ARCHITECT
SYSTEM

AFP Calibrators

INTENDED USE

The ARCHITEGT AFP Calibraters arg for the collwgtion of the
ARCHITECT ; System when used lor thil guanijtalive deteimination of
zlpha-fatoprotein {AFP) in human seruin, plesms and ambictis flid.
Refer to the ARGHITECT AFP reagent package ing=t and the ARCHITECT
Systern Operations Manual for additional ffermation

CONTENTS

6 Botles (4.0 mL each) of ARCHITECT |AFP Colibreiz A-F
([caL]a] - [caL[F]). Calibrator A montaing bufidr saluilon wilh protein
(boving) stabilizer. Calibrators B-F cantiin puriflad AFP (from human
cord serum) prepared In butfer solution wilth prdinin [hevine) stabilizer.
Presarvatives: ProClin 300 and ProClin B3,

The calibrators are at the following congsntmalian

Canneniration

Calibrotes ___npimil Il
0 o
15 i2.45
45 3735
300 248
1500 e
2000 1660

STANDARDIZATION
The ARCHITECT AFP calibrators are mipnutictired gmwmmerizally and
are relerenced 10 The Waorld Health Crgamization {WHD| Fupt International
Standard 72/225 ior Alpha-fetoprotein k| each gongentration level. The
conversion facter is 0.83 International Linkis par fanopgram of AFP,

PRECAUTIONS
» {IVD
= For In Vitro Diagnostic Use

. & CAUTION: This product camfains human sgwrced andfor
potentially infectious components. Fehar 1o 1% CONTENTS sectlon of
this insert. No known test mathod rap offer éempiels ppoumnes what
producls derived from human scurtem of insetvatad microorganiass
will not transmit infection. Thurratarg, all hymsn sowoed materials
should be considered potentially inlsatioys |1l |s fecommended Lhat
these reagents and human specimang ba headlsd in ageordenca wilh
the OSHA Standard on Bloodborne Futhegany’, Blosataty Level 22 or
other appropriale biosafety r:rm::n:au.j” 4 ghodd be usell for materials
that contain or are suspected of confaining Ipfecilows agents.

* Calibrators B-F contain purified AF2 from hyman corg serum tested
and found to be nonreactive for HIV 1 & 2, HGA and HEW.

+ [wamane: sensmzen| Warning: May causs an allergic raaction.
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+ The fallowing warnings and precautions apply to these companghts
» Calibrators A-F

WARNING: Contains methyliscthiazolones.

Hat7 May causa an allergic skin raaction

Preventlon

P261 Awoid breathing mist | vapours | spray.

p272 Contaminated work clothing should not
ba allowed out of the workplace.

P280 Wear protactive glayas / protaciive

clothing | eye protattion.

Response

pPacz+PA52  IF ON SKIN: Wash with plenty of water.

P333+P313 I skin irritalion or rash ocowrs: Get
madioal agwice | atlEniida,

BFEFIEEE  Takn ofl continiineted dloiting nid wesh
it heforarause,

This material and s conlainer myst be disposed of in

a sale way.

* Safety Data Shaets are available at www abbotidiagnostics.com or
cantacl your local represenlative.

STORAGE

« ARCHITECT AFP Calibrators are stable until the expiralion date when
siored and handled as directed.

« Do not use past expiration date.

« ARACHITECT AFP Calibrators must be storad| at 2-8°C in an upright
position and may be used immediately altbr removal [rom 2-B8°C
storage.

J/ -
a ¢

QUALITY CONTROL PROGEDURES

A single sample ol each control level must be 1esl#d o evaluate the assay

calibration. For information on ordering controls, fefer to the ARCHITECT

System Operalions Manual, Saction 5. |

= Ensurs that assay conirol values are within the} ranges specified in the
cantrol package inserL. :

Once an ARCHITECT AFP calibration is ac lepled and stored, all

subseguent samples may be tested without furthir calibration unless:

= A reagent kif with a pew lol number is used :

» Controls are out of range

PREPARATION FOR USE

» ARCHITECT AFP Calibrators must be mixed by gentie Invarsion
befora use. i

s« To perform a calibralion. st the calibr#ors in duplicate. The
callbrators should be priority loaded.

« To obtain the recommended volume requirements for the calibrators,
hold the bottles vertically and dispense a mirrnTmum of 4 drops of each
calibrator into each respective sample cup. !

= After each use, tightly close the caps and feturn the calibrators 1o
2.8°C storage.

s For informalion on ordering calibralions, rqiar to the ARCHITECT
System QOperalions Manual, Section &.
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ARCHITECT
SYSTEM

AFP Controls

INTENDED USE |

The ARCHITECT AFP Contrals are for iii# asfimatan of test precision
and the delection of sysiematic analyticnl doviatiens of the ARCHITECT
i System whsn used for the quantitative determmaliin of alpha-latoprolsin
(AFP) in human serum, plasma and amigtic flued,

Refer to the ARGHITECT AFP reagent prckage meart and the ARGHITECT
Syslem Oparaticns Manual for additional indormmaiian,

CONTENTS

3 Bottles (8.0 mL aach) of ARCHITECT AFF {anirals. Low {[EONTROLL)),
Madivm ([CORTROLIM]), and High ([COWTROLIH|| ARCHMITECT AFP
Controls contain purified AFP {from human sord sénm) prapared in butter
solubion with protein (bovine) stabllizer. FPrazervalives: ProClin 300 and
ProClin 950,

The controls are at the following concenirhtiong

Targel Coariteal

Cong. Hange Tampl Controt

[rancE] Cong Range
Control [rgdml.a (ng/mi) (Il (L)
|oonTROL]L] 20 13.50 - 2530 188 11,21 - 22.00
[coNTROLIM| 200 %3600 - BESOO0 168 112.05 - 219.95

[conTRAL[A] 1000 560.25 - 1099.75
Each laboratery should establish its twn concenamtion ranges for new
coniral lots at each control level. This oah be nozmmplished by assaying
a minimum of 20 replicates over several [3-3) days. Sources of variation
lhat can be expected should be |neluged In iks study in order to be
representative of fulure system peffarmancs, Thise may include:

»  Muliiple stored calibrations

«  Mulliple reagent lots

«  Muluple ¢alibralor lots

« Multiple processing modules

» Daia points collected at different bitiga of the cay

Thesa resulls should be applied to your fabgraiory's quality control
practices

PRECAUTIONS

= For in Vitro Diagnostic Use

&75.00 -1325.00 830

. A CAUTION: This product cqfteins fuman sourced andfor
potentially infectious components. Fsfal to iha CONTENTS section of
lhis insert. No known test method & olfsi aimpléte assurance thal
praducts derived from human sourcEs of maElivMed microorganisms
will not transmit Infection. Theraioig. n¥ hymar sourced materials
shauld be considered potentlally Infechicus, It Is recommended that
these reagents and human spucitnniiy B nahdied in accordance with
the OSHA Standard on Bloodborne Falhogens’. Biosalety Level 22 ar
olher appropriate biosalely nrm::inuzq“ sheid be used for materials
Ihal contain or are suspected of coainng flactinus agents.

+ Low, Medium, and High Controls contmin purified AFP from hurman
cord serum tesiec and found to be monreadilya for HIV 1 & 2, HCV,
and HBV.

+ [waRmINGI SENSITIZER| Warning: May amuse an allergic reaction

en
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Read Hightighted Changes
“Tevised November 2013

» The following warnings and precautions apply to these components:

= Cantrols

WARNING: Conlains melhylisothiazolones

Hat17 May causs an zllergic skin reaction.

Preventlon

P261 Avoid breathing mist. / vapours / spray,

pa72 Contaminaled work clothing should not
e allowad out of the warkplace.

P280 Waar protective gloves / protective
clothing f eye protegtion.

Response

Pa02+0352 IF ON SKIN: Wash with plenty of water

P333+P313 It skin Irritation or rash occurs: Gel
medical advice | itantiam

PAEZ+EI04 Tak=splf cortihinated olwhing and wasn
|t trisfore muGe;

This malerial and ils container inusl oE

a safe way.

dispased ol n

» Salety Data Sheels are available al www.aljbotidiagnostics.com or
contact your local rapresentative.

STORAGE

« ARMCHITECT AFP Controls are steble unlil the expiration dats when
stored and handled as direcied.

» Do not usa past expiration date

«  ARCHITECT AFP Controls must be stored al 2-8°C in ar uprigh! pasilion
and may be used immedialaly after removal fom 2-8°C storage.

J/u'c
. 2C

QUALITY CONTROL PROCEDURES

Refer to the ARCHITEGT AFP assay reagent packagg insertand ARCHITECT
Syatem Opargiions Manusl for additionsl nfarmsticn.

The ricormmsnted comie regurgmant for the ARCHITECT AFP asaay 8
ihat = single sample ol sach control lavel ba tesind once valy B4 haur
zach day of use Il your lbosmry guelity conrol procecures rraulie e
tregueEnl use ol controls to Yenly tesl rasubis, foflow thosa pocsduras
Additiongl comrele may Go tested m oortormrance Wil lomel, sl
shdlor iedemi regidaticns or aocreditabioh fEquiremeants  knd  your
{aboratory's quality control policy.

The control values must be within the acceplaPle ranges specified in
the control package insert. If a contral is out of |its specified range, the
associated tes resulls are invalid and must be| retested. Recalibration
may be indicaled.

PREPARATION FOR USE

» ARCHITECT AFP Controls must be mixed by gentie inversion
before use.

» To obtain lne recommended volume reguirgments lor the controts,
hold the baottles vertically and dispense 2 mirﬂmwn uf 4 drops of each
contral inlo each respsclive sample cup

»  After each use, tightly close the caps and return the contrals to 2-8°C
storage.

+  Far infermation on ordering controls, refer to the ARCHITECT System
Operalions Manual, Section 5.
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ARCHITECT en

AFP

SYSTEM 3P36
B3P360

G6-2601/R06

Read Highlighted Changes
Revised October 2015

AFP

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

Package insert instructions must hq' naréf;nrﬁf followed. Reliability of assay results cannot be guarantegd if there are any
deviations from the instructions in His-pEckags insart.

Key to symbols used

List Number CONTROL NO. Control Number
:__'J‘a“’;g‘e’ Diagnostic Medical|  [REATTION VESSELS] Reaction Vessels
Lot Number Reagent Lot
E Expiration Date [REPLAGEMENT CAPS| Replacement Caps
Serial Number SAMPLE CUPS Sample Cups

= Warning: May cause an
Septum [WARNING: SENSITIZER| allergic reaction

Contains Sodium Azide.
| Pl . CONTAINS; AZIDE Contacl with acids liberates
. i Store al 2-8°C very toxic gas.
Global Trade ltem Number

Consult instructions o usg

[PRODUCT OF IRELAND | Product of Ireland

INFORMATION FOR USA ONI.Y! Information needed tor United

Manutact :
g States of America only

£

See REAGENTS saciion for a full explanation of symbols used in reagent

companent naming. e
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WARNING: The concentration of alpha-fetoprgiein (AFP) in a given
spacimen, detarmined with assays from diflesest monulaciurers, can vary
dua to difterences in assay methods and [rengent spacificity, The results
reported by Lhe laboratory to the pn',.'u:.n.n' irawist inciude the identity of the
AFP assay used. Values obtained with dilfprent ageay methods cannat be
used inlerchangeably, If, in the course of moadorng a patient, the assay
method used for determining AFP luvels sarally is changed, additional
sequentlal testing should be carrlad out) Priar 1 changing assays, the
laboratary MUST:
1, For Cancer Management - Confirm kazafine yalues for patients being
serially monitorad.
2. For Prenatal Tesling - Esiablish a TEnga ol wep@dind values for the new
assay based on serum of plasma afa smriols fluid from pregnant
women with canfirmed gestatlonal: age.

| caution: United States Federal Law tugitlets nis device lo sale and
distribution by or on the order of a physician, or to a clinical laboratary:
and use is restricted to, by, ot on the wrder af A Ehysiclan,

NAME
AFCHITECT AFP

INTENDED USE

The ARCHITECT AFP assay is a chamilumirscunl mropariols immunoassay

{CMIA) for the quanlitative determination of [alphin-fataarotsin (AFP) n:

1. Human serum or plasma 1o ald in monilarihg diEsase prograssion during
the course of disease and treatment ol palkis with nonseminomatious
testicular cancer,

2. Human serum, plasma and amniolic 1!I||u al 15 to 21 weeks gestalion
to aid in the datection of fetal open figural 1uie defects (NTD). Test
resulls when used in conjunclion with ulirassrogrephy or amniography
are a safa and effective aid in the daetaction af fetal open NTD.

SUMMARY AND EXPLANATION OF TEST

The discovery of alpha-tetoprotein {AFP) im fztal garum was first recorded
by Bargatrand and Czar in 1956, Alpha.fetnzeetaln is a siagle polypeptide
chain glycoprotein with a molecular Wekih of agpeiaimataly 70,000 dallons.
The physicochemical properties and aming zcld gompoedion are similar o
those of albumin.23 Synthesis of AFP oemurs pHmarllyin the liver and yolk
sac of the fetus. 't is secrsted into letal g=rum, reaching a peak at about
13 weeks gestation and gradually declining Huienfter. Elevaled serum AFP
levels subsequently reappear during pragnancy|and in conjunction with
saveral malignant diseases.

Cancer Management

Alpha-fetoprotein (AFP) was first deadribed as a huttan lumor-associaled
protein in 1964 by Tatarinov* Singe |hen, It has been shown that
elavation of serum AFP above values fypizzlly folihid in healthy individuals
occurs in several malignant diseases.”!|rmag!t nptatly nonseminomatous
teslicular cancer and primary hegpatsvsllulzr parevoma. Inthe case
of nonseminomalous issticular cancer, | n @iagf relationship has been
observed betwesn the incidence of aleyatsd AFF levels and the stags
of disease.%'0 Flavated AFP levels rovn alio been observed in patients
diagnosed as having seminoma with nonésminomatous elemenis bul have
not been observed in patients with pure sommema.®!1-*2 Human chorionic
gonadotrapin (hCG) and AFP are also ihgarian prognostic indicators of
survival rale among patients with afvenpad nonserminpmalous germ cell
testicular tumers. 12

The useluwness of AFP measurements ir|the matmgemeni of patients with
nonseminomataus lesticular cancers hgs besn well documentsd.”!!
For patients in clinical remission 1nllawsnf treatmant, AFP levels generally
decrease.’! Paost-operative AFP values | whizti [fall to return to normal
strongly suggest tha presence of teaidunl tumoe B™! Tumar recurrence is
often accempanied by a rige in AFP befotu progieasws diseass is clinically
evident.”9 [

Grealer than 70% of palients with prunary nepstecefuldr carcinoma have
been raported to have elevalad levels 4l siium AFP.56S Elevated AFP
levels have cccasionally been found in| sssociation with gastraintestinal
ract cancers with and withoul liver Miptasiages'® and only rarely in
other malignancies.®® Serum AFP has haed found to De elevated
during pregnancy, in diseases such as|alaxiz telangieclasia, hereditary
tyrosinernia, teratocarcinoma and in barg hepale conditions such as
acute viral hepalitis, chronic active hepatiiz sng cirrhosis.B1317 Elavation
of serum AFP in banign hepalic (fumnied & uauli.'ly transient.’

AFP testing is nol recommended as 4 soreaming procedure to delect
canger in the general population.

Al

Prenatal Testing

Mary siudies have confirmed the utily of AFR m the oarly cletechon
of tetal open neuvral tube cefacls INTE) 5 |0 the UE. NTDL polmarily
anencephaly and spina pilida, occur af the rmiw of Bsiwsan 1 and 2
per 1000 live births and are among the most gaormmoh FAjOr congen il
malfarmations.2’® The incidence of NTD yarlas grppiephicely 20d beross
racial groups.22:26

Anencephaly |s incompatible with life and accounts for one-third 1o one-hall
of all NTD. Dpen spina bifica can vary widely in severity.

Aeports from tha sgiandific Teratwe sugges) addibonal faotes 1o be
ponsities wilen Ssssastyg he sk ol sn NTD Being eessanl @7 One
Is the effect ol maternal weight, Matarral blood vglume, as raflecied by
el waight, hios been repaited to afest fatEmal serum AFP [MSAER
sanzantration In matemal cireolation; the nighar he maternal waight, e
lower the MSAFP cancentration.22-2% Another factor to consider is maternal
diabeles. Insulin dependent diabetic women reportedly nave MSAFP levels
dignilioanily lower on non-dabelic WO an0 B0 inorRRssd NoIEoncs
5 NTOLAE00 e nrmal sanim AFP levalz n the black popalation owarage
awoul 10% fugher (han MSAFE valuen ln the non-black populalicn, An
pjusiiieent factor o was of an aporopsnle notmative: datn Sasn have besn
suggasted i the ltomfure 5

Amniotic fluid AFP (AFAFP) levels peak at aboul 13 weeks gestalion
aller which (Pey rpidly ceeline unid abpul 22 weeks ges@ation and then
gradunlly gecline wil erm, Transtar ol &FF inin metamal clreulation is
acsompiisred prmarly through difiies soross e Eiscema® 1 othe
ftis has zn open neuml tbe dalecl, AFP (k thaughl W lesk direclly
sito the amnletc Nuld [AF) gagsing unexpaclediyl high levels e AFAFR
Simmaquently, the AFAFP jzaches the malernal cirgulation, lhus producing
acnormally mlevatad levala of MSAFP. Cartain {etal abnormalities such
35 songandal mpal @laense and sscphageal zlresia also show AFAFP
slavations ¥ Oteer fstal distress situations such as omphalocele or
gamaseniEia dalpclive xidnags Beentasnd obortien,  pramaiurity snd
somatimes letal damize ™ may exiiblt abhormalty High ledls of MISAR
inorassed MESAFE vakies ae alis s2en ln multiple pregrancec?? and
in normal singleton pregnancies T which the gestalional age has been
underesiimated. Low MSAFP values have been associated with malar
pregnancy, missed abortion, pseudacyesis, overesiimated gestational age
and Down Syndroms,?93?

In a report on over 16,000 pregnancies, the U.K. Collaborative Study has
estzblished multiples of the median (MoM) as the preferrsd way to sxpress
AFP results.’® Tha madian AFP valua for aach geslational week is firsi
detetmined; then individual AFP lavels are reported as multiples of Lhis
value. This method of exprassion facllilates compatisen of AFP test results
across gesiational weeks and betwean laboratcries.

