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Catalog Number  Contenty Number of Teets
118154 6 visks of ACS:1B0% PSA Lits Reagent 0

6 visls of ACS:1B0 PSA Solict Phase
ACS:180 PSA Master Corve card

18152 1 visl o ACS: 180 PSA Like Reagent 50
1 vial of ACS:180 PSA Soid Phase
ACS:180 PSA Master Cuovve cant

Preliminery 118159 Rav. B, 7/2000

Intended Use

This in vitro dingnocSic assay is ivendad i quantiatively measune prostate-specific anbgen
[PSA} in human serom using ths ACS:150" Avlomated Chemiuminesconce Syslems. This assay
is indicaied for the measurament of seruen PSA In conjunction with Digital Ractal Exam {DRE} s
an 3id in the deteciion of prosiale cancer ia men aged S0 years and oider. This assay i further
indicaied 83 an aid in the munagemend {monlioring) of paiants with prostats cuncer.

For In Vikro Diagmostic Use.

Materials Required But Not Provided

Cataloy Number Descziption Conturis

11BN Calibrator  visks of low calibralor
& vads of high callbrator

o

118220 Calibraior O 7 viads of low calioralor
2 vials of high caSbrator

672013 Septum Caps 100ipackage

Optional Reagents

Catatog Number Description

672260 Mul-Divent 2

18197 PSA Master Curve: Material

565000 Ugand Phut 1, 2, 3 .

966400 Ligand Piust 1, 2, 3 bercode lebels

976700 Tumor Marker Pus 1,2

114975 Yurmor Marker Plus 1,2 barcode babels

Summary and Explanation of the Test

Prosiate-speciic snfigen (PSA} s a single-chain glycoprotain mormially found In Ihe cyloplasm of
the epithallal cells fining the aciel and ducis of e prostate gland.! PSA is & neviral sering
prodeass of 240 aming acids involvad in the lysis of sevinal coagulum 23

PSA is delactad in he serum of males with nornal, banign hyperirophic, and maiignant prostaie
Scsun. PSA Is nol deteciod in the serum of males withoul Tesue (bocause of radical
prostataciomy or or in ther vy of most lemalas. The facl thal PSA is
unique ko proctate Sssue makes W  sultable marker for monlioring men wilh cancer of e
prostale. PSA is siso uselu for determining possitie recuranoe after heragy whon ssed in
conjunction with olher diagnosh indices. A3
Meaurernont of sarum PSA levels is not reconmandad 2 2 scraaning procadure jor the
diagncsis of cancer bacause slevaled PSA keveis 2is0 se obsarved in palienis with benign
hyparirophy. Howevar, studies suggest that the messunement of PEA in conjunciion
wih digital rectal examinadion {DRE) aad ulkesound povide a betier medhod of detecing
prostais cancar than DRE alone $4
PSA levals incraase in men with cancer of the prostale, and afler radical prostaleciony PSA
Tevels routinaly Fall 10 the undetectable range.* I peostalic kssue remains aker surgery o
matatasis has occured, PSA sppears 10 be utehul in delacting residoal ind sy recumence of
Turnor 1M Therafors, serial PSA levels tan halp determine the sutcess of prostaciomy, and he
nead Sor further Srsaiment, such as reckalion, endocrine or chemotharapy. and in tha monitoring
of tha sliaciveness of therapy 43811

Agsay Principle

That ACS- 160 PSA assay i 3 two-5ie 3andwich Immunoassay using ficect chemiuminomeric
achnalogy, which uses constant amounts of ten antibodies. The first anibody, i the Lile
Reagen, is & polyclonal goal anii-PSA antbody labeled with acridinium exiar. The sacond
anibody, in the Sold Phase, s a monoclonai mouse sné-PSA antbody, which i covalently
coupled 1o paramagnebc pariicias,

The system sulomatically peeforms the Toowing steps:

v disponses 35 pl of sample into 2 cuvetie

. mmpl.dswwhasemdtOOyLdUbReagenlmdmnbaasherea;anls
for 7.5 minudes # 37°C

v separales, aspirles, and washes e cuvelies with reagent waleriz

»  disposses 300 i each of Reagent 1 and Reagent 2 1o intiale te chemiuminescent
raction

»  repors resulls according K the selecied opton, as described in the system oparaiing
insiruciians o in the online halp sysiem

A threct melalionship audsis batween The amount of PSA presan in the patient sampie and the

amound of ralalive ight urits. {RLUS) delacied by the system.

Specimen Collection and Handling

Serum i the recommenstod sampie type Tor this assay.

Tha kolowing recommendations kor handiing and $toring blood samples are fumished by e
National Committes Jor Clinical Laboratory Standards {NCCLS).»

Collect sl iood samples obaerdag unversal precautions for venipunchune.,

Aliow samgies 1o ool adequalely before cenirfugation.

Koup lubes stoppersd and ugeighi 3t all mes.

Do nol wse samphes that have been siored al room ismperatuns for longer than 8 hours.
Tightty cap and relrigerate specimens at 2 & B"C i the assay & not compleled within

B hours,

+  Fros2e samples a or below -20°C € the sample is not assayed within 48 hours.
= Freeze samples only once and mix thomughly aher thawing.

Befors piacing samples on lhe sysiem ensum hat

o Samples are frea of fbrin or Dther particulaie mather.

«  Samples are free of bubbles.

Rea

For I Vil Diagnosic Use.

CAUTION: .

s Discond opened axsay seagents bt are 8¢ room lemperature (20 1o 307C) for a lotal of
48 hours. Do vol s these reagents 10 calltxala Wha sysiem or 3552y Samples,

. Doumlicwmnmulhwau

» Do aot mix magenis fom diferant Jots.

Reagent Vokune Ingredients Storage  Stablllty
ACS180PSA  5.0mivial  polyclonal goot svi-PSA  2-8°C  unlil he expimbon
L Rasgont aafoady {-385 nghvial) dﬂmuv’dw
fabsled with acridinium
wiiar in buffarsd $aline with u.mﬂiwﬂhmn
pratorvalives al room lamperate

ACS:180PSA  125misal monocional mouse ant- 2-8"C  unif the expicaion

Solid Phass PSA antibody - date on the vial kabel
{-312.5 pghvial) covalenty o
coupiad o pacamagnefic cumulalive 48 hours
particies in buffored saline a room mperatrs
with presorvatives )

POTENTIAL BNORAZARD: Human andior ofhar bickogical source msteral, Handile as ¥
polentaty Inlecous.,

This product may contain one of more of the lofiowing materials:

o e pecum OF placa, of other human source makerial

«  biglogical sowce malerial of no-heman ofigin

Yhile sach hurman senm or plasms donor unkl usad in Whe manufactue of this product was
fesind gnd found non-seaciive for hepatilis B surtace anigan (HESAG), aniibody I hepalis C -
[HCV), and andibody ko HIV-112 by FDA-spproved methods, Bl products manutackared using
Surnan of non-human soute material should be andied a8 poianiially Infecious. Them ane no
approved ieets lor other human andlor son-human sourca makerial. Kandle this product ;
acoording 1o sstablichad gosd keborsiery practices, 1%

Praparing the Reagents

For best resulls, lhoroughly mix the: 5okd Phasse by inverting tha vial before sach uss. Visualy
inspect tha botiom of the vial 10 snsurs that all pariicles are dispersed and suspended. i foaming
occurs, im e fop of the vial with applicator sicks L remove Ihe foam.

