures
for reporling of rasults.

Flags

Some results may contain information |n the Fiags field. For a
description of the flags that may dppear n this field, refer to the
ARGHITECT Sysltem Qperations Manudl, Section 5.

Measuring Interval

Measuring interval is detfined as the rzngs ol Valuas in miUfmL which

mewts the limits of acceptable parformance far both Imprecision and

bias for an undiluted sample. For the werificatian studies described

in this package insert, the range was 2.50 mil)/ml (Limit of

Quantitation - LoQ) to 1000.00 milljmi*

“ Representative data; results in individual labaratoriss may vary
trom these data

# LIMITATIONS OF THE PROCEDURE

# If the Anti-HBs results are Ingensisient with clinical evidence,
addilional testing is suggested to ophlirm Iha result.

* For diagnostic purposes, resulls shouid oe used in gonjunction
with patient history and other Hepatitis makers for diagnosis of
acule, chronic, or recovered Irfectipn.

* Quantitative values obtained using phainative assays (i.e.

MEIA, EIA or RIA) may noi be squivalsrl and cannot be used
interchangeably. A new baseline, uking thd AACHITECT Anti-HBs
assay, should be established when|moniating vaceinees.

o

#l SPECIFIC PERFORMANCE CHARACTERISTICS

In order lo calculate specificity and senstivily specimens with result
/alues of z 10.00 miU/mL wers considared redclive and specimans
with result values of < 10.00 mlU/mL were congiderad nonreactive.

Precision
The precision of ARCHITECT Anti-HBs was determined durng
ilinical studies using three reagent lots. A panegl composad of five
unigue members was tesied in replicates of four with each reagent
lot onca daily for fiva days at three sites. Each: daily run ingluded
tha ARGHITECT Positive Controls each tested in duplicata at the
Ieginning and end of the run. The intra-assay and inter-assay
standard deviation (SD) and percent coetticient of variation (%CV)
wers determined with a variance component amal),'s.is'2 for a random
effacts model™ (Table I*).

TABLE 1: ARCHITECT Antl-H8s Preglslon

Grand Inlra-assay Intef-assay? Tala®

Panel TotalNo.  Mean

Members Replicates (mlU/mL) SD %CV  SD %CV 30 %CY
! 180 4.67 0302 65 0403 8.5 4E13 131
i 180 1460 0434 30 0708 49 1367 94
3 180 7875 3082 39 4130 5.2 7085 B9
4 180 255,04 4752 1.8 7565 30 19484 76
5 180 489.20 14474 30 192258 39 38688 79
12asilive

Zantrol 1 180 1616 06R7 42 0765 47 1388  B6
PPositive

anlrol 2 180 B2.06 1,934 24 2460 0 a4 7.4

‘ Representative data; results in individual laborateries may vary from
these data

# Imer-assay variability contains intra-assay variability.

t Total assay variability comains intra-assay, intpr-assay, inter-lot,
inter-site variability.

Sensitivity

A lotal of 3B9 specimens from 248 HBV vaccing recipients, 41

ingividuals recovered from HBV infection, and 100 individuals at risk

fior HBV infection were tested. Of the 389 specimens, 340 (87.40%)

were repeatedly reaclive and positive by supplgmental testing

(Table II*).

TAELE lI: Reactlvity of the ARCHITECT Anti-HB$ Assay Ih Specimens
from HBV Vaccine Recipients, Individuals who have Recovered from

HBV Infectlon, and Individuals at Increased Risk for HBY Intection

Number of Positive
by Supplemental

Number of Tesling (% of

Numbar of Repeatadly Redctive Repaatadly
lialegory Spacimens Tested (% of total] Reaclive}
HBV Vacgire 48 245 (98.79%) 245 (1]
Hucipisms
Eacovoed HEY 41 39° (95,12%) 39 (100 DO%)
|factior
hervszag Bigh for 100 5B (36.00%} 56 (100 00%)
HEW Ifecson®
TOTAL 389 340 (87.40%) 340 (100.00%,)

* Representative data; rasults in individual laboratories may vary from
these data

4 Two specimens ware reactive for anti-HB¢ and anti-HBe but also
naonreactiva for anti-HBs by RIA.

b Category includad the following: mtravenous dfug users (34),
hemedialysis patients {33), and hemaphilia paﬁbnts (33).