AFR gaing during rognansy i recommpndsd S5 30 ellagtive way to
dmarming thoss worran potentiolly 1 Hek & carrying a f2lue witanted with
at ppan NTD. Usad in oanpesction wiih olhar conlirmaiory procasasy
wuch as Jirasonogrephy ar amnlagaphy mssEUremant of AFE s37vEs as
an importani tool in the care and managemenl af |hese palients,

BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The AHCHITECT AFP assay is a two-slep immunoagsay for the quantitative
measurement of AFP in human serum, plasma and amniotic fiuld using
CMIA technology, with flexible assay protocols, refkrred to as Chemiflex
In the first step, sample and anti-AFP coated paramagnetic microparticles
are combined. AFP present In the sample binds 1o the anl-AFP coaled
microparticles. Aftter washing, ant-AFP acridinium-labeled conjugate 15
added to create a reaclicn mixture in the second step. Following another
wash cycle, pre-trigger and trigger solutions are| added to the reaction
mixture. The resulling ¢hemiluminescenl reaction is measured as relative
light units {RLUs). A direct relationsnip exists betwgan the amaunl of AFP
in lhe sample and the RLUs detectad by the ARCHITECT s System oplics.
For additional information on syslem and assay lechnology refer to the
ARCHITECT Syslem Operations Manual, Section 3.

REAGENTS

Reagent Kt, 100 Tests/500 Tests

NOTE: Some kit sizes are not available in all coynlries or Tor use on all

ARCHITECT / Systems. Please conlact your local distributor.

ARCHITECT AFP Reageni Kil (3P3

+ |MicmoPARTIGLES| 1 or 4 Soflle(s) (66 mLi27.0 mL) Ani-AFP
(mouse, monoclanal) coatled microparticles in MES buffer with pratein
{bovine) stabilizer. Minimum concentration: 0.1% solids. Preservatve:
ProClin 300. —

——
. 1 or 4 Botda(s) 5.9 mLi26.3 miy” AmEAES

-y i

L AiEeEs My
monoclonal) acridinium-labeled sonjugate in MES 4 et R l:-'i'l:l'lraull'lf
{bovine) stabilizer. Minimum concentration: 4

anlimicrabial agents and sodium azide fe= T
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Assay Diluent |

ARCHTEGT § Myl Assay Manual Cilugns (FRAS-501

+ [MULTI-ASSAY MANUAL DILGENT] 1 Ballle |00 mL) ARCHITECT
i Multl-Assay Manual Diluent gonmaining phoEghata bufferad saline
solulion. Preservative: antimicrobial agant

Other Reagents
HIT | Pra-Trigger 1]

+ [PRE-TRIGGER GOLUTION| Pro-trigger $olulies |comisining 1.32% {wiv)
hydrogen peroxide.

ARCHITE! Trigger _Solution

+ [TRIGGER SOLUTION] Trigger solution edfilaining 38 N sedium hydroxide.

ARCH|TECT i Wash Bulfer

. Wash bufler oontaming phnaphits: buffered saline
solution. Presarvalives: antimicrobial agsnte

WARNINGS AND PRECAUTIONS

3

# For In Vitro Dlagnostic Use

» Package Insert instructions must be Earelully lollowed. Rellability ol
assay results cannat be guaranieed if thar= at any deviations from the
instructions 1n this package Insarl.

Salety Precautlons
+ CAUTION: This product requires the _rm.ndllnp ot human specimens.
It is recommended that all numan sgurcad malesiuls be considered
potentially infactious and be hanrdlod! Ih aesbrunca with the OSHA
Standard on Bloodborne Painozens®f, Bicsalely Level 24 or other
appropriate biesalety practizes*= " siould bg used for materials that
conlain or are suspected of conlaimng infecligus agents.
* The following warnings and pral:a..maﬂi: apply 1o this compgonent:
+ Conjugale
Contains sodium azide.
EUHOS2 Contacl with acids Keermtss vory toxic gas.
This material and its container must b disponad of in a safe way.
+ The following warnings ano pracaunais angly to this component:
¢ Microparticles
@ WARNING: Contains mstmyllsothiazolonss
H317 May causs an alistgic skin reaction.
Prevention

P261 Avaid Broathing nisapoursspEy.

pa72 Corlaiminat=s work clothing should not be
allowed oul &t the workplace

P280 Woear priiecilve gloves/proteciive clothing/
sy prolaciion.

Response |

Pan2+P352 IF ON SEIN; Wash with plenty of water.

Pa33+P313 It skin irritgtion or @sh occurs: Get
medical advice/ollEnEon,

P362+P364 Take off canlaminged clothing and wash

il beforg fouss,
This material and its canthinar must be disposed of in a
sale way.

» Safety Data Sheels are available @ www hhtolidagnostcsoam af
contact your local representative.

+ For information on the safe dapsssl o' sodium azide and a delailed
discussion of safety precautions dusing system operation, refer 10 the
ARCHITECT Systemn Operations Mangul, Ssctlon 8.

Handling Precautions

« Do nol use reagent kits beyond the: expirstod date.

« Do not pool reagents within a kit orbetwesn reagent kits.

« Belore loading tha ARCHITECT AFF Reagant Kit on the system for
the first time, the mictoparticle Gutlka regquims mixing to resuspend
microparticles that may have setiled guring shipmeent, For microparticle
mixing instructions, refer to the PROCEDURE, Assay Procedure
section ol 1his package insett.

« Septums MUST be used lo prevent ridgemn evaparation and
conlamination and to ensure reegant intogrity, Reliability of assay
resulis cannot be guaranteed if septums sim not used according to
Lhe Instructlons In thls package g,

« To avuid confamination, wear clghi gluvies when placing a septum
on an uncapped reageni bottle.

s Once a seplum has bean plac2d on ihe reagent botlls, do not
invert the boltle as this will resull n reagant leakage and may
comprorise assay rasults,

o Over time, residual fiquids may dry on the septum surface. These
ara typically dried salls and have no elfect oh assay sificacy.

» For 2 delailed discussion of handling precaptions during sysiem

aperation, reler 1o the ARCHITECT Systern Operations Manual, Secticn 7.

Storage Instructlons

8°c

. rclﬁr The ARCHITECT AFP Reagent Kit myst be stored at 2-8°C
in an upright positlon and may ba used immaediafely after removal from
2-8°C slorage.

= When storad and handled as directed, the reagents are stalila until the
EXpIrElian domm

o Thu BACHITECT &FP Rzsger ki may be stored on board lhe
ARGCHITECT | Syatsm for o maximum of 30 days. Aller 30 days, the
resgen kit Tust be dscarded. For udoymationt on tracking onbopard
Hima, ralar 18 the ARGHITEDT Syutam Dperstons Manual, Section 5.

« Rgagents may be fared onor off e ARCHITECT | System. 1 eagents
arg fomaves from tha syalsm, store inem g1 2-85 Dalh saplums anc
roplgoestiont capa) in an upright popition, For rsagenis stared atl the
system, || (s isgommanded that inay bo gl 0 tir ptigsnal Iraye and
boses fo anoura they mmelin woright, i the microparticie hattle daes
el remain uprght (with a saptum installed) while in religeratod
ptorege ol the systum, (he resgent kil must De discarded. For
inbadimasian an unjoading repgenis. seier to (e ARCHITEDT Sywiam
Operatlons Manual, Section 5.

Indications of Reagent Deterioration

When a contrel value is out of the specilied range, it may indicate

deterioration of the reagents or effors in technigue. \Asscciated st resulls

are Invalid and samples must be relested. Assay recalibratia) may be
neceszary. For troubleshooting information, refer to the ARCHITECT System

Operations Manual, Section 10

INSTRUMENT PROCEDURE

+ The ARCHITECT AFP assay is designed for usa on the ARGHITECT
I Syslem.

» The ARCHITECT AFP assay fila {assay numben 003) must be installed
on the ARCHITECT i Systern before performing the assay.

« For detailad information on assay file inslall%nion and viewing and
editing assay paramelers, refer to the ARCHITECT System Operations
Manual, Section 2.

= For information on printing assay paramalers, refer to the ARCHITECT
System Cperations Manual, Sectiot: 5.

» Fora detailed description ol system procedures, refer 10 the AACRITECT
System Operations Manual.

+ The defaull result unit for the ARCHITECT ARP assay is ng/mL An
alternate resull unit, WmL, may be selected for reportng rasults by
editing assay parameter “Rasult concantration units™ 1o IW/mL. The
conversion lactor used by the syslem is 0.83 as (ollows:
= (Concentralion in ng/mL} x {0.83) = IUjmL

SPECIMEN COLLECTION AND PHEPARATIqN FOR ANALYSIS

Specimen Types

s Ssrum, plasma, or amnlotic fuid specimens |may be used with e
ARCHITECT AFP assay. !

s The specimen collection lubes lisizs baitw WalE warifieg for use for
serum and plasma with the ARCHITELT AFP azzay, Other specimen
collection ubes have not been teszad wilh this| pssay.

« Human serum, plastic (inclugdrg ssrum coliecied in plastic serum
separator tubas).
s Human plasma callected in:

* sodium heparin, plastic . diputasérium EDTA, plastic

« Iithium haparin, plastic * sodium EDTA, glass

« Serum or plasma specimens should be callecied asepically in such a
way as 10 avold hemolysis. f

« For maternal serum or plasma analysis, the [blocd specimen should
be collected prior to tha initiation of amntienlesis. It has been
demonstrated thai increased levels of AFP may occur in maternal
serum or plasma following amniocaniesis.®

# When serial specimens are being evaluated, th¢ same lype ol shessian
should be used 2 = R A Cir



Amniotic fluid should be =tilooied azeptically with appropriate
precautions relative to both fetal and mmternel safety by appropriately
wrained personnel, Visitly blopastdined specimens  should  be
examined for the presence of fetal blagd cella by using the Kleihauer-
Betke technigue andjor fetal hemogichif by elacirophoresis,
immunoslaclrophorasis, or other avaiible 1eghnigues, Amniotic fluid
specimens contaminated with fetal bipad iy exhibit abnormally high
AFP values which may lead to miginterpestation of test results.
Performanca has nol been maablishes forithe use of cadaveric
specimens or body Aulds other than hufman séssm, plasma, or amnigtic
fluid.

The ARGHITECT i System does not pirenide the capability to verify
specimen type. IL is the responsibility 31 tha oporator Lo verily that the
correct specimen types are used in ihg ARCHITECT AFP assay

Specimen Conditlons

De not use specimans with the lallawing eorditins:

» heal-inaclivaled

+ pooled

» grossly hemolyzed

« ghbvious microbial contamination

For accurate resulls, serum and plasmz specimens should be free of
fibrin, red bload cells and other partigulats matier, Serum specimans
from patients receiving artichagulant or thrombolyile therapy may
conlaln fibrin due to Incomplels clot farration,

Use caution when handling pafiani specimens to prevenl GCross
contamination. Use of disposable | pipsite= or pipette tips is
recommended.

For cptimal resulls, inspect all spacinsdra (o buskiss, Remaove bubbles
with an applicator stick before zralysia Use a new applicator stick for
sach spacimen to prevent cross cantamination,

Preparation for Analysls

Follow the iube manulaclurer's proGessing instruclions for serum
and plasma colleclion tubes. Gravily| sdpatation is nat sutficient far
specimen preparatios,

# Prepare frozen spacimens as follows:

+ Frozen specimens must be tomglately thawed betore mixing.

* Mix thawed specimens therslghly by inwarting 10 times ar by low
spead vortexing. Visually mspsct th spacimans. If layering or
stratification is observed, continue fmizing wntll specimens are visibly
homogeneous. It samples are nmt mixad thoroughly, inconsistent
results may be obtained

+ Cenlrifuge mixed specimens as dasoribod belaw.

+ To ensure consistency in results, spazimans mus! be transferred to a
gentrifuge tube and centrifuged at = 0,000 REF (Relative Centrliugal
Foree) for 10 minutes before testing |!

« they contain fibrin, red blood calls; or wihir patticulate matter or

= they were frozen and thawed.

= Cenlriluged specimens with a llpid Lyt on [he top musl be transferred
10 a sample cup or secondary lube. Cars musl be taken (o transfar only
the glarilied specimen without the lipdmie el

« Transfer clarilied spacimen lo a sammla cup or secondary lube for
testing.

Storage

Serum or Plasma

Spacimens may be stored on or off tha clot, tad blood cells, or separator
gel for | |

= up to 3 days at raom temperature o

= upto 7 days at 2-8'C.

If testing will be defayed more than 7 days, femaove serum or plasma
Iram the clot, red blood cells, or sesavaior g8l and store at -20°C or
coldar.

Avoid more than 5 froazefthaw tyelad

Amniotic Fivid

Specimens may be stored for

* upto 2 days al room tamperature of

« wupto5 cays at 2-8'C.

If testing is delayed more than 5 days, gloms al -£0'C or colder.
Avoid mara than 3 freeze/thaw cycles.

G5 AR EiGHl specim=hs I sampEnce wilh apglicabis stale,
st latifstiomal rmgdlasions Scusting ie transpe of slinial
18-ard infanlious pstances

Ba ot evcend e stoeaga telations |

PROCEDURE
Materials Provided

3P36 AACHITECT AFP Reagent Kit

Materials Required but not Provided

ARGHITECT i Sysiem

ARCHITECT AFP Assay file, may be cbtained trom:

« ARCHITECT i System e-Assay CD-ROM found on
www.abbottdiagnostics.com

e ARCHITECT / System Assay CD-ROM

3P36-01 ARCHITECT AFP Calibratars

3P36-10 ARCHITECT AFF Conlrals or ciher conrol material

7D82-50 ARCHITECT 7 Bultl-Azzay Manual Diluent

ARCHITECT j [FAETRIGEER SOLUTION

ARCHITECT i E@ﬁﬂ%ﬂ!—ml

ARGHITECT j |WASH BUFFER

ARCHITECT i [REAGTION YEBSELS|

ARCHITECT i [SAMPLE cuPs|

ARCHITECT i [BEPTUM

ARCHITECT i [REPLAGEMENT CARS

Plpsttes ar pipette lips (oplional) to deliver the speciliad volumas

For information on malerials required lar mainlenance procedures, refer lo
the ARCHITECT Systemn Operations Manual, Section 9.

Assay Procedure

Before loading the ARCHITECT AFP Reagent Kit on the system far

the first ime, the microparticle bottle requires mixing 1o resuspand

microparticles thal may have settled during shipment. Alter the first
time the microparticles have been loaded, no futlher mixing is raquired.

+ [nvert the microparticle bottle 30 times.

+ Visually inspect the botlle 10 ensure micropanicles are resuspendsd.
It microparticles are siill adnered to the boltle, cantinue 1o inver the
bottle until the microparticles have been completely rasuspended.

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

* Once the microparticles have been resuspgnded, place a sepium
on the botlle. For instructions about placilg septums on bottles,
refer ta the Handling Precautlons section c}f this package insertl.

Load the ARCHITECT AFF Reagent Kit on the ARCHITECT | System

s Verity that all necessary reagents are present.

» Ensure that sepiums are present on all reaQent botiles.

Order calibralion, il necessary.

« For information on ordering calibrations, refer lo 1he ARCHITEGT
System Operalions Manual, Section &

Order tests.

+ For informalion on ordering patient speciﬁpsns and cantrels and
for general operating procedures, reler lo the ARCHITECT System
Operations Manual, Section 5. I

The minimum sampla cup volume is caloulatad Gy The sysiam and

is printed on the Orderlist reporl. No mare than 16 eolicalos may

be sampled trom the same sample cuz To minimize e sflects of
evaporation, verify adsquate sample cup Volumz W pressl Baloe
running the test.

» Priority: 75 pl for the lirst AFP test plus 25 pL for sach additional
AFP tesl Irom the same sample cup.

» < 3 hours on-bpard: 150 uL for the firsl AFP‘lest plus 25 pL lor each
additional AFP test from the same sample cup.

« > 3 hours on-board: replace with a frash saqﬁpla (patient specimans,
controls and calibrators)

+ |l using primary or aliguot lubas, use lhe sample gauge 1o ensure
sufficient patient speciman is present.




+ Prepara calibratars and conirols.

« Mix the ARCHITECT AFP GCalirajgrs shd Caontrols by gentle
inversion befare use.

» To obtain the recommended walumn requirements far the
ARCHITECT AFP Calibratars andf Contpels, hold the bottles
vertically and dispense 4 drops of each galibraias or control into
gach rospective sample cup.

= Load samples
« For information on loading samgies irefer (o 1ha ARCHITECT System

Operations Manual, Saction 5. |

* Press RUN,

« For additional information on privaiclea of operation, refer to the
ARCHITECT System Operations Manual, Seciign 3.

# Faor optimal performance, i1 is |mpar5antf1u jpariyem routing maintenance
as descrived in the ARGHITECT System Cpadatlons Manual, Section 9.
Periorm maintanance more l.'aq..mnlli- whan| required by laboratory
procegures.

Specimen Dilution Procedures

« Specimens with an AFP ggnseniratipn graatar than 2000 ngfmL will
be flagged as “> 2000.00 ng/mL” qJ.*dirnay pa diluted using either the
Automated Dilution Protacol or the Mefiual Dacticn Procedure.

Automaed Ddytion Protpcod (gf Senm o Plasid SoeclmErs

« If the Automated Dilution Protocel I cheseh, use the 110 dilution
{or serum o plasma. The =system autoriancaly calculates the
caongentration of tha sample belore Jll:ur-cn and reports the result.

= Dilyticns other lhan the automated 1110 ssrum or plasma dilution
should be dons manually.

Zutomated Oiiutlon Proigoot fie Aminkstic Fluid Sgocimens

NOTE: Amniotic fluid specimens must bp diluted,

v If the Automated Dilution Protocel 8 chusen, amniotic fluid MUST
ONLY USE the 1:40 dilutien, The syszam autpmatically calculates the
concentration of the sample beleore dilution end reporls the result,

+ Diluticns other than the automated 1841 amrletic fluid dilution should
be done manually.