»  Room lemporsture {20 % 30°C) equiRbcation is nol requised belore use.

»  Placa sapium caps on the Lile Reagent and Solid Phase vials.

» Do nol mix reagents from diflerant iots.

Calibrating the Assay
For detaed inemation sbout enkeing cailbraion viues, rafer K the sysiem opersing
Insiuctions or 1 I onfing halp Sysiom.

Mastor Curve Calibration

The ACS: 180 PSA assay requires a Masier Curve calibraion whon using a new lot number of
Lie Reagant and Sobd Phaxe. For aach new ol number of Lite Reagen! and Solid Phass, use
Wit baveode wand of keyboaed i enter the Master Curvs values on Ihe system. Tha Masier
Curve card containg the Master Corve values,
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Calibration Interval

The ACS: 18 PSA assay requires 2 two-point calibralion;
o evory Hdays

v when changing ol numbers of acsay reagents

. when meplacing system components

\ when qualily coniml results are repesbediy out of range

slity Control

For detailed information about entering quality oankrol values, refer b the system aperating

nstructions of o the online help sysiem.

Tcwﬂummmmwdmm.aanﬁmuquimmbwkd

quality control malarial shouid be assayed on each day thal samples are anslyzed. Quality

mdmmwmmmmawdmruam

control samples the same 28 patient samples.

For quasity conwol of the ACS:180 PSA assay, usa Ligand Plus, Tumor Marker Pius, of an

equivalent quality conirol matscial. Reter 10 ha product inserts for the suggesied Expeciad

Values. i he quality control results da not 12k within the svggested Expecied Valuas or within the

Laboratoty's estabished vekues, then oo W foliowing:

o mview hese nsuctions 10 sasure that the @ssay was performesd according i the
procedures secommandad by Bayer Diagnosiics

«  verify that the materiols are not sxpired

o verify that required mainjenanca was periormed

« ¥ necessary, mvun the pueality conrol samples or contact Bayer Diagnastics for more

© assistance

Sample Volume

This assay requinse 35 L of samphs for & sinple determinglion. This volume doas not include the
unsabia volurne In the samgls cup o the additional voksms requinsd when parforming duplcates
o oZhec lests on the same Lampls.

Assay Procedure

For detaled information about oparating tha sysiems, refer 1 he sysiem opevaiing nstrecions

of i the onfing help sysiom.

ROTE:

o K mbomatic iy a0d cup sesignment i oR, usa the printsd worklist 28 2 quide for loadeg
caiibrakors, quality conrol malerial, snd palient samples inie the cormect iray and cup
posiion.

. Hmmﬂmmbdﬂimmmpmmﬁun
bamoded, load samples in sny posiion.

1. Schedule the requested Jasts or profles for sach sample.

2 Prepars and koad Caltbrator Q. W required:

: mnmmmmmmhmmhumo'
productinser. -

b. Dispense Ihe kow and high cabralors inio sample cups kabaled with the appropriate
barcode labels, .

¢ Load dive samgie cups on the Samphe Way. ) )
Ercsuve That the low calibrakr precedes the high calibralor on the sample ray.

1 Prepare and load tha quality control samples:

2 Prepare the quality control inadirial acconding o the inabructions in the quality control
producd insert.

b. Dispaces tha qualily control sampies inlo Labeled sampla cups.

¢ Load the sawple cups in the spprogpriais positions on the sample ray.

& Propare bha primary tubes or sample cops and load them on e sampls iray.

5. diution is required, dispense Mul-Dint 2 into 2 sampie cp labeled with the approprisle
barcode label and load the sample cup on the sample ay.

£ Load the Ui Reagent and Sokd Phase in sdjacent pocitions on the ragent ray.

7. Start e System.

Procedural Notes

Cakeylations

For detadled information sbout how the sysiam calcylales rcults, sefer i ta Syshem nparging

insuciions G ko ha onfice help Kystem.

The sysiam reports senam PSA results la ng/ml {macs wnits} o gL {51 unils), depanding on the

units dokad when selling up the assay. The conversion omuéa is Tagiml = 1 pgl

Dilutions B

= Serun samples with levels of PSA grester than 100 ngimil. (100 pg/L} must ba diuled and
uwpwwmmmwmmzhum

»  Pulienl samples Can be sulomalically dilded by the system or prepared monually, For
sulcrnake ditutions, ensura thal Waili-Dilvent 2 is loaded and sal e sysiem pacimelers o8
Diution selpaint: < 100 ngiml. {100 g}
Diution factor: 2, 5
For detailed information sbout aulbmalic: diutions, sfer i the sysiem aperaling
Instructions or 10 the onfine help systam, )

v Masually diluky the paient samples when patient results exceed lhe bnearily of the assay

.., esing avlomalic diiution, or when aboralary profcol requices manual dilvion.

© "y line Mui-Diluent 2 fo manually diluts pefient campiea, and then kud the Sivied samgle on

. sample iray, replacing the undiiad sample.

o Engiane that results are athematically cormaciad or diliion. X 2 prediiuion tacior is
onlered whon scheduling the: lesl, The tysiem sulomatically calculales e result.

High Dose Hook Effect -

Paliert saimpias wilh high totl PSA levels can cause » paradoxical decrease in the RLUs (high
dose book effect]. In this assay, paliemt samples with total PSA levels as high ss 17,000 ng/al.
{17,000 pa/L) wil assay greater than 400 ngiml (400 pg/L).

Disposal

Dispose of hazardous o biglogically contaminated malerialy acconding ko the practices of your
institubon, Discard 3 materials in 3 sale and acceptable manner, and in compliance with oA
dfederdl, slate, and local retuirements.

Speciment oblained kom patents undengoing provisie manipulaion, sspecially needie biopsy
and iransunsiheal sessciion, iy show emonecusly high resulis.$ Care should be baken that PSA
samples wre drgwn balore hese procadues are perfonmed.