HBV Vaceine Recipient Serial Bleed Panels

Atotal of B0 specimens compnang 15 sarsl Bleed manels fmm HEY
vagcsne reciplonts wore tested, The vaccine was sdmnisteras in
thrag injecharns owar & stx-manth perod. AR specimans Grawn one

mgnih follinwiag e thard and fmal Infecrion waie reaclysdermm=—
ARCHITECT Ami-HBs assay. AL L
R .
ra o
4 !_.
| v



Specificity
Three clinical sites tested a total of 1,716 safum and plasma
specimens from the following categer|es: vahgntaer whole blood
donors, matched serum and plasma gairs, randaim hospital patlents,
medical conditions unrelatsd to HBV kifection and potentiafly
interfering substancas. A total of 258 { 15,08%] of the 1,716
specimens were repeatedly reactlve, prd 254 (98.07%) of the 253
spacimens were positive by supnlemsial lesting (Table 11).

TABLE Il: Reactlvity of the ARCHITECT Anil-FiBs Assay In Speclmens
from Whole Blood Donors, Plasma Sgecimens from Matched Serum/
Plasma Palrs, Hospital Patients, Individuals with Medical Conditions
Unrelated 1o HBY Infection and In Spacimens Conlaining Potentlally

(niertering Substanes

Number of Positive .

by Supplemental
Numhaor of Testing® (%

Number of Aepmatnily Restlive of Repaatadly
Calagnry L Epucimuns Tosled [% e 1atal) Runriive)
Wl Whiil 1006 154 (1B 15 [HE.0E%N)
Blopd Donors
Plasma Spacimens 50 LR 8 (100.00%)
tram Matched
Setum/Plasma Pairs
Hospital Patients A UERRER: (1] 53 (96.92%)
Medical Conditions
Unrelzted to HOY
Intection and
Patenially Interfering
Substancest 160 &2 |20 0lrey) 32 (100.00%)
TOTAL 1716 250 [18.00%) 254 [08.07%)

* Aepresentative data; resulls in indivitugl laboratoriss may vary from
these data

4 Supplemental testing for anti-HBc, HEsAg and anti-HBe was
performed to support the presence of| antl-HHs In an ARCHITECT
Anti-HBs reactive specimen, Dslsction of anfkHES by RIA was

also performed. A specimen was dalinad as anti-HBs= positive if

one or more of the following HBV imathers wite detected: anti-HBs
{detected by the comparator method fr Fla}, ami-HBc, HBsAg, or
anti-HBe.

© Category included the tollowing: ami-CMY positve (10), ami-EBYV
positiva (10), antl-HSV (10, anti-HAY (10, anii-HOV (10}, anti-HIV-1
(10), rubella antibody positive (10}, Iesoplasma antibody positive {10),
E. coli infections (10), yeast Infectlons (10, syphilis positive (10),
antinuclear antibedy positive (10), rheumataid factor (10), multipls
myeloma (10), HBsAg positive (10) anid 2lcahiokic liver disease (10).

Qverall Specificity and Sensitivity

Overall specificity and sensitivity wers estimated trom the results of
2,105 specimens tasted with ARCHITECT Ant-HEE at five clinical
sltes. In order to represent unigue specimans results from the HBY
vaceine reciptent serial bieed panels and thaissrum specimens
from the matched serum/plasma paird were gxcludad from these
calculations. The overall specificity was estimaled to be 99.67%
{1,481/1,486) with a 95% confidenge [ntervaliof 99,22% 1o 99.89%,
The overall sensitivity was estimated to be 7 54' (594/600) with a
95% cenfldence interval of 95.97% to 28,62,

Limit of Blank, Limit of Detection, and Limit of Quantitation
The Limil of Blank (LoB) and Limit of Detectign (LoD) of the
ARCHITECT Anti-HBs assay were determined, pased on guidance
from CLSI Protocol EP17-A21%, using proportions of false positives
{a) less than 5% and false negatives (B} less than 5%. These
detarminations wers performed using 4 blanks| {15 replicales
ench) and A low level anti-His samples |'10 rgplicates each); LoB
b.ﬂ)h.-mllﬂml and LoD = [Ga il
The Limit of Quantiiation [LoQ) of the ARCHITECT Anti-HBs assay
was determined based on guidance from CLSI Pretocal EP17-A2M,
The LoQ Is defined as the lowest amount of apalyte in a sample thal
can be accurately quantitated with & Percent Total Altowable Error of
30%; LoQ = 2.50 mildfmt_*.
* Aepreseniative daia; resulls in individual labgratories may vary from
these data
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