Stanual Pawlon Procedure tor Al Sescmen Tyiss

NOTE: The ARCHITECT i Multi-Assay Mirnual [iuent (7082-50) must be

used when perlorming the manual dililon procesure.

« For a 1:20 dilution, add 50 pl of e patnunl' spacimen 1o 950 pL of
the ARCHITECT ; Mulki-Assay Mameal Dilueni {7DB2-50). For a 1:101
dilution, add 10 pL of the patisnt specimen 101 mL of the ARCHITECT
| Mulli-Assay Manual Diluent { TDB2-50)

+ The operator must enter tne #utien| lastor |n the Patient or Gonrol
order screen. The syslem will use this clullde faclor 10 automallcally
calculate the concentration of the sample betors dilution.

s For gdatailed information on ordering dilutiana refer to the ARCHITECT
System Operations Manual, Sectlon B

Calibratlon

s To perform an ARCHITECT AFP galiraiion, 1e=t calibrators A B CD
E and F in replicates of 2, The galitratzes should be priority loaded.

« Calibralion Range: 0 to 2000 ng/mL.

# A single sample of each control level sl b2 tested to evaluate the
assay calibration,
s+ Order conrols as described in |Hg Assay Procedure section.
» Ensure that assay conlrol values fite within the ranges specified in

the cantrol package insert.

+ Once an ARCHITECT AFP calibration i Bocspted and stored, all
subsequent samples may be tested wilhau luritier calibration unless:
o Areagent kil with a new lol numibmi |8 usgd.
« Controls are out of 1angs.

+ For detailsd information on how to pefierm ai assay calibralion, rofer o
Ihe ARCHITECT Syslem Operations fanl, Saction 8.

QUALITY CONTROL PROCEDURES

The recommended control fequitemanit fer 1a ARCHITECT AFP assay
is that a single sample of each zonlial ba 1esisd once every 24 hours
gach day of use. If your laboratory guality camiral procedures fequire mora
frequen! use of controls to verify test results follow those proceduras.
Addilional contrals may be tested in carformunée with local, state andfor
federal regulations or accreditation raguiratrisats and your laboratery’s
quality control policy. |

Each laboratory should establish cantrol means and ranges to monitor the
acceptable parformance of the assay. Il a conbrol is oul of ils spacified
range, the associated test resulis are ivvalid and samples must be retesled.
Recalikration may be indicated. [

LY

Mtar ihe medias AFP valugs have besn osioblished for minlersl
goiumiplasma and amuole fid, the contial meana shoatd rammn wishin
nrceptabie limils sat by e labaratory, The acoaptablity ol esch cakioration
should o closaly monktored Gy the controls using. guadance lram CLSI
LAZE-AZ Z the Mallenal Academy of Climcal Biockemigmy [NACE),™
andlor ne labomtorias: mietndl aperating procedurss to. Belscl ey shille
which @y mguing assay racalipation o re-gualuation of e mate
serum/plasma and amniotic fluld medlans.

Verlfication of Assay Claims

For protocals to verily package insarl claims, refer 1o tha ARCHITEGT
System Operalions Manual, Appendix B. The ARCHITECT AFP assay
belongs to method group 1.

RESULTS
The ARCHITEGT AFP assay uses a 4 Parameslar Logisic Curve (i}
(4PLG, Y-weighted) data reduction method to generate a calibration curve.

Alternate Result Unit

« The detaull resull unit for ihe ARCHITECT AFP assay is ng/mi. When
the alternate rasult unit, IU/mL, is selecied, the convarsicn factor used
by the system is 0.B3.
« Conversion Formula: {Concentration in ngfmL) x (0.83) = IUfmL.

s 7o convert amnlotic fluid values to pg/mi, divide Ihe rgported AFP
congentration (ngimL) by 1000, as this calculation is nof periormed
automalically.

Flags

Suma resuls may contain micrmasion i the Flags field. For @ dessngiien
af the Mg thal. miy appear in thin Held, ister o e ARCHITECT Systam
Operations Manual, Section 5.

Measuring interval (Reporiable Rangs)

wigasurmo ntErval is gelined anthe range of values in ng/mL which meals
tha limits of acceptable parfgrmance for bath imprecision and bias far an
undliuted sample. For he Studiss desctised in thls package inserl, the
rangs was 2.00 ngfml (Limit of Guantiation - LoQ) ta 2000,00 ngfmL.
When using the 110 automalec dilution prolocol, the assay can reporl
values up to 20,000.00 ng/mL. When using the 140 automatad dilution
prolocol, the assay can report values up to 80,000,00 ng/mL.

LIMITATIONS OF THE PROCEDURE

« If the AFP resulis ara inconsistent with clinical evidence, additional
testing is suggested to conlirm the result.

» For diagnostic purposes, fesulls should bs uged in conjunclion with
athar data; e.g., symptems, results ol other tests, clinical impressions,
etc

« Specimens lram patignts wha hoea teceived prepalgbons al mouse
moneclonal antibodies lor diagnasis ar Shemmpy mey contan human
ant-mouse anfibodins (HAMALYTS Specimens  aonninag HAMA
may produce ansmialous valees when teatad Wb GEsay WAl such as
ARCHTTECT AFF that amgiay mause ranoalonal astihodae

» ‘Hatpendlc antbodiss = foman serum gin o fealh wiho magenl
immunoglublias, Intedariag with in vitro immwneaseayy ™ Fatonts
foulisety exposed Lo animals o o arimal serum piadudiy oon bE profts
10 {ni= ivertsrence and snamalous results miy be obsarved. Additional
information may ba required lor diagnosis.

«  Although the ARCHITEGT AFP assay is specifically designed lo mmimize
the effects of HAMA and heterophilic anlibodie‘ﬁ, assay results Uit are
nol consislant with other cfinical absarvations rmay require addilional
infarmation for diagnosis.

« The ARCHITECT AFP assay is a valuable aid in lhe management ol
nanasmnpmEious eylcular cencar palkdnia wnen gned I gonjuncton
wilhi informdtion available from she clinical swalElon ane othal
Gpnbatic  procodured. INCIEDBES Bafl AFP  gontmniTARGRE: havm
also ‘been sosarved i ostuxla elangectaals | hesditaty tyrosinemia,
primary hppatecallulal carcinome,  |SrElocalcingma, gastroimauimal
Iratt cancers wih and winea (var melastases and 0 benigh bopalic
corditions such =5 seuts viral hepstils, chronic aotivn hapuiliie ans
cirrhosis.

» The ARCHITECT AFP assay should not be used as a cancer screening
test.

« Valid measurements of AFP in maternal
pe made alter amniocentesls; theralore, malmrnal serum or plasma
specimens MUST be drawn PRIOR to amnocsntess Far further
inlormation, refer 1o the SPECIMEN EDLLECTIGWPAH&TLD‘H
FOR ANALYSIS section in this package msu(ke™ < AYEA Cor g™

garum or plasma CANNOT

g Ty




« Amniolic fluid specimens centaminated with fetal blood may exhibil AEE Values in Maternal Szrumt and Amniotic Fluid
abnormally high AFP valuss which iy lead to misinterpratabion of test  [ue lo varialions i papulations a1 diffarant lacations, il izimeshant for each
results, Visibly bioodstained spsaimans should be examined for the  [sbaratmvy bo sstabiish s awn rmedisny 1) each yrastatknal wees for maternal
prasance of fatal blood cells by wsing the Wimihagar-Bethe technique  serum and amrilatic fed, AFP valuas should be sxpressad oq multiples of
andfor fetal hemoglaobin by sisctiophonsis immunosloottepharesiz,  the median (MoM) as shown in the calculation balow.
or other available lechniques. For lainer wrormaten, refer to the A
SPECIMEN COLLECTION AND PREFARATION FOR ANALYSIS seclion  MoM = Spuciamn AT bonarRoA —
in this package Insert. Median AFP Concentration for Gestational Week
« The reliability of MSAFP evaluation i prenatsl testing is dependsnt  £acn Jaboratory should attempt lo gather approximately 100 or mare
upon the accurate determination of pestaional age. An iNaccurate  spacimens for sach gestalional week in ordst to arrlve a1 median valuas®?,
gatimation of gestational age may result in an Inaoeurale sstimation of  jhen wiilize a cutoff value {MoM} which most closgly sults s needs for
risk of NTD. When geslational age is unzasialn, a reliable ultrasound  gogemicily and ssmsiidy.
exalmlnatlun Is imperiant. & otnl of B85 matermal serem and 687 smnlotic fluid specimens from
+ While elevated levels of MSAFP mdizale increazed sk of NTD, they . ofpaiad of fow-tisk singleson pregnancies wefe evaluated with the
are not diagnostls, Increased serum AFP concaniralions have Been  ApPWTTECT AFF asszy, The AFF wles expredsed as the regressed medians
s86n In same cancers and soma nommslignanl diseases as descrioad oy miliplas of the ragressad medians (ko) for gestalional weeks 15 Lo
abave and, thus, may be Indicative ol rmatmenal conditlons. Other 21 are shawn in the follawing 1ables.
conditions including placental mallormitions. apen fetal malformatians
such as omphalocele or gastronchifls (-.w;irnl wall defaects), fetal

Maiernal Serum AFP

kidney abnormalities, threatenad or Irmifrrkenl abartion and fetal demise Multiples of Regressed Medians
ara associaled with elevated louafs pl MSAFR Elevaled MSAFP Regressed {ng/mL)
tevals have also been associated with prematurn deliveries and low | Eestational Medlans * |
birth weights and have been s&en in suliple births. Rarely, singleten, . Week | n (ng/mL}) 2.0 2.5 3.0
viable and unaffected pregnancies may xhibif elevated MSAFF levels, 15 101 3z.17 6435 | BO44 | 9652
Gonfirmatory tesling, such as amnleceiasis fat AFAFP evaluation, high | 16 85 36.86 73.73 92,16 110,59
resolutiol_-l ultrasonography or amniagrisphy & :an essential part of the 7 02| 4224 B4.48 105.60 126.72
AFP testing process. T 103 | 4840 96.79 120.99 145.18
s Refer to lhe SPECIMEN COLLECTION AND PREPARATION FOR : + :
ANALYSIS section of Lhis package sBn lof spoeirmen flimitalions. 19 101 55.45 110.80 136.83 186.25 4
| B i 158.84 190.60
D UALIES - 38 BT T
Data jn the EXPECTED VALUES sscion wete generatsd using tne : ! = : : |
ARCHITEGT i 2000{i 20005 Systams. a Tha regressed median values were determined using a weighted
The disiribution of ARCHITECT AFP yaluss was determined in 400 log-linear regression analysis.
specimens from apparentlly heallhy Indl'dn.f.ul-a_ (200 m.alas and 200 Amniotic Fluid AFP
I'f:-males], in 238 patienls wnh nonmalignan dissdnes and in 224 pe.menls Muttiples of Regressed Medians 1
diagnosed with malignant diseases. The data lwre summarlzed in the
following tables Regressed {ug/ml}
g : iastational Medians &
Distribution of ARCHITECT AFR Values Week n {ug/mi.) 2.0 2.5 3.0
| Disiribution af Values [} 15 104 16.41 32.82 4102 | 49.22
by AFP l?unna-irnlnn Rangs in ng/mk 16 108 1338 | 2676 33.45 40 14
Graoupf 0 | 878 | >15|| =200, *S0C | >1000 7 105 | 1081 2182 27.27 32.72
| categary | n | -8.78 |-15.00 | - 200, | - 500 _-mmr—:nuu »2000( ] B 109 a.89 1779 22,03 26 68
:F;';Lﬂ"”? ol o sl | . . - 19 102 7.25 14.50 18.13 21,75
Sul.'ll:?:ll u| ol M E i | ] | : 1 20 97 | 5.41 1183 | 14.78 1774
- — 23 62 | 4.82 9 64 12.05 14 46

2 These 2 samples had AFP coneantminns ¢ 2516 and 27.81 ng/mL.
The observed nonparametric central 5t of the 400 apparenty healthy
individuals ranged from 0.89 to 8.78 fg/ifiL. it v recommendodd thal aach
laboratory establish its own expected relerenca range for the population
of interest.

2 The regressed madian values were determined yising a weighled
log-linear regression analysis.'®
Note: AFP values were assigned on 1he basis of completed gestational
weeks. For example, a specimen oblained on gestational day 132 {week 16,
day 6) was assignad week 18, becausa the gestatjon had only complgted
Distributlon of ARCHITECT AFP Values 18 gestatlonal weaks, plus & days.
| Distribution of Vales (%) inl i itivi
by AFP Congentratlpn Rangs I ngjmlL

T mpecitlcity and sensitnly sstimates (Bnd sispeizted U5% confidence

| Graup) b ["'5'" =15 | >260 | =500 | 10001 irtervals] of (ha ARCHITECT AFP assay wass fetermined for maternal
Cntagary n |-8.78;- 15.00 - 200 | - 590 |' 1000]« 2000 |=2000|  corym ang amnlolic fdd =l varsses mulliples ol e medan (MoM). As
Naninaligngrl Dissang dalingd hrm, spacdicity is the probabilty that the 1est will be nagative in
Clrrtinsly [ a0 | oao | 20 | oo [od | oo | oo o0 :;rm aha.;eﬂl;lm :.‘anurl N rli un:-,::ﬂul;‘n_lll_lg & tho prakatiily that the test will
Genigwinary | 26/ |100.0] o6 | oo [ o4 | &0 | o0 | 60 . .. [ .
T = —  The specificity lable represents dala gathered on unaffected singlelon
Hapalibs wo | eoE | AT 25 | 0P oa o Ry i i
r . ! 2 i L = | pregnancies from 15 to 21 wesks gestation usqg the ARCHITECY AFP
[ Pancreqits wsze| 71 | oo [of oo | oo | oo assay. The data are summarized in the following table.
M. n L —_—
Malignard (Egeass — I Specificity (95% Confidgnce interval) by
ﬁngl,-uull__u_-,alumﬂ B4 | B84 | 10 | (o S I o Y O T ] _EI‘."_ Specimen: Multiples of the Median {MoM)
| Hnpaloesiular 28 | 680 | 00 ! e | ap |00 | 00 168 Type n 2.0 25 1.0
Pancraatic 3 |653| o0 (o | #p [ 00 [ 29 | 28 ‘I‘\-ﬂ — S o8.24% 99.71%
e e 1 - atern .45% .24% T1%
f2 | BL 14 ! o \ ;!
?::tf:ﬂa":"ma - g7 | W |00 | 00 | 00 | oo (08203 61%, 06.80%)|(36.95%, 99.00%) | (98 94%, £9.06%)
Gamimer | 25 |mwon| 00 [oo | ob | op | oo | o0 | Amniotic | o, 98.65% 99.10% A" TREEEL I, |
Tasticular | | Fluid (86.10%, 99.72%) |(96.78%, 99.G8%] ) grae sn gt |

o

-

# The nonseminoma testicular samplas wers from treated patients. The
disease stalus was unknown for i:e:_imms finrm the olher malignant
diseases,




T‘heI s;ensitivity 1ablle repfese:}:s dAangHgnE'E;[B:F:n coniirr:l-ﬁd grftacte:i. Charnge bn Digsass States
singleton pregnancies using the I assay. The dala are T
summarized in the following table. % Change fn AFP Progression | No Progression ITntul
[ . | > 30.22% Incrasse E (Al 15 (1) 27 (Asl)
Sensilivify (95% Confidence interval) by < 39.22% [norezsE a7 (1} 153.40] WO (G40
Speciman Multiples o fi¢'Regicn (MoM) Total 38 (M) | T8 (BeD) | 207 (ArBeCeDi |
e u 20 PE | b Specificity = O { (B+D) x 100% = B8.95%; 95% CI = 84.35% 10 93.55%
Maternal 95.24% 80.95% 71.43% -
¥ | = v, = 22 B6%:; 95% Cl = 9.38% Lo 40.00%
soum | 2| (76.18%, 90.88%) | (58.08%, 04.85%) | (47.82%, 88.72%) Sensitivty = A [ (A+C) * 100% = 22.86%; 85% Cl = 9.38% to ‘
— Negative Predictive Value =
Amniotic 100.00% 04.74% 04.74% ,
D 100% = .00%:; 95% Cl = 78.24% 0.66%
| Fluid 19 |i82.35%, 100.00%)| (75.2]%, 99.87%) | (73.97%, 89.87%) MCaB 198 = BaRNK) 9% b 1o 30.66%

AFP Serlal Monltoring Performance

In conjunction with physical examination histoleifjy/pathology, and other
clinical evaluation procedures, changes (cbservad in serial AFP assay
values should be evaluated when monilaring noriseminomatous lesticular
cancer.

The refarence change valug (RCV) was used to determine if a significant
change In AFP occurred.®’ For this caleylation, ihe RCV for sach assay
{AACHITECT AFP and the cornparator) was derivéd by taking into accoun!
tha published biological variation for AFP™ and thie {otal imprecision of the

Pasitive Predicliva Valua =
A} (A+B) x 100% = 29.63%; 95% Cl = 12.00% to 52.17%

|n addition, samples were analyzed ¢n a per subject basis. Efficacy 1s
demonstratad when the sum of sensitivity and spedilicity are greatar than
ona. In this study, the RCV eficacy for monitaring, testicular cancer was
determined to be 1.12 with a 95% Ci of 0.98 to 1.25.

The change in AFP congentration resulls available on both the ARCHITECT
AFP assay and the comparalor AFP assay were analyzed lor agregmant
using their respactive ACV.

specliic assay. The RCV for the ARCHITECT AFF method was calculated | — Compastar AFP |
to e 39.22% and that of the comparatel| ta be 39.98%. A minimum of 3 = 3.80% < 30.98% |
sorial samples were obtained from each ¢l 72 sulijects and wara analyzed ARCHITECT AFF Increasa Inoraasn Tnl_a_il
tc determine the change In AFP cancentration pei sequential pair (n=207). | > 29.22% Increass 18 {A) 2 {B) 27 (ArH)
The dala are summarized in the 1ollowin.gltables. = 20.0%% Incrasss 2 10 166.10] Vv (c-0l
I Chanjje in Digease Status [ Total 30 (A TTE (B+0] | 205 (A+ErCe0)
A s | | neD P | Total -
% Change in AFP n(%) | n(% | n(% | ni% | n(% ?:f;“f'\(irf ;Tgﬂa) x 100% = B9,76%; B5% Gl = 84.77% 10 93.55%
7 3 4 8 27 Posilive Agreement =
:FICV Increase {3.38) (1.45] (4.35) {3.86) | (13.04) Al (A+C) » 100% = 60.00%; 4% Cl = 40 60% to 77.34%
20 36 70 18 146 Megative Agreement =
No Significant Ghanga | (9.66) | (1B.38! | {(3382) | (B.70) | (70.53) D/ (B+D) * 100% = 24.86%; 94% Cl = 90.46% o 97.62%
8 12| 8 9 a4
> ACV Decrease (3.86) | (5.800 | (2.42) | {4.35) | (16.43)
35 53 ] 35 207
Total (16.91) | (25.68) | (40.58) | (16.91) | (100.00) |

A = Responding; § = Siable; NED = No Evidence of Disease,
P = Pragressing.