Prostaie cancer pakients. under neatment with ané-androgens: and LHRH agonists may suhibit
markadly educed beveis of PSA. Also, men treated for besign prostatic hypesplacia with inhibiors
of Sa-recuciasa (nastaride) mry demonsirale 8 sigalicant reducton in PSA levals compared lo
values prior 1 reatment. 2 Care should be takan whes iniarpreling valuas from these indriduals.
The concomirabon of PSA In 2 given specimen delermined with 2552y from differsnt
manufachuress can valy bacaupe of diffesences in assay methods, callwation, and reagent
spacikcity.® PSA in senarm and in seminal fhid exists primarily in complexed and fres fonms,
ncpacively, Quality conirol sarngles may be produced by inkoducing serminal fiuid PSA into
serum makices. PSA levels in ihase control, detsemined with deffwrenl manufacturers” assays,
wil vany depending on the method of standanization, anibody speciicity, and dierent reackvity
with complened and free forms of PSA_ Thersions, itis important 1o use mscay speciic valves 1D
ovalupe quality conirol results.

Heterophiic anliboches in human senam can resct wil reagent imerunogicbuling, interfering with
i vty immunaassays. 3 Patients routinely sqposed in animals or lo wnimal serum products can
be prone o This inlacrences and snomaous values may be cbearved. Addional informalion may
be required for diagnosis.

Serum specimens that are ... Demonsirate < § % change Imresulis sp 16 . ...

homolyzed 500 mgAlL. of hesmaglobin
pomc 1000 gL of Wighycerides
icteric 40 mg/dL of biirubin
Equimolarity

To dernonstrate e equimolarity of the ACS: 180 PSA assay (the m3ay reoognizes frea-P5A and
e PSA-ACT complax equally wei, fve samples with free-PSA. concentralions ranging from 0 i
100% and 2 okal PSA, concentration of ~4 ngiml. wene analyzed using the ACS: 180 PSA msay.
The foliowing data demonsivate that the ACS: 160 PSA ssay i equimolar.

% free-PSA % PSA-ACT ACS:180 PSA inghmL)
100 ° ¥
80 2 4
50 50 42
»n 0 44
0 100 44
Expected Results

To confiern e disirbution of toei PEA In patisnis, 86 shown below, servn samgles fom healthy

subjects and palents. with various. maligaant dlsaases ware analy2ed uing the ACS: 100 PSA
magents, The paierts inchaded b this shidy reprasent a variely of dicanse sivles fom active,
progressive makgnancy 1o no cinical evidence of disease. The fraquency of posifve PEA results
i signiicantly lowsr in pallents with no avidence of acive dissace companed o Bhse with ackve
dnaztn.

% Distribution of PSA by Diagnostic Category

) Median

. (T VTR TR R T TV Y PSA
Pationt fgmt)  (oml)  (otl)  (iml)  feoml)
Diagnosls N @) Gol)  Gol)  (wol)  (ueh)
Apparertly Heathy , .
Female 00 100.0 0.0 00 0.0 < QD6
Male < &) Fi] 1.0 a0 o0 00 073
Male 40-50 L] 106.0 0.0 14} 0.0 0.53
Male 50-60 54 000 00 00 [ 063
Wale 6070 L 1] o0 0.0 00 Q.85
Sale > 70 s 1000 b1 00 0.0 o7
Total Males 23 1000 0. e 1] an
Prociale Cancer
Stage A £ §9.0 52 48 00 192
Sage B © S 60.0 2o %0 0.0 as2
Stage C 4 208 2 41 23 525
Siage 0 % 5.5 17 ne 22 L
Total Prostate w 516 2.0 9.3 1.1 404
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% Distribution of PSA by Diagnostic Catagory

Nedlan
040 A0 0N > PSA

Patlent (rgiml)  ing/ml}  ingiml)  {ngimi)  (ngiml)
Disgnosls L o) foh) (wpl)  lwed}  Geol)
Bonign Dissases
Prostale Hypervophy 152 6.7 ne 204 80 437
{BPH}
Gendiourinary (GUY 50 900 80 20 0.0 138
Prostatifis 18 el 56 56 B11 1259
Rheumiok F acior 5 1000 o0 06 o 0.58
Other Cancers .
Braast 0% Wo 0.0 0.0 0.6 0.08
Renal & 1000 00 04 0o 0.37
Puimonary % 1000 0.0 o 0.0 008
Misc. GU » 523 51 26 (1)) 0.42
Gastroiniestingl 12 1.7 00 0.0 B3 090
Othex | 1000 0.0 0.0 a0 045

Expected Values In the Detection of Prostate Cancer

A n avaluaion was conducied 10 lest the eflsctveness of PSA aiong with ORE as an.aid in

delecion of prostole cancer. A et of 201 biopsied men aged 50 years or older were included in
hm.hhmﬂmdmmﬁﬂ?ﬁmuﬁﬂmmﬂhmmmm

posiive praciciive vais (PPV) of PSA al the culoll of 4.0 ngimt. (40 g} wae 28.4%. Thia
mmmummmmammm“m

elioctive hian DRE sione.

PSA sievalions preater inan 4.0 gl (4.0 pgA) reay waman addional testing even i the DRE
umum.umhmm:mwuimmaumsmmm

may abso reduine addionsl testing since DRE delacied 7% {13/76) of cancers hat PSA

dolerminations did not.
Rales & tha ibowing table for 3 summary of the skudy results:
Summary of Resuits for ACS:180 PSA

Wunberof  Mwmber of

Subjects  Cancen % Positive Biopsies
Al subjects 1 » 2.1
PEA > 4.0 ngiml {ppl) Fl & ;4
DRE« 17 55 a3
PSA < 4.0 ngimiL {igh), DRE- u 1 3t
PSA > LOngimb (pgl). DRE- 2 2 152
PSA < 4.0 nghnl. (gl ), ORE= 41 1 nz
PSA > 40 ngiml {1gh), DRE+ 86 42 444
DRE~= Suspicious for cancer.
DRE- = Not sucpicious for cancer.

As with all in vilro diagrosic avsays, sach laboralory should delemmine its own reference:
rangels) ko the diagnosi: evaluskion of patient resuls. 1

Performance Characteristics

Thens e 1o known crmss-mactanks K PSA
The potental Inferference of chemotherapsulic agents, therapeuiic drugs, and lmor markes

antigens was tested by

widing These substances b serum poos tontaining PSA rangieg from

077 1 .12 ag/ml (0.77 10 7.12 nglL). The level of PSA In each ol ot pooks was then
deterrined using e ACS:180 PSA sssay s normalized 10 the level withau! the mepecive

dregs of anbgen.