SPECIFIC PERFORMANCE CHARAGTERISTICS

A performance studies were conducted lsing th= ARCHITECT i 2000/i 20005 Systems. Assay results obtaned in individual labpratories may vary from

data prasented.

Preclsion
The ARCHITECT AFP assay is designed |a have En imprecision of s 7.5%

within-laboratory (Total) %CV lor samples between 10 and 2000 ngfmL and an

SD of = 0.75 tor samples less than 10 ngimL dowr 1o the LoQ (ie. 2.0 ng/mL).

m ibili

A 5.day precision study was performed far the ARCHITECT AFP assay based on guidance from the National Cemmittee for Clinical Labaratory Standards
(NCCLS) document EP5-A253 and the Glinical asi Laboratory Standards Instilute (GLSI) document EP15-A2,5 Tesling was condlucled at 3 clinical siles
using 3 lots each of ARCHITECT AFP fleapsma, Calibratars and Contrals and 1 ARCHITECT 4 200C/r 2000gR instrument per site, Three controls and

5 human serum panzls were assayed in repiicaiss of 4 at 2 separate times ©f day

tor 5 days. The results are summarized in the fcllowing table.

: | Precision with Precision with Precision with
Within- Additional Additional Additional
Grand | Laboratory Componenl of Component of : | Components of Site
Mean Wihin-Fun Wihhin-Day |Precision (Total}* | Between-Slie Between-Lot , | and Lot (Overall)® |
Sample | n |(ngmi) [ sb | %ev | so_[wov| sb [ wev | 8D | WCV | SD | WCV {70 | uev |
Low Comrol | 360 | 1946 | 0b85| 95 | 0747 | 38 | 0747 | 3.8 0757 | 4.1 0813 | 42 0830 | 43
Medium Control | 350 | 203.65 7602 | 37 7.087 | 3.8 7.987 3.8 13.984 | 68 17.283 | B85 17.293 B.5
High Control 360 973,10 | 45461 | 47 | 46.393 | 48 46450 4.8 §3.0866 65 65.166 6.7 65.891 6.8
Panel 1 360 2.95 o/i1a| 18 0.127 I 4.3 0.128 4.4 0.239 8.1 0.278 94 0278 94 |
I_?anel 2 360 9.47 OE';EE &7 0.359 | 2.8 0.377 40 0.506 9.3 0.486 5.1 0.527 5.6
Panel 3 360 58126 | 25303 | 4.3 [25.620 [ 4.3 | 26.503 4.5 42,717 7.2 50.677 846 50.677 86
Panel 4 360 | 1511.80 70406 | 4.7 | 75.992 | 5.0 | 81.050 5.4 90.629 60 90.629 6.0 80 629 i 80
Panel 5 380 | 1743.35 70509 | 48 B6.121 | 4.9 | B9.956 5.2 | 100632 58 | 100.832 58 100.832 | 5.8 !

2 Within-Laboratary (Total) variability contains within-run, within-day and between-day variance componenls. : ! ;
b Overall variability conlains within-run, withia-tiay, between-day, between-lot, between-site and lol-site imeraction variance cypﬁ@é‘ulm = 4
Within-Laboratery Pracision il

A study was perfermed based on guidarica |14 the NCCLS document EP5-A2.5% Tasting was conducted using 3 lots of &H

5o

Calibrators. 1 lot of ARCHITECT AFP Centreds afid 4 instrumaents. Three cantrols and 5 human serum panels werg assayad E Fﬁlmmﬂ. .l‘-!.ra‘ﬂbc:
at 2 separate times per day for 20 differpnt days. Each reagent lot used a single calibration curve throughout the study. ™ ,g'a:a:p -:-ul1'ﬂ.ir|.i-at|.m..
{ollowing takle it i ._.le
I='- -/ 'I.
s

RS
i




| within WHO Recovery
The ARGHITECT AFP assay is designad 1o have a recovery rangs of

Laboratory
Precislon 100 + 10% when analyzing samples spiked with knawn amounis ol AFP
Rea- || within-Run | (Total)® using the WHO 1¢ International Standard 72/225.
Instru- | gent Mean| T & study was performed with 16 low-level AFP serurn specimens and
ment | Lot _| Sample n_|(ng/mt)| SO |%CV S0 |%CV¥| 44 amniotic fluid specimens. The serum specimens were spiked with
Low Control | 120 | 1981 | 0317] 16| 0.327| 16 |  the WHO 1% Internalional Standard 72/226 1o creatd test samples across
Madium the mdauuring intarval of the assay. The amniolic fud ERecmans wars
T | Contral 120 | 19910 [ 31B5| 16 | 3263 | 16|y yan using the ARCHITECT i Multi-Assay Manual Diluend arid sgiked
High Contral | 120 | 950.58| 16.411| 17 | 17200 1.8 with the WHS 1% |niamational Standard 72/225 fa otesie s samplss
,. with AFP compentations within the range of 312.5 to 1260 agimL.® The
l Low Control | 120 | 2008 Oawe| 17 0348] 17| 00 0 e sins uaing the mmn?E R dtealinyiclgh il
2000z 2 el 120 | 195.26| 2725 14 | 3.043| 16 and the osulbng percant recavary was colculsted. For serum gpscimans
4D Sontl - {he mean percanl ecousry was 103,1% (range 3559 o 100.8%). For
High Controk | 120 | 828.608 16.3.40 18 | 17628 | 1.9 ammeolic ke specimens, (Ha MESN percent recovery wan 101Z% (Enge
Low Conirol | 120 | 20.23| 0.548| 12 | 0.286| 14 | 95.1% ta 107.3%).
Medium | | * A 1:40 dilulion of specimens in the range of 12.5 to 50 pg/mi. equates lo
3 Control 120 | 198457 2.M2 14 | 3.058] 15 a range of 3125 ta 1250 ng{mL within the measuring interval af the assay
High Control | 120 | 955.66 ] 17488} 1.8 | 17389 1.8 | Linearity
Panal 1 12¢ adi| o023 | oge2| 27 The ARCHITECT AFP assay ie desgnas (0 nave a devatian from [masrity
Panel 2 120 9.54| ©.187 |20 [ 0.201] 24 within = 1 mafmi for samples less fhan 10 ngfml and wilkin = 10% for
1 |Panel 3 120 | 577eH| 13.907 | 2.3 | 13.977] 2.4 samples betwaan 10 ng/mL and 2000 ng/mL
A siudy was pardmmed based on guidance from ihe NOCLS docurhent
Panel 4 120 | 1514.74 41.435: 27 [47765| 82| i :_‘*;”nm*; iy Fﬂrm&u o o M il
| |Pandl5 120 | 17763.53| 43,355 2.6 | 51115] 28 | |, 2ngn ngiml) was cambired in specitic mtes wif 3 low AFE sangh
Parel 1 120 3.0, omen| 1.9 | 00685 21 [« 20 ngimLy The 3 dilutien sariea. including the foelavl ehd Tig-bardod
i Panel 2 120 957 | O.188| 19 [ 0.202| 21 wamples, waie 12sied using the ARCHITECT AFF azsay The AFCHITEST
20004s| 2 [Panel 3 120 | 564.10] 13.445 | 2.4 |14.358 | 2.5 | AFP mssay demenstrted lmeasly thom 081 ngiml. to 24HTTE righnl.
(@) Panel 4 120 | 14B9.83 | 43367 | 2.9 |44.077) 30 Sensltivity
| |Panel 5 120 | 1729.13 | 50.097 | 2.9 |54.344 | 3.1 |  Limit 2! Deteglsn snd Limd af Quantiatian
" Panet 1 120 a.je| o.681| 19| oos8| 22 The AACHITEDT AFF pusay iz despred o have a Limit of Delection (LoD}
Panal 2 120 a73| 0.480] 2.0 | 0.197| 20 c,L; 10 :;u,r:]L aml:lh:: Lirit pf Duanbl.a:mr;]ul:lﬁ} of s :’.I':- ngfime Tre
— 4 Lo |k Aslined 33 the lowsst amount of snalye in a sampls that can ba
3 |Panei 3 120 | 5558.72 120551 2.2 | 12053 | 2.2 | scauratshy quinidated with o total analytical vfm o = BLh il
Panel 4 120 1490.!4‘.14 43_.BE'-" 2.9 |45.619 | 3.1 Brssd on guidanzs from the NCCLS dogument ERTRAD a study wes
Panel 5 120 [ 1743.06| 53.149 | 30 [55.158 | 3.2 paronmad with 4 gere-leval sampios (Cafibrator A1 and B low-leval AFP

Low Control | 120 1953 0.403 | 21| 0.419] 21 samples {2 semples ot oach of & umigue fargel Goncanration levils of
Medium ! appreimataly 0,50, .00, 150 and L.0U ngfml), These samplas ey
1 120 | 19235 | 3.M06| 20| 4961 22 |  gpased in 5 neparads runs s @ minimum of 3 deye weing 3 feagant loe

Control
“High Gomrol | 120 | 925,44 | 20/98 | 2.2 | 22571 | 2.4 | 1% & namumerts The ctervad LoD was 0.064 ngjml and the obased
- : : - LoQ was 0.5 ng/mL.

Low Control | 120 | 1960 0860 2.3| D476 [ 2.4

: - Limit of Blank
! ?3;}0 2 g::r':r 120 | 192.92| 4090| 21| 4233| 22| Inthe same study, the Limit of Blank (L.oB) was determined (o be 0.0 ng/mi..
High Control | 120 | 917.08 | 25481 | 2.8 26696 | 2.9 ::"‘e"‘?’:““ -
Low Control | 120 | 19.46| 0@z | 2.1 0438] 22 T ering Endogenous fces
TMedi 1 The ARCHITECT AFP assay is designed 1o have a dilfersnce in AFP
3 C:mrl:JT 120 | 194B82| ak02| 18 3E02 | 18 concentrallon within or equal to + 10% when comparing samplas containing

- . | elevated levels of endogenous substances to referfence samples.
High Control | 120 | 942.5H | 25442 | 2.7 |28752 | 28 | A gludy was performed based on guidance from the CLS| documenl

| Panel 1 120 3ns| op7s| 25| 0082| 27 EP7-A2,5 Potentially inlerlering endogenous substances ware evalualed
Panel 2 120 | 9f3| 0go4| 21| 0205| 24 to determine whether AFP concentrations were affected when using the
1 |Panel 3 w20 | Seahc| 52| 28| 16041 | 28| ARCHITECT AFP assay. The andoganaus wuistznces Ruied hejow we
Panal 4 ! 120 1153079 565561 27 150.769 | 40 spiked into samples with 2 levels of AFP [ampronimatsly 10 and 1000 rg il |
: The samples were assayed (n = EO} and the AFF concentralions ar ihe
| Pansl § 120 | 1796 _54- 63D11| 3.8 |70.192] 3.9 | iked samples were compared I reference saimgles Tha Usta ate
Panel 1 120 30| 0070 23| 0074 2.4 summarized in lhe following table,
- Panal 2 120 9 FE ¢;136 19| p.212] 2.2 | —— T
(2) 2 Jjpane’d 120} E5aig] apmst). 0.4 130724 28 Ez;e;;::n:u:‘;u:;lt:?we High Test Level | 10 ng/mL | 1000 ng/mL
Panel 4 120 1454k-'ﬂ. 46/282 | 3.2 |49.627 | 3.4 P - +
mana s | 120 1693081 | 5alpds | 32| 56318 | 3.3 | (oubin (Unconjugated) | 20 ma/dl 05 03
Panel 1 120 }iET 0071 | 25| 0.077) 2.7 Bilirubin (C.Jor_uugated) 20 mofdL -0.9 0.8 |
Mbanez 720 | alar| Gpar| 26| nzez| za| (oomedodh 500 mg/dl = 2N
3 |Panel3 | 120 | 583,73 | 14561 | 2.5 |16.269 | 2.8 :.:y:;:f:s = 010"; i’;‘:; —— 21§ '_?':
Panal 4 120 | 145686 | 44/111 | 9.0 [45.568 | 31 - - - -
Panel 5 120 | 166640 | 461687 | 2.8 |49.738 | 30 Mean/Median Test Regult -
i Within-Laboratory (Total) variability cortwing wiihin-run, within-day and a % Interference = Mean/ioden Betatance Dozl x 100
betwesn-day variance componsnts. Moan/Madian Relerence Resull




Botentizll rieri an

The ARCHITECT AFP assay is designed to nave a mean % recovery
ol 100% + 10% when analyzing Rheumitold Factor (AF) and Human
Anti-Mouse Antibodies (HAMA} samples tiplkeil with known amounts of
AFP.

A study was performed based on guidance frem the CLSI decument
EP7-A2.57 Potentially Interlering substancds were evaluated 10 determine
whether AFP concentrations were aflected whery using the ARCHITECT
AFP assay. Specimens from individuals with the jubstances listed balow
wera divided into 2 samples. Two of the samples were spiked to 2 levals
o AFP (approximately 10 and 1000 ng/mil.). The samples were assayed
and the AFP concentrations of the splkadisampla'u wers compared lo the
samples thal were nol spiked with AFP. The data are summarized in lhe
lollowing Lable.

M W Imarfeience®
Putantisl inferferant | High Tost Level | 16 ng/mL | 1000 rpimL |
| Elopaaide 30 pgiml 0E | 0.3
Gamma-Gletlins 0 mgiml. 27 | 8|
Hagplaglotn B ragfml o7 L
Hoslamide 249 ugfmL =341 27
MoinotiEts 2 rrn'nng_.'L -6 0%
Prcenal Laglogen 100 wpiml AS 35
Piolactin 500 ngimb | 4B | a0

| Translsrrii 2EmgimL. 4B 24

| Vinblpstine BOD wgiml -3, -5
[Vinaristing 000 ngimL | &1 | -4

Potenilally Inlerering I | % Recovery?®

Substances n 10 ng/mL 1000 ngjmL
Human Anti-Mouse |
i 13 f0a.7 . 105.9
| Aneumnataid Factor 13 1046 102.3 |
& Mean/Meadian Si::lked Rgsult —
% Recovery = Mean/Mediar Lnspiked Result x 100

Maan/Medlan Ampunt AFP Added

Analytical Specificity

The ARCHITECT AFF assay is designag lo hie a dilfersnce in AFP
cancentratign within or equal 10 + 1% whan compiring samples containing
polential inarferents to reference samplas

A study was perfermed based on guldince hom the CLSI documeni
EpP7-AZ2.5 Polanlial interfarents ware eviliiated L determine whelher AFP
concentrations were affected when using the WACHITECT AFP assay.
The potential interlerents were spiked nm sampdes with 2 levels of AFP
(approximately 10 and 1000 ngfmk), Tho| samples were assayed and the
AFP concentrations of the spiked samplss were cgmpared 1o the reference
samples. The data are summarized in 14 following tahle.

Mean/Median Test Result -
Mean/Median Reference Result ¥ 100

Mean/Madian Reference Resull

a o Interfergnce =

Autodilution Verlflcation

The ARCHITECT AFP assay is designed lo have a mean differance in
conceniration within £ 10% when comparing the autpdilution method to the
manual dilution method far samples with valuas > 2000 ng/mL.
Twenty-one sefrum samples were evaluated wilh the 1:10 sulodilution
method versus a 110 manual dilution method, Fiflzen amniatic fluid
samples were evaluated with the 1:40 autodilution method versus a 140
manual dilution mathod.

Tha mamally  diluted - samplas and the undilutad samples designatad
jor, autpdlubpn wmng aspayed in replicates of 2 using lhe ARCHITECT
AFP azsay, For aecom samples, the mean percent diflerance was 2.9%
(imngs; 5% 10 10.3%) 2nd: far amnigtic fluid samples, tThe mean percent
diferance was 4.6% (range: -1.1% 1o 11.2%).