Amount Added  Mean % Recovery
Substance {uglml) {Sphaitontrof x 100)
Cyclophasphamide 00 1005
Dosorublein Hydrochloride 518 - 100
Mehotrexats 272 1
Mogesirol acetale %6 101
Diathwisibacired 5.0 100
Lauprolide [LUPRON) 158 100
Esramustine Phosphaie 817 99
Putarmide 0.0 100
Zoladiex {Gosersiin Acetale) 7.2 %
Treypsin Prosear [Finsterie] 03 pLir ]
Cardua 0.4 10¢

Intarfasence iaeiing wis delermined accosding 1o MCCLS Oocymant EXT-P.2

Sensitivity and Assay Range

The ACS:160 PSA atsay messures total PSA concaniraions up 16 100 ngéml. (100 pgA.) wilh a
concusiralion (analyical sensilwity) of 0.05 agind, (0.06 giL). Analyical

minimum

deinctable
seruitivity s definad s the concenirslion of PSA that comesponds 1o the RLUS hat e

standand devialicas greater than the mean RLUs of 20 replcale detecminations of the PSA zero

standard.

Method Comparison

For 290 sampies i the range of 00610 1

e ACS: 130 PSA gssay and 90 aemale method is described by the aqualion;
ACS:1B0 PSA = L9 (ahewnate mathod] + 0.098 npiml.
Comeiation ConfRciant

i) = 0985

Ditution Recovery
Six human serum sampiss in e range of 2.02 ip 55,88 nghvl. {3.02 10 85.88 pghl) of 1ol FSA
wera diuied 1:2, 1:4, wnd 1:8 with Waubi-Diuent 2 and assayed for recovery and paraieism. The
pacoveries canged from §7.4% 10 112.2% with amean of 103.6%.

ENGs-3

Observed Expectd  Observed Expacted %

00 ngAmL {0.05 1 100 ig/L), tha relationstip between

Sample  Odution {pgml)  tpml} (o)  {upl) Recovery
1 — 3w 302
12 1.54 154 154 154 102.0
1:4 &Te 076 079 076 103.9
18 0.3 038 039 0% w026
Mean 1029
2 - 1047 10.87
12 530 544 530 S 974
14 27 n 216 wn 1015
18 143 1.3% 143 1.% 105.1
Mean 1013
3 - 1815 1815
12 .20 a7 520 oy 014
4 464 454 464 454 1022
18 an rdi] X 27 1016
Seaw 1018
4 - 345 W45
12 1950 19.72 19.50 19.2 1015
] 989 961 .99 o8 1029
18 £19 4t 519 an 1078
Mean 1043
5 - 649 6749
12 00 nM U0 M 1008
14 1748 165 1748 1687 1036
14 o847 044 247 (171 122
Blean 1055
& - 85.88 85.88
12 43.96 4254 4395 4254 1024
14 285 041 2485 214 1064
8 n 1074 173 1074 1092
: Moan 106.0
Meas 18
Splking Recovery

vmmnsdpsnmmuwmmmmmmm
from < 0.06 0 3.05 gl (< 0.06 ko 3.05 gL} The ancunt of PSA thal wos added varied Wom
17.5 1o 634 ngiml, {17.50.63.4 poAL)J. When
(rocovared) values of iotal PSA svaraged 93.4% with a range of 92.6 % W7.7%.

1o the expechad value, the meacursd

Amouat Amount
Added  Observed Added  Observed %
Sample  tpl)  ngiml) {pgl} (g} Racovery
1 -_ 081 - [T 1
48 2639 HE b %9.1
Qar 4758 01 768 1073
634 1.3 B34 6131 554
Mean 1005
p) - 105 - 105
M UG 0 2466 952
437 4438 Qar 438 96.9
634 573 04 .73 026
Mean : 949
k] - < D06 - <006
125 18256 175 18.26 1042
204 256 04 R 1071
M3 4242 M3 242 953
Mean 1024
4 - k3| — FX )}
M8 25 28 s 1046
437 4158 a1 ars8 1028
514 B8 634 6131 811
Maan @5 -

/5



[ ] IHJI:I] -~

Amounl Armoumt
Added Observed Added Observed %
Sample  {ngmb)  ingiml} {uolL} o) Recovery
5 —_ 2n - amn
43 %9 48 6.90 ns
: 97 4781 7 4797 103.5
) 84 66.13 B34 66.13 100.0
’ Meaan 100.3
& - a0 - 105
43 s 48 78 998
437 46.23 &3.7 42 99
634 B4.T4 634 (TR 92
Mean %7
Mean 994
Precision

Eight samples were sssayed 3 Bimes in § assays, on each of 4 systems (n = 72 for each sanple],
over § pesiod of 3 days. The folowing resulls wens obiained:

Mun Mean Withi-rum Runtoqon  Totd
[ngiml) {ught) %LV %CV %CY
oM o 34 a2 59
0.91 0. 3 % 53
1.8 183 28 33 50
17.55 1755 28 27 42
182 1823 28 31 T
07 21 a2 0 51
5434 54.34 35, 33 53
76.25 76.25 37 14 §3
Camy-over

Ho significant camy-over was defociad {less than the anslytical sensitivity} when & sample
containing 3000 ng/mi. (8000 gL} of PSA wae sssayed.

Standardization
The ACS:180 PSA assay was standardized using highly puriied PSA. Value {concesiralion)
assighmaent was based an adgisiment 1o 1 neference Method comparison grokocdl 1

Evaluating Results
FWWMWMMM&!NM&%*DMWM
or I thet online heip sysiem,
fokowing lc recommended when you obearve poor reproducibility of fotal PSA values atlow
levals e if you are nixt satishod with assay performance:
«  Ensurm thal the assay reagent and calibraioe ol numbers and expwation dales match hose
enleted in the system.
»  Ensare thal the callralors, quality control maleriak, and 2522y magents were prepared
according to the racommeaded procadures.
Ensare that the recommended samph collecion and handiing procedures were fnflowsd.
Ensure that e sscommandad system cleaning procedures were kilowod.
Engure that Type H reagent waler was wtad when operating e sysiem
Reyowe The sepham caps from the neagant visls and chack lor foam or moisture on the
1 peptumn caps. Rapiace the Gephum caps If necessary.
& Visuslly check lhe probe and hubing for obelructions, leaks, and defonnities such as
pinched or crimped tubing,
a  Taiop further comeciive aclon ioliowing asiablished aboratory procedures. -
. mnmmmmmmmmwm
e Contact ihe Bayer Diagnostics Techrical Assistance Cenler.