High Dose Hoak

High dosa hoek i a phenomeanon whatnny vary high level specimens may
remel within hi mdsuring inteunl of the assay For the ARCHITECT AFP
zezay, no high dose hook eliadt wie npasrved when samples containing

I % Interference®? ua 10 10,000,000 ngmt. of AFF wars Basaysd.
Potential Interterent High Test Level | 10 ng/mL | 1000 ng!mT. ARCHITECT /1000gg SYSTEM SPECIFIC STUDIES
5.Fluorouracil 3 mmoliL 04 0.3 The following siudies ware ¢onducied using thg ARCHITECT i1000gs
Acelaminophen 65 mg/mL X ] 34 System, Assay results oblained in irdividual labotatories may vary from
Albumin 160 mgfmL 2.4 -4.1 data presentad.
Rl 2 mgimL 1 0.2 a4 gy S o
Glycogratein The ARGHITECT AFP assay is designed lo have an imprecision of
Anhad-Ant - < 7.5% wilhin-1aboratory (Total) %CV far samples beiween 10 and
i::::-;—ﬁ::::fi:bulln Z rmng::t 21 %i 2000 nglnle and an SD o]i" < 0.75 lor samples lsssﬁhan 10 ng/mL down tQ
= the LoQ (i.e., 2.0 ng/mL).
| Aspirin 10 mg/mL -4,7 | -49
Bloemycin 1000 pU/mL -25 -4.3 : :—L--—-—;: H::;:'T::? wais patiitemtl foe v RRCHITECT AEP nssay based
| Carboplatin 0.432 maiml 0.3 A o .;.mmce from the Lnllw;ﬁ Commities lor Glinical Lebofuary Sl:lnllnuaru:
Ceruloplasmin 25mga/mL | -0.3 <06 | (NGCLE} documsny EPS-A242 ang the Chinicad wif Lboeratory Standarda
_Choriunic Gonadotropin 1000 UfmL. A1 -2.2 {rstiute. [CLEI) documen EF15-A2.% Tesiing was conducled af  shmas
Cisplatin 1000 pgiml) -0.6 12 gltes wzing 1 lot ol ARCHITEQT AFP- FAasgents, Callbralora, anc Conlicls
| Cyclophosphamide 1437 Umul-lli 03 ] 0.7 and 1 ARCHITECT | 100Gz Inatfumant por gite. Thrge controls ard & K
seiipm panels wore RasEyad in eplicaies ol 4 5 7 separais imes of day o
& days. Tha results ara summarized o tha lollgwing 1sble
Fi= | Prewislon with Additional
Within-Laboratory GComponent of
Grand Mean Within-Run Within-Day Pracision (Tatal)? Between-5i1e (Overall)
| Sample n {ng/mL) sD %OV sD %GV s | wev s | wev |
| Low Control 120 20.h2 0.318 16 0373 19 0.522 | 26 nszz | 26
‘Medium Gontral | 120 200,45 2.835 1.4 2.901 1.4 4662 | 2.3 5360 | 2.7
High Coatrol | 120 959,62 16.045 | 18 20440 | 21 26446 | 28 16.446 28
Panel 1 120 3046 0.049 1.6 D.084 T 28 0.121 40 D.144 47 |
Panel 2 120 | 9.89 0.149 15 0.198 20 0264 | 27 0.290 At
Pang| 3 120 57885 9449 16 11.025 1.9 14.212 25 16.580 -’/";'EW‘_E:J iy -“I'
| Panel 4 120 1494.96 36.675 2.5 28.393 26 | 4B.435 32 dpgss o wEl T
[Panel 5 120 172505 | 87272 22 44664 | 265 | 50517 29 | 6028p | g4 |
e -3 #F

* Whhin-Laboratary {Total} variability cemains within-run, within-day, and betweeon-day variance components.
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Within-Laporatory Pragision
A study was performed based on gundaﬁ.‘:& fram the NCCLS document
EP5-A2.5% Testing was conducled using 3 15 of ARCHITECT AFP Reagents

Regression
The panel members were evaluated using the Deming regression meihod.
The data are sumnmarized in the following 1able.

and Calibrators, 1 lot of ARCHITECT AFF Czewrpls, and 2 Instruments. Concentration | Correlation
Three controls and 5 humar serum panals were assayed In a minlmum Range Coefficlent
of 2 replicates at 2 separate timas per lusw for 20 dilterent days. Each {ngimL) "
reagent lot used a single calibration curve rhroughout the study. The data - .
are summarized in tha following table. Sample fz000/ 95% |Intor-| 95% 85%
Type i1000sp | {20005k | T CP |cept| CI* |Slope| CI® |
| ' Within- Diluted I
°d | 520. | 485- (0.998, (11.88, (0.97,
aend oo | |Amniolc| 195541 | 1918.58 | %°| 0.999) 8181 1.a9) | 0% |09y
Instru- | gent Mean [ Within-Run | (Total)® 2.93- | 2.84- (0838, {3.00 ll0.e5
ment | Lot !Sample | n |tng/mt)| SD | %cv | SD | %ev Serum | oo g1 | 1955.56 |02%% | 0.oee |+ | 64z | *% 097
Law 120 | 19.91 || 0.431 | 2.2 | 0495 | 25 | 1 ggy Gl = Confidence Intarval
Control
i Madium | 120 | 195.96(| 3.684 | 19 | 4274 | 2.2 BIBLIOGRAPHY
Caontrol 1. Bergstrand CG, Czar B. Demonstralion of a mew protein fraclion in
High 120 | 953.56/(24.911| 26 |27613| 2.9 serum from the human feliss. Scand J Ciin Labiinvest 1956,8:174.
Control 2. Ruoslahti E, Engvall E, Kessler MJ. Chemical properlies of
Low 120 | 19,61 | 0374 | 19 |o0428 | 2.2 alpha-fetoprolein. In: Herberman RB, Melntire ¥R, eds. immunodiagnosis
Cankrol | of Cancer. Naw York: Marcel Dekkar, Inc.,1979:101-17.
i1000gy| 5 |Madium 120 | 104.04! | 371 | 19 | 4630 | 2.4 3. Ruoslahti E, Seppald M. Studiss of carcino-fetal proteins: physical
{1 Control and chemical properties ol human alpha-fetoproten. ff J Cancer
High 120 | 94116 | 25317 | 2.7 |2B.814| 31 1671,7:218-25. ,
Control | 4 Tatarinav ¥S. Detection of embryo-specific alpha-globulin in Lhe
Low 120 | 19.88| | 0407 | 21 | 0401 | 25 ::Lu;;iq;'egr;:'l of patients wilh primary liver turmors. Vopr Med Khim
Control e
= 5. Silver HKB, Gold P Feder S, st a. Radicimmuncassay far human
3 g"::"r‘gl" 120 | 195.83 | 3.767 | 15 14335 | 2.2 alpha-fetoprotein. Proc Natl Acad Sci USA 1978;70(2) 526-30.
= = - & Waldmann TA, Mclntire KR. The use ol a radicimmunoassay for
High 120 | 939.12 (23B28| 25 |24.118) 2.6 alpha-fetoprotein in tha diagnosis of malignancy. Cancer 1974;
Control _ 34:1570-5.
Panel 1 | 120 | 305 | 0.057 | 18 |0083 | 2.1 7. Kohn J, Orr AH, McElwain TJ, et al. Serum-alpha-fetoprotein in palients
Pansl 2 | 119 | 9.67 | 0.743 | 16 | 0212 | 2.2 | with testicular \umours, Lancet 1976;2:433-6.
i |[Panel 3 | 120 | 5736 | 11584 20 |14622 2.5 B, Abelev Gl. Alpha-fetoprolsin as a madel for sludying reexpressicn of
Panal 4 | 120 |1492.07|35.4¢h| 2.4 [45.627 81 | embrycnic antigetis in neoplasia. (n: Herberman AB, Malntire KR, eds.
Panel 5 | 120 | 1731.54 |a4.660] 2.6 51,398 | 3.0 ;n;rz?g?owagnosu of Cancer. Naw York: Margel Dekker, Inc., 1979:
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Package inserl instructions must be catatully followsd. Reliability of CEA lesting Is not recommended as a scresning procegure Lo detect
assay results cannot be guarantsed if thare afe any deviations from cancer in the general population; however, use of the CEA test
1he instructions in this package insert. as an adjunctive test in predicting prognosis and as an aid in lhe
WARNING: The concentration of CEA n a givén specimen, management of cancer palients has been widely accepted.
dalermined with assays from different mianulagiism s, can vary B BIOLOGICAL PRINCIPLES OF THE PROCEDURE

due to differances in assay methods ans reaganl specificity. The
results reported by the laboratary to 1 physig:an must include

the identity of the CEA assay used. Valies chiained with different
assay methods cannoi ba used inlercrangeatly. I in the course of
rmonitoring a patient, the assay method ussd for determining CEA
Jevels serially is changed, additional asguential testing should be
carried out. Before changing assays, the kibomtory MUST confirm
baseline values for patients being sesially moritorad.

CAUTION: United Stales Federal Law festrici this device to sale
and distribution by or on the order of & phiguisian, or to a clinical
laboratory; and use is restricted to, by, or ar ths order of & physlcian,

The ARCHITECT CEA assay Is a two-step Immunoassay to determine
the presence of GEA in human serum and plasma using GMIA
technology with tlexible assay pratocols, referred to as Chemiflex.

1. Sample and anti-GEA coaled paramagnstic microparlicles are
combined. The CEA present in the sample pinds to the anti-GEA
coated rnicroparticles.

2. Afier washing, anli-CEA acridinium-laheled conjugate Is added 10
create a reaclion mixture.

3. Following anothar wash cycle, Pre-Trigger anc Trigger Soluticns
are added e the reaction mixture,

4. Tha resulting chemiluminescent reaction is measured as relative

B NAME light units (RLUs). There is a direct relationship between the
ARCHITECT CEA {carcinosmbryonic antger) amounl of GEA in the sample and the ALUs detected by the
B INTENDED USE ARGCHITECT iSystem optics.

The ARCHITECT GEA assay is a Chamiluminescant Microparticle For additional information on system and assay technology, refer 1o

Immuncassay (GMIA) for the gquantiative datsrminabion of the ARCHITEGT System Operalions Manual, Sectien 3

Carcingembryonic Antigen (CEA) in human sesum and plasma. The I REAGENTS
ARCHITECT CEA assay is to be used ag an =ld in the prognosis and R
) ) s ‘ Kit Contents
management of cancer patients in whism changing concentrations of
ARCHITECT CEA 7K68

GEA are cbserved.
NOTE: Some kit sizes are nol available in all cguniles or for use on
H SUMMARY AND EXPLANATION OF THE TEST all ARCHITECT iSystems. Please contact your Ibcal distributor,

Carcinoembryanic antigen {GEA), first descritied in 1865 by Gold and

Freedman,” is a tumor associated aniigen, SEA was characterized S TKES27  TKEsZ2  TKeE3S  TKEES2
as a glycoprotein of approximalely 200,000 malscular weight with T},‘ 100 200 Eno 2600

a B-electropnaretic mobility.2 ® Subgequant devsiapmen| of a

radisimmunoassay (RIA) by Thomson, &t al* made it possible to 1xB6mL 4x66mL 1%w270mL 4x27.0mL

delect the very low concentrations of GEA I blood, other body fluids
5 ' 1x595mL 4x59mL 1x263mL 4x263mL
and also in normal and diseased ussues ™ Twe years later, Hansen,

et al® developed a modified RIA for CEA anli-CEA (mouse, monoclonalp roated

The result of ¢clinical studies to daie indicata {nat CEA, although Microparticles in TRIS buffer with protein (hoving] siabilizer. Minimum
originally thought to be specific for Zigestive tfacl cancers, may conecantration: 0.1% solids. Preservative: Antimjcrobial Agents.

a!so be elgvated in other mulignanciss 2ns in some nonmalignanl CONJUBATE] anti-GEA (mause, monaclanal) acqidinium-labeled
disorders. 1% Conjugate in phosphate buffer with protein (bavine) stabilizer.

CEA testing can have significant wilug in 1ng manitaring of patients Minimum concentration; 0.8 pg/mL. pmsen,atwe: Antimicrobial

with diagnosed malignancies in whom_.;h.xnginu concenirations of Agents,

CEA are observed. A persisient plovation in irculating CEA following

treatment is sirongly indicative of cocyll matasiatc and/or residual Other Reagents

disease, 1620
A persistenily rising GEA valug may 7 assacialad with progressive
malignant disease and a poor Irarapatilic raspansa 25 A declining

CEA value is generally indicative of a fmwmiatlz prognosis and a good
response to treatment.?!: 2 24 Patarnts who Hive low pretherapy CEA ARCHITECT Pre-Trigger [Solution containing

[RULTF-ASSAY MANUAL BILUENT] § x 100 mL ARCHITECT Multi-Assay
Manual Diluent, 7D82-50, conlaining phosphate bulfered saline
solution. Preservative: antimicrobial agenl.

levels may later show elevations in I CEA lewil as an indication of 1.32% (wfv) hydrogen peroxide.
progressive disease.™ _ TRIGGER SOLUTION| ARCHITECT Trigger Solution containing 0.35 N
Clinical relevance of tha CEA assay Itas beah shown in the sodium hydroxide.

follow-up managsment of patiemts with colegcial gastric, breast,
lung, prostatic, pancreatic, and axarian cargidnme.1d 22, 2851
Follow-up studies of patients with colgrental breest. and lung
carcinoma suggest that the proogesativee CEA level has prognostic
significance,323%




Warnings and Precautions

.

* Far /n Vitro Diagnostic Use

Safety Precautlons

CAUTION: This product requires the handling gi human specimens.
It is recommanded that all numan-saursed malterials be considered
potentially infectious and handled In agpomanca with the OSHA
Standard on Bloodborne Pathogens. Blasafety Lavel 2 or other
appropriale biosafety practices should be uzed for materials thal
contain or are suspectad of contalning jnfeaticks agents.’:ﬁ?
Safety Data Sheets are availabla at wwiw.abbojidiagnnstos.comm o
conlact your local representative.

For a detalled discusslon of safety pradautions during system
operalion, rafer to the ARCHITECT E}.rsérm Operatians Manual,
Section 8.

Reagent Handllng

+ Do not use reagent kits beyond he axpirtion date.

+ Do not pool reagents within a kit pr betwasan kits.

+ Befora loading the reagent kit on the sysiem for the firsi time, the
microparticle botlle requires musng) 1o resdspend micraparticles
that may have settled during shiprment. For microparlicle mixing
instructions, refer to the PROCEDURE, Assay Procedure section
of this package insert.

+ Septums MUST be used to preven! reagent evaporatlon and
contamination and to ensure reagent inegrity. Reliabiiity of
assay results cannot be guaraniebd il sepiums are not used
according to the instructions in \hvis pockage insert.

s To avoid contamination, wear ¢lazn gloves when placing a
sepiun on an uncapped reagenl batlls.

« Once a septum has been placed dn an open reagent bottle,
do nol invert the bottle as thip will rezult in reagent leakage
and may compromise assay rasulis.

s Over time, residual liquids miay diy. (¢ the septum surface.
These are typically dried saits amd ngvw no effect on assay
eflicacy.

For a detailed discussion of handling frenautions during system

operation, refer to the ARCHITECT Syitum Oparstan: Manual,

Section 7.

Reagent Storage
» ‘When stored and handled as aimpcizd, reggents are stable until
the expiration date.

Storage Maximum  Additianal Storage
Temperniurs Stamgn ‘I'ii-r-u__lrﬂl.ruclium

Unopened{ 2-8'C Until May be used immediately
Opened* expiration|  atar removal from 2-8°C
H dale storEgs,

On board System 30 days Ciseard after 30 days.

temparaiuie For infarmation on tracking
onbparg time, refer to

jphe ARCHITECT System
DOpératians Manual,

Saghion A,

* Reagents may ba stored on or off thie ARCHITEST iSystem. If
reagents ars removed from the systam, stare tham at 2-8°C (with
seplums and replacement caps} in an ugright position. For reagents
stored off the system, it is recammendsd (naf they be stared in
their original trays and boxes to ensurg they romain upright. if the
microparticle bottle does not remain upright (with a septum
Installed) while In refrigerated siorage off tha system, the reagent
kit must be discarded. For infarmation on wrlaading reagents, refer
to the ARCHITECT System Dperstions Manudl, Section 5.

ra

Indications of Reagent Deterioration

when a control value is out of the specified rangs, it may indicats
detarioration of the reagents or errors in techrique, Associated lest
resuits are invalid, and samples must be relosted, Assay recalibration
may be necessary. For troubleshoating informatipn, refer to the
ARCHITECT System Operations Manual, Seclion 10.

N INSTRUMENT PROCEDURE

The ARCHITECT GEA assay file mus! bs installed on the ARGHITECT
iSystem from an ARCHITECT iSystem Assay CD-ROM prior 1o
performing the assay.

For delailed information on assay fife installation and viewing
and editing assay parameters, refer ta the ARCHITECT Syslem
Operalions Manual, Seclion 2.

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

For a detailed deseription of sysiem procedures, refer to the
ARCHITECT System Qperations Manual.

3 SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types

Verified specimen types to be used with this assay:

Callsction T_I..?JI!!I

Serum

Serum separator tubes
Heparin (sodium and lithium)
Patassium EDTA

?p:r.lmun Types
Human sarum

Human plasma

+ Other specimen collection tube types have not bean tested with
this assay.

+ Plasma specimens collected in lithium or sedium heparin hava
been shown 1o exhibit an average of 7% to 8% higher results
compared 1o corresponding serum results.

s When serial specimens are being evaluated, the same type of
specimen should be used throughout ihe study.

« The instrument does not provide the capabllity to verify specimen
type. It is the responsibility of the operator 1o verify that the
correct specimen lypes are used in the asgay,

Specimen Conditions

« Do not use specimens with the following canditions:
+ grossly hemolyzed
» phvious microbial contamination

« Ensure that complete clat formation in serum specimens has
taken place prior 1o centrifugation. Some specimens, especially
those from patients receiving anticoagulant or thrombaohytic
therapy may exhibit increased clotting time If the specimen is
centrifuged before a complete clot forms, lhe presence of fitrin
may cause erraneous results.

+ Ta prevent crogs contamination, use of disposahle pipetfies or
pipelte tips is recommended.

Preparation for Analysis

¢ Follow the tube manufaciurer’s processing|instructions for
specimen collection tubes.
ARCHITECT CEA Calibrators and Controls should be mixed by
gentle inversion prior (o use.
For optimal results, spacknend-sholdd bs Ijee of fibrin, red blood
gallz, g otbar parioulats mater, Centrifuge serum and plasma
specimens gontaining. Ak, ped blood cells, or particulate
matter prior 10 Wee 16 ensune consigtency in the results.

= Specimens musl be mixed THOROUGHLY @fter thawing, by
vorlexing. Thawed samples containing red blood cells or
particulale matter, ar which are hazy or clLudy In appearance
must be centrifuged prior 10 use to ensure|consistency in e
resulis. r




+ Inspeet all specimens for bubbles. fEemeove bubbles with an
applicator sick before analysis, Liss & rew applicator stick for
each specimen to prevent cross copfaminatian.

Speclmen Slompe

F Storage Tamparature Mozimum Siomge Time

2-8°C = T days

I'éptclmun Tynpm
Serum/Plasma

it testing will be delayed more than 24 hourg, gerum or plasma
should be remaved from the clot, serum separatar, or red blood cells.
It testing will be delayed mora than 7 diws, spgcimans should be
stared/frazen at - 20°G or calder.

svoid mulliple fraeze/thaw cycles.

Specimen Shipping

s Package and label specimens in compliancs with applicable
state, federal, and international regulations covering the transport
of clinical specimens and infuclinLE subatances.

« Do not exceed the storage |melabors lleeg above.

3 PROCEDURE

Materials Provided
7K68 AACHITECT CEA Reageni Kit

Materlals Required but not Provided

«  ARCHITEGCT CEA Assay file obitalrgd friwm the ARCHITECT
iSystem e-Assay CD-ROM found on www.pbbotidingnosmes.oam

»  7KB8-02 ARCHITECT CEA Calrainrs

«  7D82-50 ARCHITECT Multi-Assay Manyal [Hlusnt

s« ARCHITECT Pre-Trigger Solution

* ARCHITECT Trigger Solution

s ARCHITECT Wash Buffer

* ARCHITECT Reaction Vessels

»  ARACHITECT Sample Cups

s ARCHITECT Septum

» ARACHITECT Replacement Caps

* Pipettes or pipette tips (optional) 1o delivar the volumes specified
on the patient or contrel order a=r=a.

For information on materials required for maintemancs procedures,

refer to the ARCHITEGCT System Qpsrations Manusl Section 9.

Materials Available bui nol Provided:
s 7K6B8-12 ARCHITECT CEA Contig

Assay Procedure

« Bafore loading the reagent kit on ths syziem for the first ime, the
microparticle bottle requires mixing o raslspang microparticles
that may have setlied during shinmant. Affar the first time the
micraparticles have been loaded, ni furinar mixing is required.

» |nvert the mlcroparticle bottle 30 fimes.

«  Visually inspect the bottle to araure microparticles are
resuspended. If micropaiticles ame sl adhered lo the bottle,
continue to invert the bottle until the micrupartizias e
been completely reauspandad.

¢ if the microparticles do not resuspend, DO NOT USE.
Contact your local Abbott represenfative,

* Once the microparticles have|bass resuspanded, place a
seplum on the bottle. Far instfucfions abouwt placing septums
on bottlas, refer ta the Reagant Handling section of this
package insert. [

+ Load the reagent kit on the ASGHITECT iSystom.

«  Verity that all necessary reaghnts aré present.

« Ensure that septums are prasani on all reagent boitles.
*  Order tests.

+ For information on ardering patient specimens and
cantrols and for general gpedting procesurss: refer to the
AACHITECT System Operaiiofs Maslal Section 5.

«  Minimum sample cup volume is calculaled by the system
and printed an the Orderlist repart. To minimize the effects of
svaporation, verify adequate sample cup volime is present prior
to running the tes\.
Maximum number of replicates sampled from the same sample
cup: 10
*  Priority:
Sample volume for first test: 60 pL
Sample volume for each additional tes! from same sample
cup: 10 plL
+ < 3 hours on board:
Sample volume for first lest: 160 pL
Sample volume for each additional tast from same sample
cup: 10 pL
s > 3 hours on board: Additicnal sample volume is reguired.
Refer {o the ARCHITECT System Operations Manual, Section
5 {or information on sampla evaporation and volumes.
« If using primary or aliguot tubss, use the sample gauge (o
ensure sufficient patient specimen |s present.
* Prepare ARCHITEGT GEA Calibrators and Gontrols.
v Mix cafibrator{s) and controls by gentle inversian before use.
«  Hold battles vertically and dispense ragommended volumes
into each respective sample cup.
= Rgcommended volumes.
for gach caliprater: 5 drops
for each conirol: 4 drops
+ Load samples.
« For information on loading samples, refer to the ARCHITECT
Sysiem Operalions Manual, Section 5.
* Press RUN.
o For additional information on grinciples of aperation, refer @ the
ARCHITECT System Oparations Manual, Sgction 3.
= For optimal performance, it is imporiant to perform routine
maintenance as described in the ARCHITECT Sysiem Operations
Manual, Section 9. Perform malntenance more frequently when
required by laboratary procedures.

Specimen Dilution Procedures

Specimens with a CEA value exceeding 1500 ng/mL are flagged with

the code “»1500.00" and may be diluied using jeither the Automated

Dilution Pratocol or the Manual Dilution Procedre.

Automated Dilution Protocol

The system performs a 1:10 dilution of the spegimen and

automatically calculates the concentraron of e specimen before

dilution and reports the result,

Manual Dilution Procedure

Suggested ditution: 1100

An additional 1:10 dilution may be made if needed, It is

recommended that dilutions not exceed 1:1000]

1, Add 20 pL of the patienl specimen ta 1980 ul of ARCHITECT
Multi-Assay Manual Diluent.

2. The operator must enter the dilution raclor‘ in the Patient or
Control order screen. All assays selected for that arder will be
diluted. The system will use this dilution fagtor 1o automalicatly
calculate the concentration of the sample jefera dilution and
report the result. The dilution should be lej'formsd na that the
diluted result reads > 4 ngfmL. ‘

For datailed information on ordering dilutions, refer 1o the ARCHITECT

System Operations Manual, Section 5.

A comparison of the Automated Difution Protogol to the Manual

Dilution Procedurs yielded recovearias between}BS% and 87%.




Calibration

»  Test Caliorators 1 and 2 in dupliczta. The calibrators should be
priority loaded.

A single sample of each control lénal musd be tested 1o evaluate
the assay calibration, Ensure that assay cantrol values are within
the ranges specified in the raspam:;lm conlral package insert,

«  Calibration Range: C - 500 ngfml. '

* The assay protocol allows for the =nge io'be extended to
1500 ngfmL.

» DOnce an ARCHITECT CEA aiitratin (& accaptad and stored, all
subsaquent samples may be tsted witholt further calibration
unless:

s Areagent kit with 2 new lot nufmbiar i used or
= Controls are out of range.

+ For detailed information on how to perfcem an assay calibration,
refer to the ARCHITECT System Cipzrations Manual, Section 6.

Quallty Control Procedures

The recommanded control faguirsment for thel ARCHITECT GEA
assay is that a single sample of each goniiol levei be tested once
gvery 24 hours each day of use. If the qually cortral procedures in
your laboratory require more frequent Uae of contralz to verify test
results, follow yous laboratory-specific procedufes

Ensure that assay conirol values are wiitun Thé concentration ranges
specifiegd In the package insart,

Verification of Assay Claims

For protocols to verity package insert gizimas, tafer lo the ARCHITECT
System Operations Manual, Appendix .

The ARCHITECT CEA assay belongs 1% imalhad group 1.

# RESULTS

Calculation

The ARCHITECT CEA assay utilizes a # Fararmeiar Logistic Curve fit
data reduction method (4PLG, Y-weigntsd) 12 genetale a calibration
curve.

Flags

s The default result unlt for the ARCHITECT CEA assay is ng/mL.

+  Soma results may conlain mfarmagion in the Flags field. For a
desctiption of the flags that may sppast I this field, refer 1o he
ARCHITECT System Operations Manual Saction 5.

B LIMITATIONS OF THE PROCEDURE

* Specimens from patisnts who have n:n:enu:ea preparations of
mouse monoclonal antibodies for ﬁmgnnaia or tharapy may
contain human anti-mouse antibodies (HAMA], Such specimens
may show sither falsely elevated gr deprasaad values when
tested with assay kits such as ARGHITECT CEA that employ
mouse monoclonal antibadies. Adgitaral information may be
required for diagnosis. 4% 41
ARCHITECT CEA reagents caraln & compansnt thal reduces
the effect of HAMA reactive spacitmens. Addltianal clinical or
diagnastic infermatien may be reglured 1o determine patient
status.

* Heterophilic antibodies in human grym can react wilh reagent
Imrmunoglobuling, interfering with 11 witns mmunsassaye. Patlents
routinely exposed to animals or Lo, animil serum products can
be prone 1o this interferance, and anomakius values may be
observed. Addiional information may be feaulted for diagnasis.*?

+ The ARCHITECT GEA assay stould not be used as a cancer
screening 1est,

= Patients with confirmed ¢arcinoma requently have a
prefreatment CEA level in the same range as healthy individuals.
Elsvations in circulating CEA levels may be observed in smokers
as well as patients with nonmalignant disease. For these
reasans, a serum or plasma CEA level, regardless of value,
should not be interprated as absolute svidence for the presence
or absence of malignant dissase. The CEA level should be used
in conjunction with Information available from clinical evaluation
and other diagnostlc procedures.

#l EXPECTED VALUES
The distribution of ARCHITECT CEA values determined in 1,141
specimens is shown in the following 1able.

Distribution of ARCHITECT CEA Values

Fercanl )
Numberoi »3-5 »5-10
Subjects  0-3{ng/ml] [ng/ml) fng/mL)  >10 {ag/mL)
Healthy
Subjects
Smokers 159 742 182 68 X}
Nan-smokers 149 83,2 114 54 00
Total 308 78.6 14.9 62 a3
Nenmalignant
Disease
Ulerative 50 720 200 4.0 40
Colitis
Rectal Palyps 74 833 10.3 5.1 13
Fulmanary &0 817 20.0 13.3 50
Cirrhasis 110 41.3 30.0 13.4 73
Hapalilis 60 7040 16.7 11.7 17
Ranal 20 50.0 15.0 15.8 1040
Malignant
Disease
Coloractal 150 24.0 10.7 107 54.7
Gastric 37 62,2 5.4 10,8 21.5
Puimonary 110 473 191 a1 245
Mammary 117 62.4 111 103 16.2
Ovanan 41 78.0 1.4 . Z24 12.2

* Representative data; resuls in individual labofalories may vary,

In this study, 93.5% of haalthy subjects {n=308) had CEA values of
5.00 ng/mL or less.

it is expactsd that sach laboratory establish its own expecied
reference range for the population of interest.

The distribuion table above for malignant disedss is derived
primarily from patients representing bath active| (clinical evidence of
disease progression) and inactive (no clinical qvidance ot disease
progression) disease states. Whan changing CEA assay methods
in the course of menitoring a patient, addilional sequential testing
should be carried out to confirm basaline valugs.

W SPECIFIC PERFORMANCE CHAF#ACTEFIISTICS

Precision

The Architact CEA assay precisan s 5%, Prociion was
dslermined as desgnbed in the Clinical 2nd-Laborpiory Standarts
irstititz (LS, tarmerky NGUGLS) Protoesd EPS.T2,%% Frie samples,
congising of Ywi serum basac panels and fhree CEA conlrode, ware
assayed af (hee laborziorias in replicates of wo Bt o separdls
times per day for twenty days (n=80 for each sample), using a single
lot of reagents and a single calibration. Data from this sludy are
summatized in the following table.”




Reproducibility of AACHITECT CEA

- Tast Compound Test Cancentrahon
Maan GEA Within Run Tt} Bilirubin 22 mgjdL
Bample Lah |mg!mLi sD oy &0 %LV Hemoglobin 550 mg/dL
Low Gontrol 1 509 0.180 4.6 0.202 4.0 Total Proteln 1.8 1o 13.2 gfdL
’ 479 0088 | ET DAT 3T qicerides 3300 mg/dL
3 4.86 0.110 J 0.162 33
Mudium 1 20,17 0512 25 0.641 3.2 Carryover
P 2 19.08 0515 £ 0.629 33 No detactable carryover (less than 12 PPM) wag observed when a
3 16.99 0,603 al 0.685 34 sample containing 43,630 ng/mL of CEA was assayed.
High ! d 5 . b .
Clc?mml 1 99.45 3.074 51 3182 3.2 High Dose Hook
2 93,07 2.082 | 2.559 2. . . .
3 00,51 2895 1 2072 34 High dose hook is a phenomenon whereby very high level specimens
Panal 1 ] 41_!: 7 9l587 1 L '4 - may read within tha dynamic range of the assay. For the ARCHITECT
ane 3 - I"; 10.483 G- CEA assay, no high dose hook effect was observed when samples
e 385.70 13.313 e 13.985 S containing up to approximately 60,000 ng/mL of CEA were assayed.
3 419,93 11.891 FH- 13 870 3.3 '
Fanei 2 1 1204 72 40 650 kR 46.508 38 BIBLIOGRAPHY
a 118503 21.570 18 96 265 22 1 Gold P, Freedman SQ. Demonstration of Tumer-Specific Antigens
1 1309125 29' o0 H'J 98,030 2'9 in Human Colonic Carcinomata by mmunological Tolerance and
s i = . e Absorplion Technigues. J Exp Med 1964,121:430.
* FAepresentative perfarmance data aral shawn| Results obtained at 2. Krupey J, Gold P, Freedman SO. Physiochermical Studias of the
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il AHCHI'!;ECT CEA assay and the regulling persart recovery was Radigimmunoassay of Circulating Carcinoembryenic Antigan of the
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Sampile Type [mp'ml [mpmbl | {ng/ml} Racainry Agv Intern Med 1974,19:413,
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= Carcinaembryonic Antigen-Like Activities in Ngrmal Human
1 0. 7h o, i !
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1 0.8 8476 ki 930 Phosphate Gel. Glin Acs 1971;19:143.
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i} 1.10 4.45 577 1040 for the Determination of CEA in Serum and CEA-Like Praducts in
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eparn Chih (Taipei) 1995;55(6):438-445.
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3 0.92 94.76 5.4 985 Patients. Cancer Letters 1996;110(1-2):137-144.
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ARCHITECT
CA 19-9XR

:

Read Highlighted Changes: Revl

Package inserl instruetions must be carafully fMllowes. Reliability of
assay results cannol be guaranteed if there a7& any deviations from
the instructions in this package Insert.

WARNING: The Abbott ARCHITECT CA 18-3XH CMIA assay utlizes
an antlbody/antigen system based on {ha 1118-N5-18-9 aniibady
Tha unlque reagent formulation empkiysd In 1he ARCHITEGT

CA 19-9XR assay may return stsvetos concantralions when
compared to other methods for samjilgs wxypressing high levidd

of 1116-NS-19-9 reactive datarminaniz' ¥ Additionally, thets 13

ne internationally recognized standard | for ©A 18-8, which can
contribute to differences between ausdy metnode The ARCHITECT
CA 18-9XR assay is standardized to =!ratarance standard prepared
by Fujirebio Diagnositlgs, Inc. Perormahce characteristics of the
Abbott ARCHITECT CA 19-9XR assay ara NOT transferable 1o other
ciagnosiic kils.

The concentration of 1116-NS-19-9 reacive determinanis obiained
|with diflerent assay methods cannot og used fterchiangaably due
tfy differences in assay methods and réagant gpecifichy. The msults
raported by the laboralory to the physictan mist include the identity
of the CA 15-9 assay used. If in the course of monitoring a patient,
the assay method used for detsimining szrlal 1116-NS-19-9 reactive
determinant levels is changed, addilional ssguantial testing should
be carried out. Pricr 10 changing nssays, fne labamtary MUST
confirm baseline values for pitierts péing sefially momtoned,

| WARMING: 1116-NS-19-9 reactive delbrminanis are shed naturally |
‘= saliva and other body fluids.? Contamminalion of the samples or

\Ilza ARCHITECT iSystemn disposables with gallva or aerosols (e.g.,
\az a result of sneezing) may cause falsely slévatad CA 19-9 assay
valuna. i is recommended that all sfayaiod vitlusg be reviewad

ard testing repeated as appropriate. izvas gnoulo always be

woir when handling samples, sample cups, reacton vessels, and
suplir Face masks are also iecomimandsd,

B NAME
ARCHITECT CA 19-9XR

B INTENDED USE

The ARCHITECT CA 19-9XR assay Is 4 chamluminssent
microparticle immunoassay (CMIA) fori the guenfitatve determinalion
of 1116-NS-19-9 reaclive d=fgrminants in hurran serum or plasma on
the ARGHITECT iSystem. The ARCHITECT CA 19-9XR assay is to be
used as an aid in the management of nancrealic cancer patients in
conjunction with other clinical mEhpdE,

B SUMMARY AND EXPLANATION OF THE TEST
The ARCHITECT CA 12-9%R assay dajsots a fumor-assonistsd
antigen, which occurs in tissue as a manapalegingliasids and in
serum as a high molecular weight, cadbatydrate-rich glycoprotein
known as a mucin. 47

% en

[ReF) 2K91-24 o CA 19-9XR
[REF] 2K91-32 2K91
[REF] 2K91-39 613-031 11/16/R03

B2K9Y0

The ARCHITECT CA 19-BXR assay is based upen a monoclonal
antibody, 1116-NS-19-9, which reacts with a carbohydrate antigenic
delarminant expressed on the circulating antigen -6

Tha results of published research studies®'* indicate that lhe

GA 19-9 assay value is fraquently elevaled in the serum of subjects
with various gastrointestinal conditlons, such as. pancreatic,
calorectal, gastric, and hepalic carcinomas. No data exist to supporl
the use of CA 19-8 in screening for malignancies.'™ '® The role of
CA 19-9 is lo be used as an adjunct with other diagnostic Information
in the management of patients with pancrealic ¢ancer.' Increased
serum CA 19-9 assay values have also been observed in paliants
with metastases and in nonmalignant conditions such as hepatitis,
cirrhosis, pancreafitis, and other gastrointestinal disease BT 720
Elavated lavels have also been seen in cystic fibrosis.?!"4 Research
studies demonstrate that CA 19-9 assay values may have utility

in manitoring subjecls with the above-mentioned diagnosed
gastrointestinal malignancies.?29 It has been shown thal a parsistent
elevation in CA 19-9 assay value following treatment may be
indicative al occull metasiatic andjor residual disease. A persistently
rising CA 19-9 assay value may be assoclalad with progressive
malignant disease and poor tharapeutic response. A declining

CA 19-9 assay value may be indicalive of a favgrable prognos:s and
a good response 1o trealment, 25

Tesling for 1116-N$-19-9 reactive determinants imust not be used

as a sereening procedure for malignancy. 11164NS-19-9 reaclive
determinants are present as a normal constituent in serum and
plasma of individuals withoul gastreintestinal carcinomas or having
certain afarementioned non-cancer related conditions.

B BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT CA 19-9XR assay is @ lwo-step immunoassay for
the quantitative determination of 1116-NS-18-3 reactive determinants
in numan serum or plasma using CMIA technology with fisxible assay
protocols, referred o as Chemiflex.

1. Sampte and 1116-NS-19-9 coated paramagnetic microparticles
are combined. The 1116-NS-19-9 reactive determinants present
in tha sample bind to the 1116-N5-18-9 coated microparticles.

2, After washing, 1116-N5-19-9 acridinum-labeled conjugate is
added 1o create a reaction mixture.