Technical Assistance
For technical assistance, contact your local aulhorized representalive. For cusiomer servios or

-
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PSA

Indicates Revised Information
Assay Summary
Sample Type ' Serum
Sample Volume 35l
Calibrator Q
Sensitivity and Assay Range 0.06 - 10@ ng/mL (/L)
Contents
Catalog Number  Contents i Number of Tests -
118157 § ReadyPack® primary reagent packs containing ADVIA® Centaur™ 500
: PSA Lite Reagent and Solid Phase
ADVIA Centaur PSA Master Curve card
“ * -
118156 . 1 ReadyPack primary reagent pack contsining ADVIA Ceataur 100
PSA Lite Reagent and Solid Phase
ADVIA Centaur PSA Master Carve card
intended Use

This in vitro diagnostic assay is intended to quantitatively measure prostate-specific antigen
(PSA) in human serum using the ADVIA® Centaur™ system. This assay is indicated for the
measurement of serum PSA in conjunction with Digital Rectal Exam (DRE) as an aid in the
detection of prostate cancer in men aged 50 years and older. This assay is further ind icated as
an aid in the management (monitoring) of patients with prostate cancer.
WERNING

Materials Required But Not Provided

Catalog Number Description Contents
118221 Calibrator Q 6 vials of low calibrator
§ vials of high calibrator
or .
118220 Calibrator Q 2 vials of low calibrator
2 vials of high calibrator
Optional Reagents
Catatog Number Dascription Contents
110314 ADVIA Centaur Multi-Diluent 2 2 ReadyPack ancillary reagent packs
containing 10 mL/pack
672260 Multi-Diluent 2 50 mL/vial :
986000 Ligand Plus 1, 2, 3 quality control material 5x 5 mL/gvel
119746 Rev. B, 7/2000 Preliminary PSA
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ADVIA Centaur Assay Manual
986400 Ligand Plus 1, 2, 3 barcode labels 60/evel
976700 Tumor Marker Plus 1, 2 quality control material 3 x 2 mlflevel
114925 Tumor Marker Plus 1, 2 barcode labels 60flevel

118197 PSA Master Curve Material 9xImbL

Summary and Explanation of the Test

Prostate-specific antigen (PSA) is a single-chain glycoprotein normally found in the
cytoplasm of the epithelial cells lining the acini and ducts of the prostate gland.! PSA isa
neutral serine protease of 240 amino acids involved in the lysis of seminal coagulum.2.3

PSA is detected in the serum of males with normal, benign hypertrophic, and malignant
prostate tissue. PSA is not detected in the serum of males without prostate tissue (because of
radical prostatectomy or cystoprostatectomy) of in the serum_of most females. The fact that
PSA is unique to prostate tissue makes it a suitable marker for monitoring men with cancer of
the prostate. PSA is also useful for determining possible recurrence after therapy when used in
conjunction with other diagnostic indices.4:>

Measurement of serum PSA levels is not recommended as a screening procedure for the
diagnosis of cancer because clevated PSA levels also are observed in patients with benign
prostatic hypertrophy. However, studies suggest that the measurement of PSA in conjunction
with digital rectal examination (DRE) and ftrasound provide a better method of detecting
prostate cancer than DRE alone.6-8

PSA levels increase in men with cancer of the prostate, and after radical prostatectomy PSA
levels routinely fall to the undetectable range.4 If prostatic tissue remains after surgery or
metastasis has occurred, PSA appears to be useful in detecting residual and early recurrence of
tumor.9.10 Therefore, serial PSA levels can help determine the success of prostatectomy, and
the need for further treatment, such as radiation, endocrine or chemotherapy, and in the
monitoring of the effectiveness of therapy.4.5.8.11

Assay Principle

The ADVIA Centaur PSA assay is a two-site sandwich immunoassay using direc
chemiluminometric technology, which uses constant amounts of two antibodies. The first
antibody, in the Lite Reagent, is a polyclonal goat anti-PSA antibody labeled with acridinium
ester. The second antibody, in the Solid Phase, is a monoclonal mouse anti-PSA antibody,
which is covalently coupled to paramagnetic particles.

The system automatically performs the following steps:
o dispenses 35 pL of samplc_in_fo a cuvette

o dispenses 250 pL of Solid Phase and 100 i, of Lite Reagent and incubates for 7.5 minutes
at 37°C '

e separates, aspirates, and washes the cuvettes with reagent waterl2

e dispenses 300 L each of Acid Reagent and Base Reagent to initiate the chemiluminescent
Teaction ‘

» reports results according to the selected option, as described in the system operating
instructions or in the online help system :

A direct refationship exists between the amount of PSA present in the patient sample and the
amount of relative light units (RLUs) detected by the system.

Specimen Collection and Handling

PSA

Serum is the recommended sample type for this assay.

Prediminary ' 119746 Rev. B, 7/2000
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The following recommendations for handling and storing blood samples are furnished by the
National Committee for Clinical Laboratory Standards (NCCLS):13

o Collect all blood samples observing universal precautions for venipuncture.

» Allow samples to clot adequately before centrifugation.

« Keep tubes stoppered and upright at all times.

« Do not use samples that have been stored at room temperature for longer than 8 hours.

« Tightly cap and refrigerate specimens at 2 to 8°C if the assay is not completed within

- 8 hours.

 Freeze samples at or below -20°C if the sample is not assayed within 48 hours.

o Freeze samples only once and mix thoroughly after thawing.

Before placing samples on the system ensure that:

« Samples are free of fibrin or other particulate matter. Remove particulates by
centrifugation at 1000 x g for 15 to 20 minutes. :

» Samples are free of bubbles.

Reagents
RoagentPack  Reagent ~ Volume ingredients Storage  Stability
ADVIA Centavr Lite Reagent 10.0 mL/ polyclonal goat anti-PSA  2-8°C  until the expiration date
PSA ReadyPack reagent pack  antibody (~77 ng/mL) on the pack label
primary reagent labeled with acridinium For anboard stability,
pack . ester in buffered saline with refer to Onboard
preservatives Stability and
o . . Calibration Interval.
Solid Phase 25.0mL/ ~ monoclonal mouse anti- 2-8°C  until the cxpiration date
reagent pack PSA antibody (~25 pg/mL) on the pack label.
covalently coupled to For onboard stability,
paramagnetic particles in refer to Onboard
buffered saline with Stebifity and
prescrvatives Calibration Interval,
ADVIA Centaur  Mulii- 10.0mL/ goat serum with sedium 2-8°C untjl the expiration date
Multi-Dilvent 2 Diluent 2 reagent pack  azide (0.1%9) and on the pack label
ReadyPack preservatives or
ancillary reagent 28 consecutive days after
pack accessing the ancillary
reagent pack

POTENTIAL BIOHAZARD: Human and/or other biological source material. Handle as if

potentially infectious.

This product may contain one or more of the following material s

» human serum or plasma, or other human source material

» biological source material of non-human origin

119746 Rev. B, 7/2000
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While each human serum or plasma donor unit used in the manufacture of this product was
tested and found non-reactive for hepatitis B surface antigen (HBsAg), antibody to hepatitis C
(HCV), and antibody to HIV-1/2 by FDA-approved methods, ali products manufactured vsing
human or non-human source material should be handled as potentially infectious. There are no
approved tests for other human and/or non-human source material. Handie this product

according 10 established good laboratory practices.14-16

Loading Reagents

Ensure that the system has sufficient primary and ancillary reagent packs. For detailed
information about preparing the system, refer to the system operating instructions or to the
online help system.

CAUTION: Mix all primary reagent packs by hand before loading them onto the system.
Visually inspect the bottom of the reagent pack to ensure that all particles are dispersed and
resuspended. For detailed information about preparing the reagents foruse, refer to
Appendix C, Handling Reagents.

Load the ReadyPack reagent packs in the primary reagent area using the arrows as a
placement guide. The system automatically mixes the primary reagent packs to maintain
homogeneous suspension of the reagents. For detailed information about loading reagents,
refer to the system operating instructions or to the online help system.

If automatic dilution of a sample is required, load ADVIA Centaur Multi-Diluent 2 in the
ancillary reagent entry.

Onboard Stability and Calibration Interval

Onboard Stability Cafibvation lnferval
28 days 28 days .

Additionally, the ADVIA Centaur PSA assay reqizires a two-point calibration:

« when changing lot numbers of primary reagent packs

s when replacing system components

» when quality control results are repeatedly out of range

CAUTION:

e Discard the primary reagent packs at the end of the onboard stability interval.
* Do not use reagents beyond the expiration date.

Master Curve Calibration

The ADVIA Centaur PSA assay requires a Master Curve calibration when using & new lot
number of Lite Reagent and Solid Phase. For each new lot number of Lite Reagent and Solid
Phase, use the barcode reader or keyboard to enter the Master Curve values on the system.
The Master Curve card contains the Master Curve values. For detailed information about
entering calibration values, refer to the system operating instructions or to the online help
system.

Quality Control

PSA

For detailed information about entering quality control values, refer to the sys.tem operating
instructions or to the online help system. _

. Preliminary : 119746 Rev. B, 7/2000
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To monitor system performance and chart treads, as a minimum requirement, two levels of
quality control material should be assayed on each day that samples are analyzed. Quality
control samples should also be assayed when performing a two-point calibration. Treat all
quality control samples the same as patient samples.

For quality control of the ADVIA Centaur PSA assay, use Ligand Plus, Tumor Marker Plus,
or an equivalent quality control material. Refer to the quality control product jnsert for the.
suggested Expected Values. If the quality control results do not fall within the suggested
Expected Values or within the laboratory’s established values, then do the following:

« review these instructions to ensure that the assay was performed according to the
procedures recommended by Bayer Diagnostics

¢ verify that the materials are not expired
o verify that required maintenance was performed

e if necessary, rerun the guality control samples or contact Bayer Diagnostics for more
assistance

Sample Volume

This assay requires 35 pL of sample for a single determination. This volume does not include
the unusable volume in the sample container or the additional volume required when
performing duplicates or-other tests on the same sample. For detailed information about
determining the minimum required volume, refer to Sample Volume Requirements in the
ADVIA Centaur Reference Manual.

NOTE: The sample volume required to perform onboard dilution differs from the sample
volume required to perform a single determination. Refer to the foliowing information for the
sample volume required to perform onboard dilutions: '

Ditution Sample Voiume (ul)
122 100
1:5 30
Assay Procedure
For detailed procedural information, refer to the system operating instructions or to the online
help system.

CAUTION: Do not load more than one size of sample container in each rack. The rack indicator
must be positioned at the correct setting for the size of sample container.

1. Prepare the sample container for each sample, and place barcode labels on the sample
containers, as required. . ‘

2. Load each sample container into a rack, ensuring that the barcode labels are clearly visible
through the slot in the rack. : : :

3. Place the racks in the entry queuve.
4, Start the entry queue, if required.

119746 Rev. B, 7/2000 Prefiminary ' PSA
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Procedural Notes

Calculations

For detailed information about how the system calculates results, refer to the system operating
instructions or to the online help system.

The system reports serum total PSA results in ng/mL (mass units) or pg/L {SI units),
depending on the units defined when setting up the assay. The conversion formula is

1 ng/mL =1 pg/L.

Dilutions

» Serum samples with total PSA levels greater than 100 ng/mL. (100 pg/L) must be diluted
and retested to obtain accurate results.

» Patient samples can be automatically diluted by the system or prepared manually.

» For automatic dilutions, ensure that ADVIA Centaur Multi-Diluent 2 is loaded and set the
system parameters as follows:

Dilution point: < 100 ng/mL (100 pg/L)
Dilution factor: 2, 5

For detailed information about automatic dilutions, refer to the system operating
instructions or to the online help system.

* Manually dilute the patient samples when patient results exceed the linearity of the assay
using automatic dilution, or when laboratory protocol requires manual dilution.

¢ Use Multi-Diluent 2 to manually dilute patient samples, and 2hen load the diluted sample
in the sample rack, replacing the undiluted sample.

e Ensure that results are mathematically corrected for dilution. If a dilution factor is entered
when scheduling the test, the system automatically calculates the result.

High Dose Hook Effect .

‘Patient samples with high totai PSA leveis can cause a paradoxical decrease in the RLUs

(high dose hook effect). In this assay, patient samples with total PSA levels as high as 17,000
ng/mL (17,000 pg/L) will assay greater than 400 ng/mL (400 pg/L).

Disposal

Dispose of hazardous and blolog}cally contaminated materials according to the practices of
your institution, Discard all materials in a safe and acceptable manner and in compliance with
all federal, state, and local requirements.

Limitations -

PSA

Prefiminary 119746 Rev. B, 7/2000
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Specimens obtained from patients undergoing prostate manipulation, especially needle biopsy
and transurethral resection, may show erroneously high results.6 Care should be taken that
PSA samples are drawn before these procedures are performed.