3. Following another wash cycle, Pre-Trigger And Trigger Solulions
are added to lhe reaction mixture.

4. Tha resulting chemiluminescent reaction is measured as relatve
fight units (BLUs), There is a diract relationship between the
amount of 1116-NS-19-9 reaclive determinants in the sample and
the RLUs delected by the ARCRITECT iSydtem oplics.

For additional information on system and assa“ technology, refer to

the ARCHITEGT Sysiem Operations Manual, Séciion 3.




B REAGENTS

Kit Contents

ARCHITECT CA 19-9¥XR 2K91

NOQTE: Some kit slzes are not avallzols in &l gountites or for use on
all ARGCHITECT iSyslems. Piease corilzn! your lonal distributor.

2K91-32 2K 1424 2Ke1-39
7 !

= 100 a0 500

¥
1x6.6mL 4 ¢ B8 mL 1x 270 mL
1x58ml.  4xs@ml  1x263ml

1116-N816-8 (mauss, manatlonal) coated
microparticles in citrate buffer with profein (ooving) stabilizer.
Minimum concentration; 0.08% solids. Praservaliyes: sodium azide
and ProClin 300. [

1116-NS-19-9 {mouse, mormalanal) acridinium-labeled
conjugale in phosphate bufier with orofsin (aovine| stabllizer.
Minimum concentration: 0.5 pg/mL. Prissardifives: sodlum azide and
PreClin 300.

Other Reagents

[MULTI-ASSAY MANUAL BILUENT ] ¢ » 100 il ARCHITECT Multi-Assay
Manual Diluent, 7DB2-50, eentiiring phasprates bultered saline
salution. Preservative: antimicrobial agent,

ARCHITECT Pra-Trigget Solution containing
1.32% (w/v} hydrogen percxide.

ARCHITECT Trigzar Solution containing 0.35 N
sodium hydroxidz,

ARCHITECT Wash 2ufles contzining phosphate
buffered saline solution. Prasetvatives, artimigrobial agents.

Warnings and Precautiohs
.

» For in Vitro Diagnostic Use
Safety Precautions

CAUTION: This product requires the NEndiing o human specimens,
I is recommended that all miman-sourced matedals be considered
potentially infectious and handled in sgcardaricn with the OSHA
Standard on Bloodborne Pathogens. Hiosalely Level 2 or other
appropriate biosafety practices sl be usad for matenals that
contain or are suspected of conlalning nfectifis agents, 363

Disposal
P51

Dispase of contents / contairer in
accordance with local regulations. |

Thea folwing warnings and procautions apoly 1ot mﬁ’"!ﬂﬂ

WARNING Containg methylisofhiazslones and sodim

prde; | -

HaT May cauen jan alleigic skin reaction.

ELHTER Crnlztt wik acids lbsmies very toos gas,

Prevention )

g forid breathing migl [ vEpors [ speay.

P27 Contam=maled wirll c'-am-nu shoula not be
!muwen gutial the dorkplues

Pzad \Waar protective gleves | proleclive
|Elothing | eie prot&ction,

iﬂtnp-uns.u

IPanaspasn = [FON SKIN Wash]wiin plenty of watar,

(E5AEPI3 It akin I|EaEFI|:‘=-n o rash tcowts Gl .
medicel adyice: | stanion

PagaPEE4 Taka off coptaningted elothing anrd wash |
11 pelore raiang. |

The following warnings and precautions apply to: (comducate]

DANGER Coniane polotfylent glyoel poiphenyt
ether, maifylistthlazalanien and sodium
azids,

H317 May cause an allergit skin reaction.

Ha8 Cauins serous sys damnins.

|H412 Harmiul to aquatic lifé with long lasting
eflects.

EUHD3Z2 Cantact with acids liberales very toxic gas,|

Preventlon '

P261 Taveid breathing mist | vapors / spray.

P280 Waar prolective glovas [ protective
clething { eye proteclion,

p272 Contaminated work dlothing should not be
allowed out of the warkplace. g

'P273 Avoid release 1o the environmsr;t.

'Respnnse

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

P333+P313 If skin irntation or ragh occurs: Gel
madical advice { altantion, |

P305+P351+P338 |F IN EYES: Rinse cautiously with water for
several minutes. Remcve contact lenses, i
prasent and easy 1o do. Gontinug rinsing.

3510 [rmagiaiely o2l & POISCN CENTER o
doctor ] prysicin,

Pa62+PIGd Take off cantaminated clotning and wash
it bafore reuss. _ ),

Disposal -

|Ps01 Dispose of contents | container in
accordance with local regulations.

Safaty Data Sheets are available at www.abbotjdiagnoslics.com or

comact your local rapressntalive.

For a detaitad discussion of safety precautions iduring sysiem

operation, refer to the ARCHITECT System Operations Manual,

Section 8.

Reagent Handting

+  1116-NS-19-9 reactive determinants are shed naturaily in saliva
and other hody fluids,? Gontamination of|the samples or the
ARCHITECT iSystem disposables with saliva or aerosols (e.g.,
as a result of sneezing) may cause falsely elevated CA 198-9
assay values. It is recommended that all #Ievated values he
reviewed and testing repeated as appropriate. Gloves should
always be worn when handling samples, #ample cups, reaclion
vessels, and septums. Face masks are also recommended.

« Do not use reagent kits beyond lhe expiratjon date,

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

+ Before loading the reagent kit on the system for the frst time, the
microparticle bottle requires mixing to resuspend microparticles
that may have settled =uring shipment. Forrmicroparticla mixing
instructions, refer to the PROCEDURE, Aséray Procedure seclion
of this package insert.

s Spptums MUST be used 1o pravent reagent evaporation: and
eontamination and 10 ensure reggent Imtagrity. Relletding of
asaay results eannol be guarantead if soplums ste not uzed
accarding to the instruetions n this package |w:; CIiA

k o RO

.

{ ,




+ To avoid contamination, wear zlean gigves when placing a
septum on an uncapped eagant bottle.

# Once a septum has been placied on an open reagent bottle,
do not Invert the bottle as thig will resull in reagent leakage
and may compramise assay rasuls

*  Over ime, residual liquids ma.{r dry an the septum surface.
These are typically dried sais lard nalke no eflact on assay
efficacy.

For a detailed discussion of handling cracaiiiens during system
operation, refer to tha ARCHITECT Sysiesn Operatiors Manual,
Seclion 7.

Reagent Storage
When stored and handled as direcied, reagent= are stable unlil the
expiration date.

Storage Maximum Bddllieriail Storage
Tomporature  Slorsgs Tima In.ih:un‘tlgns
Unopened/ 2-8'C Uniil My be used immediately
Opened* expiration afisr removal fram 2-8'C
date FIOTEQS.
Store in upright position,
Onboard System 30 days Crezard after 30 days.
temperature For jnformation on tracking
onbcard ime, refer to
tha ARCHITECT System
Opgrations Manual,
Saation &,

* Reagents may be stared an or off tha ARCHITECT 1System. If
reagents are removed from the ¥ystarm, sipre {nem at 2-8°C (with
septumns and replacemnent caps) in an upricht pasition. For reagents
stored off the system, it is fezpmmendid that sy be stored in their
original rays and boxes to ensure Ihey 1emal upright.

It any reagent battle does not remaln uprigiv (with a2 septum
installed) while in refrigerated slorage off 1the system, the reagent
kIt must be discarded. For Inlaimaras on unlozding reagents, refer
to the ARCHITECT System Dperavans Manugl. Section S.

Indications of Reagent Deleriofalion

When a control value is out of the spegifisd sange, it may indicate
deterioration of the reagents or arrors jn lsahnigus. Associated test
results are invalid, and samples must k& retestad. Assay recalibralion
may be necessary. For troubleshaoing informatian, refer to the
ARCHITECT Systern Operations hMarwpal Section 10,

B INSTRUMENT PROCEDURE

The ARCHITECT CA 19-8XR assay T must b2 installed on the
ARCHITECT iSystem prior to parfurming the @583y,

For detailed information an assay file installation and viewing

and editing assay parameters, refor i tha ARCHITECT System
Operations Manual, Section 2.

For information on printing assay oarametsrs; refer to the ARCHITECT
System Operations Manual, Section &

For a detailed description of system progadutes. refer to the
ARCHITECT System Operations Maniiai,

M SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types

Verifiad specimen types to be used wiin 1his assay.

Specimen Types Callection Tubes

- Esrum
Baium sepermins jubes -
Tripatassilm EDTA

Flasma Sadlum Hepari

Lisiumm Heparin

= Other specimen collection tube fypeas nzike nol been tested with
1his assay.

s The instrument does not pravide the capability to verify specimen

lype. It Is the rasponsibility of the operalor tO verify that the

correct specimen types are used in the assay.

Follow the tube manufaclurer's processing insiruclions for serum

and plasma collection tubes.

« When serial specimens are being evalualed, the same type of
specimen should be used throughout the study.

Specimen Conditions

» Do not use specimens with the following conditions:
+ grossly hemolyzed
« obvious micrabial contamination

« Ensure that complate clot formation in serum specimens has
taken place priot to centrifugation. Somae specimens, especially
those from patients receiving anticoagulant or thrombalytic
\herapy may exhibil increased clolling time. If the specimen is
centrifuged betore a complete clot ferms, the presence af tibrin
may cause erranaous rasults.

»  Perlormance has not been established using body fiuids other
than human serum or plasma,

« To prevant cross contamination, use of disposable pipsties or
pipetts tips is recommended.

Preparatlon for Analysis

o Follow the tube manufacturer’s processing instruclions for
specimen collection tubes.

w  Mix thawed specimens tharoughly by low speed vortexing or by
invarting 10 times. Visually inspect the spegimens, If layering or
stralification is observed, conlinue mixing until specimens are
visibly homogeneous.

s To ensure cansislency in results, centrifuge specimens before
testing if
+ they conlain fiprin, red blood cells, or gther particulale

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

+ Transfer claritied specimen lo a sample cup or secondary tube

for testing. For centrituged specimens witha lipid layer, ransfer

only the clarified specimen and not the lipgmic material.

Inspect all specimens lor bubbles, Aemove| bubbles with an

applicator stick before analyss. Use a new|applicator stick for

each specimen to preven! cross cortamingtion.

Specimen Slorage

Meximum Slomge

Speciman Type Slofade Tempaimtura Timmn
Serum/Plasma 2-8'C < 7 days
-20°C or colder >7 days

o |f testing will be delayed more than 24 houfs, remove Serum or
plasma from the clot, serum separalor or red blood cells,

* Specimens may be stored for up to 7 days|at 2-8°C prior lo being
tested. ‘

¢ If tesling will be delayed more than 7 days, serum or plasma
should be stored frozen at -20°C or colder.
Avoid multiple freeze/thaw cycles.

Specimen Shipping

+ Package and label specimens in compliange with applicable
state, federal, and international regulations|covering the transport
of clinical specimens and Infectious substdnces.

= Do hot exceed the storage limitations listef above.




B PROCEDURE

Materlals Provided
2K81 ARCHITECT CA 19-9XR Raagsni Kit

Materials Required but not Provided

«  ARCHITECT CA 19-9XR Assay file aldtainzd from the ARCHITECT
iSystem e-Assay CD-AOM found an www.Bbootdizgroslics.com.

e 2K91 ARCHITECT CA 19-9XR Califraloes

s 2K91 ARCHITECT GA 19-9XR Conjrols

¢ 70B2-50 ARCHITECT Multi-Assay banual Diluent

¢  ARCHITECT Pre-Trigger Solution

* ARCHITECT Trigger Solution

+ ARCHITECT Wash Bulfer

=  ARACHITECT Reaction Vessels

=  ARCHITECT Sample Cups

s  ARCHITECT Septum

=  AAGHITECT Replacement Caps

= Pipettes or pipette tips (optional) 1t delivér the volumes specified
on he patient or control order S&TEdn.

For information on materials required for mamtanance procedures,

refer to the ARCHITECT System Oparations Manual, Section 9.

Assay Procedure

» Before loading the reagent kit on tha sysiem for the first time, the
microparticle bottle requires m'mg' 1o teslspend microparticles
that may have settled during snipment, After the tirst time the
microparticles have been loaded, o furiner mixing is requirad.

«  Invert the microparticle battle 30 times,

+  Visually inspect the bottle to ansurs miareparticles are
resuspended. If mictoparticlas e =il adhered to the bottle,
continue to invari the bottle uhtl ke microzarisles have
been completely resuspeanded.

« i the microparticles do not resespend, DO NOT USE.
Contact your local Abboti representative.

« Once the microparticles have [been nesuspendad, place a
septum on the bottle. For Instiustions about placing septums
on bottles, refer to the Aeagant Handling section of this
package inserl.

* Load the teagent kit on the ARCHITEDT (Systom.

+ Veriiy that all necessary 1aagaenls aré presant.

* Ensure that septums are prasent on 6 reagent bottles.

= Qrder calibration, if necessary.

s For information on ordering calibratons, refer to the
ARCHITECT System Oparsliins Marbial, Section 6.

*  Order tests.

«  For information on ordering patiant speoimans and
controls and for general eperaling precadures, refer 10 the
AACHITECT Syster Dperations Manual, Section 5.

«  Minimum sample cup voluma is chizulatad by the sysiam

and printed on the Orderlist repaorl. To mirsmize the effects of

avaporation, verity adequate sampla cup vullmi is present prior

to running the test.

Maximum number of replicates ssmpiad frem the same sample

cup: 10

»  Priority:

Sample volume for first test: 80 pl
Sample volume for each adddional tést from same sample
cup: 30 uL

= = 3 hours on board:

Sample volume tor first tast: 130 Ll
Sample volume for each additlenal tast from same sample
cup: 30 uL '

s > 3 hours on board: &dditianal sampia volume required

« If using primary or aliquot tubes, use lhe sample gauge 1o
ensura sufiicient palent specimen is present

+ Prepare ARCHITECT CA 19-9XA Calibraterg and Controls.
¢ Mix calibrator(s} and centrols by gsntlelinversion before use.
« Hold bottles vertically and dispense regommended volumes

into each raspective sample cup.
« Recommended volumes:

for each calibrator: 4 drops

for each control: 4 drops

« Load samples.

«  For information on leading samples, refer to the ARCHITECT
System Opsrations Manual, Section 5.

« Prass AUN.

« For additional Informatlon on principles of oparation, refer 1o the
ARCHITECT Systern Operations Manual, Section 3.

«  For aptimal performance, it is important to perform routine
maintenance as described in the ARCHITEGT System Operations
Manual, Section 9. Perdorm maintenance mpre freguently when
raquired by laboratory procedures.

Specimen Dilution Procedures

$pacimens with an ARCHITECT CA 19-9XR valye excesding

1200 UjrmL are flagged with the code > 1200.00" and may be
diluted using either the Automated Ditution Protgeol or the Manual
Dilution Procedure,

Automated Dllutlon Protocol

The system pertorms a 1:10 dilution of the specimen and
automatically calculates the conceniration of the specimen hetore
dilution and reports the result.

Manual Dllution Precedure

Suggestad dilution: 1:10

An additlonal 110 dilution may be made if needed.

1. Add 50 pL of the patient specimen 1o 450 pL of ARCHITECT
Multi-Assay Manual Diluem (7D82).

2. The operator musl enter the dilution faclerin the Palient or
Contral arder screen. The system will use this dilution factor 1o
automatically calculate the concentration df the sample before
dilution and repart ihe result. The dilution should be performed
so that the diluted resull reads greater than 30 U/mL.

For detailed information on ordering diiutions, refer to the ARCHITECT

System Operations Manual, Seclion 5.

Calibration

« Test Calibrators A-F in duplicate. The calibfalors shoutd be
priority loaded.

A single sample of each control level musi be tesled 1o evaluale
the assay calibration. Ensure that assay control values are within
\he ranges specified in (he respeciive control package insert.,

« Calibration Range: 0 - 1200 UfmL. ‘

+ Once an ARCHITECT CA 19-9XR calibratign is accepted and
stored, all supsaquent samplas may be tajtad without further
calibration unless.

s A reagent kil with a new lot number is|used or
« Controls are out of range,

« For detailed information on how ta perfarm|an assay calibration,

refer 1o the ARCHITECT Systam Operationls Manual, Section 6.

Quality Control Procedures

The recommended control requirement for the ARCHITECT

CA 19-9XR assay is that a single sample of sash cantrol level be
tested once every 24 hours each day of use. Il tha quality control
procedures in your laboratory require more froguent use of controls
to verify test results, follow your |aboratory-spacific procedures.




Verification of Assay Claims

For proiecals to verify package insert claims, refer fa the ARCHITECT
System Operations Manual, Appendix B,

The ARCHITEGT CA 19-BXR assay baigngs 1o mettiod group 1.

1 RESULTS

Calculation [
The ARCHITECT CA 19-9XR assay utiliz=s a Linear Regression data
reduction method to generate a calbration curva,

Flags

Soma results may contain inlormalion ([ the Flags field. For a
dascription of the flags Lhal may aopgeas in thig field, refer 1o the
ARCHITECT System Cperations Manusl, Ssclie 5,

# LIMITATIONS OF THE PROCEDURE

 The ARCHITECT CA 19-9XA aseay valus must be used in
conjunction with infarmation ayailabie irom clinical evaluation and
other dlagnostic procedures.

« |f the ARCHITECT CA 19-9XR results are Ihconeisiaet with clnical
evidence, additional festing Is lncommandsd.

+ Halerophilic zntibodies In human sefum can react with reagent
immunoglebuling, interfering with i v immuncassays. Patients
routinely exposed 10 animals or to amimal garuim products can
be prane 1o this interference and anomalous values may be
observed.*?

» Spacimens from patients who have racaived preparations of
mouse monoclonal antibodies for dingnosts o therapy may
conlain human anti-mouse ankibodizs (HAMA), Specimens
containing HAMA may produce engmaioud values when tested
with assay kits that employ mouss; monoclonal antibodies.
ARCHITECT CA 19-9XR reagents ¢ariain i component that
reduces the effect of HAMA raacine speojmens. Additional
clinical or giagnostic information may ke required to determine
pafient status.*'> 42

= Patients with confirmed caicinoms may nevs prelreatment
CA 19-9 assay values in the same|ranga &2 healthy individuals.
Elevations in circulating 1118-N5-33-9 remzlive determinants may
be cbserved in patienls with mutagiases and in nonmalignant
conditions such as hepalitis, cirthgsls, paroreattz, and other
gaslirointestinal disease. Elevated kavals Hive also besen seen
in cystic fibrosis.2" For these seasuns, n GA 19-0 assay value,
regardless of level, shauld not be knterpreiad as absolute
avidence for the presence or asence of mafgnant disease. The
ARCHITECT CA 19-9XR assay friyst not be used as a cancer
screening test.