Prostate cancer patients under treatment with anti-androgens and LHRH agonists may exhibit
markedly reduced levels of PSA. Also, men treated for benign prostatic hyperplasia with
inhibitors of Sa-reductase (finasteride) may demonstrate a significant reduction in PSA levels
compared to values prior to treatment.!7 Care should be taken when interpreting values from
these individuals.

The concentration of PSA in a given specimen determined with assays from different
manufacturers can vary because of differences in assay methods, calibration, and reagent
specificity.18 PSA in serum and in seminal fluid exists primarily in complexed and free forms,
respectively.19 Quality control samples may be produced by introducing seminal fluid PSA
into serum matrices. PSA levels in these controls, determined with different manufacturers’
assays, will vary depending on the method of standardization, antibody specificity, and
different reactivity with complexed and free forms of PSA. Therefore, it is important to use

* assay specific values to evaluvate quality control results.

Heterophilic antibodies in human serum can react with reagent immunoglobuiins, interfering
with in vitro immunoassays.20 Patients routinely exposed to animals or to animal serum
products can be prone to this interference and anomalous values may be observed. Additional
information may be required for diagnosis.

Serum specimens thatare. .. Demonstrate < 5 % change in resuitsup fo. ..

Hemolyzed 500 mg/dL of hemoglobin

Lipemic 1000 mg/dL of riglycerides

Icteric 40 mg/dL of bilirubin
Equimolarity

To demonstrate the equimolarity of the ADVIA Centaur PSA assay (the assay recognizes free-
PSA and the PSA-ACT complex equally well), five samples with free-PSA concentrations
ranging from 0 to 100% and a total PSA concentration of ~4 ng/mL were analyzed using the
ADVIA Centaur PSA assay. The following data demonstrate that the ADVIA Centaur PSA
assay is equimolar.

% free-PSA % PSA-ACT ADVIA Centaur PSA (ng/mL)
100 0 4.16
80 20 - 4.08
50 50 446
20 30 4.54
0 100 4.54
Expected Results

To confirm the distribution of total PSA in patients, as shown below, serum samples from
healthy subjects and patients with various malignant diseases were analyzed using the
ACS:180® PSA reagents. The patients included in this study represent a variety of disease
states from active, progressive malignancy to no clinical evidence of disease. The frequency
of positive PSA results is significantly lower in patients with no evidence of active disease
compared to those with active disease. '

119746 Rev. B, 7/2000 Preliminary PSA
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9% Distribution of PSA by Diagnostic Category

ADVIA Centaur Assay Manual

0.04.0 4.1-10 10.1-40 > 40 -+ Median PSA
Patient ngml)  (ng/ml)  (ng/ml} fng/mL}  (ng/mk) .
Diagnosis N (19) (ot} (vg) (9} (xol)
Apparently Healthy
Female 100 100.0 0.0 0.0 0.0 < Q.06
Male < 40 7 100.0 0.0 00 0.0 0.73
Male 40-50 50 100.0 0.0 0.0 0.0 0.53
Male 50-60 54 100.0 0.0 0.0 0.0 .61
Male 60-70 50 100.0 0.0 0.0 0.0 0.85
Male > 70 58 100.0 0.0 0.0 0.0 077
Total Males 283 100.0 0.0 0.0 0.0 0.71
Prostate Cancer
Stage A 42 69.0 26.2 43 0.0 392
Stage B 50 60.0 320 30 0.0 3.52
Stage C 43 20.9 72.1 47 23 525
Stage D 46 56.5 217 19.6 22 3.48
Total Prostate 191 51.6 380 9.3 1.1 4.04
Benign Diseascs '
Prostate Hypertrophy (BPH) 152 46.7 329 204 0.0 437
Genitourinary (GU) 50 90.0 3.0 2.0 00 138
Prostatitis 18 278 5.6 56 61.1 1259
Rheumatoid Factor 5 100.0 0.0 0.0 0.0 0.58
Other Cancers
Breast 10 100.0 0.0 0.0 0.0 0.08
Renal 6 100.0 0.0 0.0 0.0 037
Pulmonary i0 100.0 0.0 0.0 0.0 0.08
Mise, GU 39 923 5.1 2.6 00 0.42
Gastrointestinal 12 2.7 0.0 0.0 83 0.90
‘Other I8 100.0 0.0 0.0 0.0 0.45

These results were confirmed for the ADVIA Centaur PSA assay by analyzing 578 samples in
the range of 0.06 to 100 ng/mL (0.06 to 100 pg/L). Refer to Method Comparison.

Expected Values in the Detection of Prostate Cancer

An evaluation was conducted to test the effectiveness of PSA along with DRE as an aid in
detection of prostate cancer. A total of 291 biopsied men aged 50 years or older were included
in the study. In the populaticn of 291 subjects 76 men or 26.1% were found to have cancer.
The positive predictive value (PPV) of PSA at the cutoff of 4.0 ng/mL. (4.0 p/L) was 28.4%.
This study also demonstrated that PSA testing, when used in conjunction with DRE was more

-PSA

effective than DRE alone.

PSA elevations greater than 4.0 ng/mL (4.0 pg/L) may warrant additional testing even if the
DRE is negative. However, the converse is also true: a subject with suspicious DRE and -
normal PSA may also require additional testing since DRE detected 17% (13/76) of cancers

that PSA determi_nations did not.

Prefiminary
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Refer to the following table for a summary of the study results:

Summary of Results for ACS:180 PSA
Number of Number of

Subjects Cancers % Positive Biopsies
All subjects 291 76 26.1 -
PSA > 4.0 ng/mL (pg/L) 218 62 284
DRE+ 127 55 43.3
PSA < 4.0 ng/mL (ug/L), DRE- 32 1 3.1
PSA > 4.0 ng/mL (ug/L), DRE- 132 20 15.2
PSA < 4.0 ng/mL (ug/L), DRE+ 41 13 1.7
PSA > 4.0 ng/mL (ug/L), DRE+ 86 42 488

DRE+ = Suspicious for cancer.

DRE- = Not suspicious for cancer.

As with all in vitro diagnostic assays, each laboratory should determine its own reference
range(s) for the diagnostic evaluation of patient results.2!

Performance Characteristics

Specificity
There are no known cross-reactants for PSA.

The potential interference of chemotherapeutic agents, therapeutic drugs, and tumor marker
antigens was tested by adding these substances to serum pools containing PSA ranging from
0.77 to 7.12 ng/mL (0.77 to 7.12 ug/L). The level of PSA in each of these pools was then
determined using the ADVIA Centaur PSA assay and normalized to the fevel without the
respective drugs or antigen.

Amount Added Mean % Recovery
Substance (z9/mL) {Spike/control x 100}
Cyclophosphamide 700 100.5
Doxorubicin Hydrochloride 518 100
Methotrexate 22,72 101
Megestrol acetate 39.6 101t
Dicthylstilbestrol 5.0 100
Leuprolide (LUPRON) 15.0 100
Estramustine Phosphate T OB1.7 99
Flutamide ' C 100 100 !
Zoladex (Goserelin Acetate) 7.2 98
Trypsin Proscar (Finasteride) 0.37 102
Cardura 0.8 100

Interference testing was determined according to NCCLS Document EP7-P.22

Sensitivity and Assay Range

The ADVIA Centaur PSA assay measures total PSA concentrations up to 100 ngImL

(100 pg/1) with a mmimum detectable concentration (analytical sensitivity) of 0.06 ng/mL
(0.06 ug/L). Analytical sensitivity is defined as the concentration of total PSA that
‘corresponds to the RLUs that are two standard deviations greater than the mean RLUs of
20 replicate determinations of the PSA zero standard.

Method Comparison

For 578 samples in the range of 0.06 to 100 ng/mL (0.06 to 100 ng/L), the relationship
between the ADVIA Centaur PSA assay and the ACS:180 PSA assay is described by the -
equation:

119746 Rev. B, 7/2000 Preliminary PSA
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ADVIA Centaur PSA = 1.07 (ACS:180 PSA) - 0.47 ng/mL
Correlation coefficient (1) = (.99

Dilution Recovery .

Six human serum samples in the range of 41.90 to 85.36 ng/mL (41.90 to 85.36 pug/L) of total
PSA were diluted 1:2, 1:4, and 1:8 with Multi-Dilvent 2 and assayed for recovery and
parallelism. The recoveries ranged from 94.4% to 109.0% with a mean of 102.4%.

Cbserved Expected Observed Expected Recovery

Sample Dilution {ng/mL) {ng/ml) {egL) (o) %
1 — 4150 41.90 _
12 21.79 20.95 21.79 20.95 104.0
1:4 11.13 10.48 11.13 10.48 106.2
1:8 5.67 - 524 5.67 524 108.2
Mesn 106.1
2 ' — 71.44 71.44
1:2 38.22 35.72 38.22 35.72 107.0
1:4 19.25 17.86 19.25 17.86 107.8
1:8 9.30 B.93 9.30 893 104.1
Mean 106.3
3 - 68.73 68.73
122 33.41 34.37 33.41 34.37 97.2
1:4 16.70 17.13 16.70 17.18 97.2
1:8 8.29 8.59 3.29 8.59 96.5
Mean 97.0
4 - 85.36  85.36
12 43.32 42.68 4332 42,68 101.5
1:4 23.25 21.34 2325 21.34 109.0
1:8 11.62 10.67 11.62 10.67 108.9
Mean 106.5
5 — 49.79 : 49.79
12 24.63 24.90 24.63 24.90 98.9
1:4 12.38 1245 12.38 1245 99.4
1:8 6.33 6.22 6.33 6.22 101.8
Mean : 100.0
6 — 58.10 58.10
12 27.42 29.05 27.42 29.05 94.4
14 14.36 14.53 14.36 14.53 98.8
1:8 7.38 7.26 7.38 726 101.7
Mean 98.3

Mean : 102.4

PSA _ _ Preliminary 119746 Rev. B, 7/2000
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Spiking Recovery

Varying amounts of PSA were added to six serum samples with endogenous PSA levels
ranging from < 0.06 to 3.05 ng/mL (< 0.06 to 3.05 pg/L). The amount of PSA that was added
varied from 17.5 to 63.4 ng/mL (17.5 to 63.4 pg/L). When compared to the expected value,

_ the measured (recovered) values of total PSA averaged 99.4% with a range of 92.6 to 107.3%.

Amount Amount :
Added Observed Added OCbserved _ Recovery
Sample (ng/mi} (ng/mL} (L) (ngll) %
I — 0.81 — 0.81
4.8 25.39 248 2539 99.1
43.7 47.68 437 47.68 107.3
63.4 513 63.4 61.3t 95.4
Mean 100.6
2 — _ 1.05 — 1.05
24.8 24.66 24.8 24.66 95.2
43.7 43.38 43,7 43.38 96.9
63.4 59.73 63.4 59.73 92.6
Mean 94.9
3 — < 0.06 — <0.06
17.5 18.26 17.5 18.26 1043
30.4 32.56 304 3256 107.1
443 4242 4.3 4242 95.8
Mean 102.4
4 - 231 —_ 231
248 21.51 248 21.51 101.6
43.7 4768 43.7 47.68 103.8
63.4 61.31 63.4 6131 93.1
Mean 9.5
5 — 2.73 — 273
248 26.90 248 26.90 97.5
43.7 4797 437 4797 103.5
63.4 66.13 63.4 66.13 100.0
Mean - . 100.3
6 — 3.05 — 3.05
24.8 27.81 248 21.81 99.8
43.7 4628 437 4628 98.9
63.4 64.74 634 64.74 971.3
Mean 98.7

Mean . 9.4

~ Precision

Six serum samples were assayed 3 times in 8 runs, on 4 systems (n = 24 for each sample),
over a period of 3 days. The following results were obtained: '

Moan {ng/mL) Mean (1191) Within-run % CV Run-to-Run % CV Totad % CV
0.44 - 044 438 4.05 _ 597
0,708 0.708 3.08 : 207 n
-1.831 L.831 2.09 4.67 512
1.934 £.934 2.08 1.56 : 2.60
41.308 11.308 297 361 4.68
i7.706 17.706 2.29 240 3.31
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Standardization

The ADVIA Centaur PSA assay was standardized using highly purified PSA. Value
(concentration) assignment was based on adjustment 1o a reference method comparison
protocol.23

R

Evaluating Resuits

The following is recommended when you observe poor reproducibility of total PSA values at
low levels or if you are not satisfied with assay performance:

* Ensure that the assay reagent and calibrator lot numbers and expiration dates match those
entered in the system,

e Ensure that the calibrators, quality control materials, and assay reagents were prepared
according to the recommended procedures.

» Ensure that the recommended sample collection and handling procedures were followed.
» Ensure that the recommended system cleaning procedures were followed.
» Ensure that Type II reagent water was used when operating the system. |2

¢ Visually check the probe and tubing for obstructions, leaks, and deformities such as
pinched or crimped tubing.

s Take further corrective action following established iaboratory procedures.
s Calibrate the system using new assay reagents, calibrators, and quality control samples.
¢ Contact Bayer Diagnostics for technical assistance.

’*f Technical Assistance
' For techaical assistance, contact your local authorized representative. For customer service or
additional information, contact your local authorized distributor.
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