+ Patients with the Le?™® phepotype may nil express the
1116-NS-18-9 reactive daterminani*?

s Aepreseniative performance dalta &re giviin in the EXPECTED
VALUES and SPECIFIC PEHFDHMANEEEEHAHABTEH&STH:E
seclions. Aesults obtained in wdividual labormiones may vary.

B EXPECTED VALUES

APPAAENTLY HEALTHY SUBJECTS

A sludy was perormed with three hungred suy (360) serum
specimens from apparently healthy ingividuaia. The distrioution of
ARCHITECT GA 19-9XR assay values from these specimens is shown
in the table below.*

Distribution of RACHITEDT GA 19-51H Values

| Pergenl %) -
Numbarafl  0-37.0 37,0400 108604 50031200 >1200
Sumjerts (WLl (Wmi)  (Unl)  jWmbl  flémb]
Apparently 360 B 5h 1] 0o 0,0

Hazlyy :-iu!:|r||!|_:

In this study, 94.4% of the specimens fram spparEnily healthy
subjects (n=360) had values of 37 LIl or |k=s

= Aepresentative dala; results in mdsictual labormlarles may vary from
these data.

NONMALIGNANT DISEASE

A study was performed with four hundred forty one (441) samples
from patients with ncnmalignanl disease to delermine the distribution
of serurn AACHITECT CA 19-9XR assay values. The distribution of
values determined in this study is shown in the lable below."

istribation of ARGHITERT £4 10-03A Velezs .

Porgont (%) -

Nonmalignant  Numbae i 0370 370400 1001800 SOL14200 > 1200
Disnasa Subfecta  (Wimb)  liml}  Wiml) [Lhml)  {UimE)
Beeml Pelyps KE| Era 4 o (k| i
Fancreatlis 3 1000 0.0 0.0 0.0 0.0
Gallbladder 2 85.2 0.0 0.0 0.0 i3
Liabetes 38 947 5.3 00 0.0 oo
Pulmonary 40 100.0 0.6 0.0 0.0 0.0
Lirrhosis 153 928 46 0.7 07 1.3
Hepatitis 68 926 74 0.0 0.0 a.0
Ranal 34 91.2 8.8 00 0o oo
Other 51 96.1 39 sH] 0.0 0.0

tiastrolntestinal

The ARCHITECT CA 19-8XA assay Is used in conjunction with olher
clinical methods in the managemenl of cancer patients,

Il is recommended that each laboratory establish ils own reference
valug for the population of intgrest.

* Representative data; results in individual laboratcries may vary from
lnese data.

Monltoring of Disease State In Patlents Diagnosed with Pancreatic
Gancer

Changes observed in serial CA 19-9 assay values when menitaring
pancreatlc cancer patients must be evaluated In conjunction with
other clinical methods.

The effectliveness of the ARCHITECT CA 19-9XR assay as an

aid in monitoring of disease state in pancreatic cancer patients

was determined by assessing changes in levelg of 1116-NS-19-9
reactive determinants in serlal serum samples jrom 74 patients
compared lo changes in disease state. A studyinvalving a lotal of
261 observations was performed with an average number of 3.5
chservations per patient. In this siudy a significgnt change in levels of
1116-NS-18-9 reactive determinants was defingd as at least a 14.0%
increase in assay valus (i.e., 2.5 times greater than the average of
the assay's observed total %CV [5.6%]). A 14.0% change represenls
the minimum magnilude change between two serial ARCHITECT

CA 19-9XRA measurements that could not be anrbuiad 1o assay
variation or noise. Positive concordance tatwsen serial samples with
at least a 14,.0% increase in assay value and disgsse progression
was found to be 48% (16/33). Negative consoriance between

serial samples with less than a 14.0% incressa in assay value and
no dissase progression was found 1o be 84% (BH[154). The overall
concordance was found to be 61% (114/187). The following lable
presents the dala in a 2 x 2 classification sohems®.

Chanye in Disease Stale por Sngueniial PI-Ir
Change in the Level of 1116-NS-19-9

Reactiva Daterminants Progression  No Prograssion Total
>14.0% 16 56 72

<14.0% 17 98 115
Tt 3 15 187

The following lable provides the per patient distribution*. Positive
goncordance between serial samples with at Igast a 14.0% increase
In assay value and disease progression was found 1o be 68%
{15{22). Negative concordance between serial|samples with less
than a 14.0% increase in assay value and no qisease progression
was found to be 69% (26/52). The overall congordance was found to
he 69% (51/74).




= [hahga in Disaase Slabe par Palbent
Change in the Lavel of 1116-N5-19-9

days on two separate insiruments. Each reagent lol usecd a single
callbration curve throughout the study. Data from this study are

~&— ARCHITECT CA 18-8xp
A 18-0 LA

=T

Mean racovery across two separata spiked concantraticns shown
above = 96 %

Reactiva Determinants Progrersian N Prugression Total summarized balow,"
214.0% 15 16 2 Ausgert Wuan Cong, Wil Run Tutal
<14.0% 7 36 43 Gample Lot Ingtrumanl & [U/mL) . aD wey 51_3 N =]
Total it} 52 74 Panel 1 1 1 Bl BASE 169 3G B10 AW
2 2 80 51.20 1.80 3.5 210 4,1
* Aspreseniative data, ts in individual lsbpralarias may vary from -
theseprdala results AT nrigg-may vary Panel 2 i 1 80  311.48 7.22 23 1072 34
) . o . . ¢ 2 @0 78882 014 32 1123 3¢
Belovlv are examples of serial menlioiig prolilis for two patients with Panel 3 1 3 0 7aeml 2782 37 3685 50
the disease state, ARCHITECT CA 18-8xHA assay values, and the ) ) 50 ?EBIBZ p ' 0 47‘65 bs
CA 19-9 AIA values.* The disease sisias ara:| ; : 25 5 :
* Progression from one collection Io!lh# nexl collection :uw | ! ! - aa0s ¥ 5. & i
(Progression) [ soniro 2 2 80 4233 294 68 460 65
* No Change in disease state (Siadlaj, l!"::gln ! 12 :g :T&S; 222 ig i?j ;:
= Reduction in the signs and gympiomn of the dissase from cne - f ] 20 781IGB -ul.?' 5'7 4é TERY!
collection 1o the next [Fesnonding). g ' 3 '
—= Santrol i 2 BO 78142 5210 BO 6528 84
Pancreatlc Cancer Serlal ARGHITEDT  FHA
Monlioring, Patlent A i ' Representative data; results in individual laboratories may vary from
Didgass CA T8y CA 153
1800 | Bate Wl WEl these data.
Progreseion 153081 14348
E 1600 Glable  ToaER  THAT Recovery
= 1400 Rezponding  EGSG2 4800 - m i i
2 oo Ai ng S57A sTOA The ARCHITECT CA 18-8XR assay is designed lp have a m.ean
o | b recovery of 100 + 15% when 1116-NS-19-9 reactive delerminants are
o 1232 | added to serum samples.
e 800 = A study was periormed for the ARCHITECT CA 19-3XR assay based
§ 400 {—=— ARGHITECT CA 188 | TrwieetTTT on guidance from Tietz Textbook of Clinical Ch)a.mistry.“5 Known
O onp o A 1.8 B concentratiohs of 1116-NS-19-9 reactive determinants were added
Q = 1o human serum samples. The concentration of 1116-N&-19-9
[ Sep-02 Oct-02 N2 Dec-02 |eactive determinanis was determined using the ARCHITECT
Specimen Collection Date CA 19-9XR assay, and the resulting percent regovery was calculated
[3epresentative data trom this study are summarized in the lable
Pancreatlc C-ancer Serial JECHITELT IR I?Elnw"
Monltoring, Patient B Gigagsn CA 1S TA 10.0 Endngennys 11 15-HE-19-9 feaotin  Ohsarend ARCHITECT
3000 fatr UWmi Wimd, Azzay Value  Oelarrninands Adsod  GA 153X Ausay Vil
L Shable 164755 14028 Sampln  (Wiml) iLiimd| {Uimd] % Masnvery*”
ks 153815 11342 YR .I..i"g
E 2500 Progesmon Z32358 T4 L ety i o -
=5 /’\ Shee {7208 9787 629.91 645,00 55
g 2000 | Suble 170 2 2850 124.21 146,73 96
'-E 1500 P 625.91 508,93 91
£ Mreeas . o o 3 58,41 12421 176.18 108
& oo e R 620.91 e 12 98
<
=]
O X0
Q

Jan-03 Feb-03 Ma-03 Apr-03  May-03
| Specimen Collection Date

* Representalive data; results in Individunl laboratorizs may vary from
these data.

ll SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The ARCHITECT CA 19-9XR assay is g#signsd 1o have an assay
pracision of 10% 1otal CV,

A sludy was performed as described ger tho Mational Commitles

for Clinical Laboratory Standards {NGEGLS) Protocdl EP5-A2.% Six
samples were 1esied consisting of 1w pan=ls of pooled serum
{panels 1 and 2}, one panel of s=ruml i whigh 1116-N3-19.9 reactive
delerminants were added (panel 3), a;;nd ine thras ARCHITECT

CA 19-9XR Controls. Testing was periormad sing two lots of
reagents, in replicates of two at \wo saparats times per day for 20

Observed {U/mL)

Endagenous Level (U/mL) + 11 ‘LB-N#-WQ-Q
Reactive Oeterminants Added (/L)

*" % Recovery = 100

* Rgpresentative data; results in individual Iabqralnries may vary from
thgse data.

Dilution Linearity

The ARCHITECT CA 19-8XR assay is designed lo have a mean
recovery of 100 t 15% of the expected result 1‘¢r diluted specimens.
A study was performed for the ARCHITECT CA|19-8XR assay
maodeled after the National Gommittee for Clinical Laboratory
Standards (NCCLS) Protocol EPE-P2.%6 Samples with known
glovated 1116-NS-19-8 reactive determinant cgncentraticns

were diluted with ARGHITECT Multi-Assay Mariual Diluent. The
1116-NS-12-9 reactive detarminants concantration was determined
for each dilution and the parcent recovery was calculated.
Representative data from this study are summarized below.*




CHEMOTHERAPEUTIC AGENTS

The average recavery observed during the study ranged from 95% t0

Expected Velun  Vafun Dhfaéned

Ssmphs  Final Dilution Factor |umlbi| (Wil % Hacmmry*™

i Undiluted 155 02eEs
12 51227 472.46 a7
1:4 256.14 264.26 103
15 204,91 208.57 102
1:10 102.45 106.94 106
1:20 51.23 5433 106

Undiluted 1 ¥l 50 1150.50 .

12 575.25 551.62 96
14 297.63 291.06 101
15 230,10 253.65 0
1310 11585 12597 109
1720 57.53 | §2.57 108

Undiluted 162028 028,55 -
12 51412 402,39 9
14 p57.08! 200,24 113
1:5 H6.55! 204.03 98
110 sy 120.76 17
1:20 ttal | 57.25 111

Mean recovery across the three diutag =amples shown above
= 105%
Values Obtained x Dllutiod Fectar

LUndftutad: Expected Valin

%100

** o Recovery =

“ Representative dala; results in indivdual lsbralories may vary from
these data.

Anaiytical Sensitivity

The analytical sensitivity of the' ARCHITEDT & 19-29XR assay was
caleulated to be better than 2.00 LfmL {n = 18 runs, in replicates of
10).

Analiytical sensitivity is defined as the concertiration at two standard
deviations from the ARCHITECT CA 18-0XR Cabhraloe A (0 UfmL},
and represents the lowest measiahis concentration of 1116-N8-19-9
reactive determinants that can be disfnguisned from 2ero.

Interference

The ARCHITECT CA 19-9XR assay is desinad to have a mean
recovery of 100 + 12% in the prasencs of the chemotherapeutic
agents listed below and elevated |svets of biirubin. hemoglobin,
triglycerides, and tolal protein at the lavels inpioaiad,

A sludy based on guidance from the NGCLS Prolpce: EP7-A%
was pefdormed for the ARCHITECT CA 15-2XA assay. Specimens
with 1116-NS-19-9 reactive gatarmnant levels between 49.6 and
509.4 U/mL were supplemented with {ne loligwing potentially
interfering subsiances and chamoiheripoutiol agents.
POTENTIALLY INTERFERING SUBSTANCES

The average recovery observed diring the srudy ranged from 91% to
102%."

Substance Concentratlan
Bilirubin 27 majdL
Hemoglobin GO0 mpidl
Tortal Pretein 100 g/dl
Trigheerides B1pD mgjaL

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

104%.*

Substance Conicentratipn
5-Flucrourail 0.320 mg/mL
Cisplatin 0.057 mgjmL
Cyclophosphamide 0.375 mg/mL
Cylarabine 30 pgfmL
Daxorubicin 40 pgimL
Gemcitabine 0.382 mg/mL
Leucavorin 0.114 mg/mL
Methotrexate 0,909 mg/mL
Paclitaxsl 0.067 mgfmlL
Streplozotocin 0.28 mg/mL.
Tamoxifen 2.28 yg/dL

* Represenlalive data; resulis in individual laboratories may vary frem
:hese data.
EVALUATION OF POTENTIALLY INTERFERING CLINICAL
CONDITIONS
‘The ARCHITECT CA 19-9XR assay is deslgned| o have a mean
~gcovery of 100 £ 12% in the presence of HAMA and rheumatoid
factor (RF).
The ARCHITECT CA 19-9XR assay was evalualed using specimens
~ith HAMA and RF to further assess the clinical specificity. Five
specimens posltive for HAMA and flve specimens posltive for
AF wers evaluated for % recovery with 1116-NB-18-8 reactive
determinants spiked into each specimen at 35;and 250 U/mL. Mean
percent recovery results are summarlzed in the following table.
Clinical Condition  Mumber of Specimens . Mean % Recovery
HAMA 10 93
RF 10 93

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

Camyover

Mo significant carryover (less than 2.00 UjmL in CA19-9XA Calibrator
A”) was observed for the ARCHITECT CA 19-9XR assay when 2
sample containing up to 320,000 U/mL of ¥1 1$-NS-19-9 reactive
determinants was assayed.

* Represantaliva data; results in individual labdralories may vary from
these data. ‘

High Dose Hook

No high dose hook effect was observed for the| ARCHITECT

CA 19-9XA assay when samples containing uq to 1,750,000 UfmL*
of 1116-NS-19-9 reactive delarminants werg agsayed. High dose
hook is a phenomenon whereby very high Ievej specimans may
falsely read within the dynamic range of the aqsay.

* Representative data; results in individual labgrataries may vary from
lhese data.
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ARCHITECT
CA 125 II Calibrators

INTENDED USE

The ARCHITECT CA 125 Il Calibrators are for the calibration of the
ARCHITECT iSystam when usad tor ths quanlitztive determination of
OC 125 definad antigen In human sailim and plasma,

Refer to the ARCHITECT CA 125 Il rasgent package Insert tor
addltlonal Informatlon.

CONTENTS _

6 Bottles (4 mL each) of ARGHITECT |4 124 Il Calibrators. Calibrator
A conlains TAIS buffer with protein [bpving! stabilizers, Caliorators B
- F contain OC125 defined antigen (Mum:n) prepared in TRIS buffer
with protein (bovine) stabilizers. Presgrvatives: Sodium Azide and
ProClin 300.

The calibrators yield the following concentratons

CA 125 1| Concentration

R 2

Callbrators UmL
CAL|A] 0
20
75
225
Bon
Y00
STANDARDIZATION

CA 125 assay values are expressed as Ujmll A unit is a value
related to a Fujirebio Diagnostics, Ing. imainimined reference
preparation, The calibrators for the ABCHITELDT CA 125 1) assay are
manufactured volumetrically and are salsranced 1o this standard
prapared by Fujirebie Diagnosties, Ing, Therelis no internationally
recognized CA 125 slandard swailabis =i this time,

PRECAUTIONS

Hl

¢ For In Vitro Dlagrostlc Use

. & CAUTION: This prosuci sontans human-soursed and/

or potentially infectious componamis, Csliteators B-F centain
antigen derived from a human gl lins. Mo known test method
can affer complete assurance 1:a1 produbits derived fram human
sources or inactivated micreorgarksms will nol wransmit infection.
Therefore, all human-sourced materials shauld be considered
potentially infectious, It is recommanded fhal these reagents and
human spacimens be handled in gceardanca with the OSHA
Standard on Bloodberne Fathoge=hs, Biosafsiy Level 2 or ather
appropriate biosalety practices sitould ba used for materials that
contain ar ara suspected of cphtdning infeciicus agents.™

B en

CA125 I

2K45

602-001 8/14/R11
$2K450

2K45-01

I

L T e e e D S L

Cantains mepyfieahiszalones-and sadlum
| Exidl,

|MBy tatise an alric akin tsaotor.

| ESptaot with acics: IBaEN vary 1o gas:

Ayl breathing aiist { vaptiz |
| Cafammnatis !.ublﬂ:lmnlng shoula nat e |
| allgwed out of Ine werkplace:

e ar

240 Wiesar pratoctive gloves | protBkiie
eletring / eyt protestian,
P0Z+E352 IE ON SKIf: Wast, wil phuwnr e |
bamEa | |
radical adies | Mpmun. |
Pag+EAs Fake of ceniaminated. claning-aod wese |
it lesforan il !
|
Deanosi 0! condents:| coniaing: in |

|meeordange win lbeal rgulaions

Safety Data Sheets are available a1 www.abboltdiagnostics.com or
cortact your lacal reprasaniaive,

For aiainiféd disoussion of salaly

L sty ditiig wpstem
'MWW Erieraliting Manual,

el

B
STORAGE

s Calibrators are stable until the expiralion qate when etored and
handled as directed.
= Do not use past expiration data.

%,a'c
. 2'C-/

PREPARATION FOR ANALYSIS

» Calirators may be used immediately aﬁej removal from 2-8°C
slorage.

»  Prior to use, mix by gentle inversion (5-1C fimes).

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