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Bayer Immuno 1™ System

PROSTATE SPECIFIC ANTIGEN

(PSA)
TECH-CHECK ™ Table
Method Principle Heterogeneous Sandwich Magnetic Separation Assay (MSA)
Analytical Range <0.03 ng/mL - 100.0 ng/mL
Specimen Type Human serum
Sample Test Volume 20.0 ul
Minimum Eill Refer to “SAMPLE COLLECTION AND PREPARATION" in the “INTRODUCTION” 1o the
Bayer Immuno 1 Methods Manual.
Sensitivity <£0.03 ng/mL

Reference Material
Common Units

ng/mL

Stanford University PSA Reference Material

INTENDED USE

This in vitro diagnostic assay is intended to quantitatively measure
prostate specific. antigen (PSA) in human serum on the
Bayerfmmuno 1~ 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 indicated as an aid
in the management (monitoring) of prostate cancer patients.

This diagnostic method is not intended for use on any other
system.

it

SUMMARY AND EXPLANATION'-28
Prostate Specific Antigen (PSA) is a glycoprotein that has a
molecular weight of approximately 33,000 Daltons and protease
activity. PSA is immunologically distinct from prostatic acid
phosphatase (PAP) because PSA lacks phosphatase activity and
does not cross-react with antibodies to PAP. PSA is found in
normal, benign, hyperplastic, and malignant prostatic tissue.
Immunohistochemical studies have shown that PSA is present in
the cytoplasm of prostatic acinar cells and ductal epithelium.
Recent reports also have described the presence of low amounts
of PSAin periurethral glands, in anal glands and in breast tissue.
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Serum PSA concentrations are increased in prostate cancer,
benign prostatic hypertrophy, or inflammation of the
genitourinary tissues. PSA concentrations are not elevated in
serum from patients with cancers of the breast, lung, colon,
rectum, stomach, pancreas, or thyroid. Longitudinal
measurements of serum PSA have been shown to be of clinical
utifity. for the management of prostate cancer patients. Studies
have shown that a detectable level of PSA following radical
prostatectomy is indicative of disease recurrence and,
conversely, an extremely low or nondetectable level of serum
PSA is associated with a disease free interval,

Several studies have shown the importance of the use of serum
PSA testing as an aid in the detection of prostatic carcinoma in
men aged 50 years or older. Studies have indicated that widely
used diagnostic procedures for prostate cancer detection such
as DRE and transrectal ultrasonography miss a significant
number of cancers and the use of PSA testing in conjunction
with these procedures was more effective in detecting prostate
cancer than these procedures alone. A multicenter, prospective
clinical study of 6630 men compared the clinical utility of PSA
testing and DRE and demonstrated that the use of the two
methods in combination was superior in detecting prostate
cancer and detected 78% more organ confined early stage
disease than the use of DRE alone.

PRINCIPLES OF THE PROCEDURE

This method uses a sandwich immunoassay format. PSA
Antibody Conjugate 1 (R1) &nd PSA Antibody Conjugate 2 (R2)
are reacted with patient sample (or calibrator containing PSA)
and incubated on the system at 37 °C. The mIMP " (monocional
ImmunoMagnetic Particle) Reagent is added and a second
incubation occurs during which the antibody complex is bound.
The mIMP/antibody complex is then washed and the pNPP (para-
nitrophenyt phosphate) substrate is added. The alkaline
phosphatase (ALP) in the antibody conjugate reacts with the
PNPP to form para-nitrophenoxide and phosphate.
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PROSTATE SPECIFIC ANTIGEN (PSA)

Increasing absorbance, due to the formmation of para-
nitrophenoxide, is monitored at 405 nm and 450 nm. The
indicator reaction occurs as follows:

p-Nitropheny| phosphate
H,0

ALP
Mg?*

p-Nitrophenoxide
+
Phosphate

A sample having no PSA will have the minimum label bour _,
while samples containing high PSA concentrations will have
maximum label bound. Thus, the dose response curve is
directly proportional to the PSA concentration in the sampile.

REAGENTS
Material Provided

The following materials are available and provided in the
package sizes listed in Tables 1a and 1b. Components of the
packages are sold as a kit and not sold separately.

Table 1a: REAGENT PACKAGING INFORMATION

CONT.

T01-3450-51 PSA Reagents

NOTE: Materials in these reagents are light
sensitive. Once removed from the carton the
reagent must either be placed on the system
immediately or kept in a dark, refrigerated area
to avoid exposure to light.

“For In Vitro Diagnostic Use.”

{{The Packagingot This ProduetContains Dry Natural RibBer,

Each carton contains:
PSA Antibody Conjugate (R1)
(Printed Label Side)
As formulated contains: Mouse monoclonal anti-PSA
conjugate 1.54 mg/L (nominal quantity); Buffer; Surfactant;
0.095% Sodium azide; Preservative

CAUTION! Avoid contact with eyes, skin, or
clothing. Wash thoroughly after handling. Aveid
ingestion,
PSA Antibody Conjugate (R2)
(Barcode Label Side)
As formulated contains: Goat polyclonal anti-PSA ALP
conjugate 6.15 mg/L (nominal quantity); Buffer; Surfactant;
0.095% Sodium azide; Preservative

CAUTION! Avoid contact with eyes, skin, or
clothing. Wash thoroughly after handling. Avoid
ingestion.

WARNING! Contains sodium azide. Harmful if
swallowed. After contact with skin, wash
immediately with plenty of water. Because sodium
azide may form lead or copper azides in plumbing,
it is recommended that drains be thoroughly
flushed with water after disposal of solutions
containing sodium azide. See Technical Bulletin
TT6-0319-11.

PSA-2
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METHOD No. DA4-120720(K

CALIBRATORS

Table 1b: CALIBRATOR PACKAGING

1x4.0

. T™ ¥
Bayer SETpoint ~ PSA Calibrators 5x20

T03-3541-01

NOTE: Do not intermix components of different lots
of Bayer SETpoint PSA Calibrators.

WARNING! - POTENTIALLY BIOHAZARDOUS MATERIA

;H' il '. S .,if-m . l we‘e N --» l hﬁ-w"m‘wy 3 v;’.-"t "4‘ " X 3; gt
M e donor unit was. testsdiforshepals

Bayer SETpoint PSA Calibrator 1

(0.0 ng/mL PSA)

(Prod. No. T23-3541-01) 1 x 4.0 mL

Each vial contains: Bovine serum albumin, 0.095%
Sodium azide

Bayer SETpoint PSA Calibrator 2

2.0 ng/mL PSA)

Prod. No. T23-3541-02) 1 x 2.0 mL

Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.085% Sodium azide

Bayer SETpoint PSA Calibrator 3

(10.0 ng/mL PSA)

{Prod. No. T23-3541-03) 1 x 2.0 mL

Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.095% Sodium azide

Bayer SETpoint PSA Calibrator 4

{25.0 ng/mL PSA)

{Prod. No. T23-3541-04) 1 x 2.0 mL

Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.095% Sodium azide

Bayer SETpoint PSA Calibrator 5

(50.0 ng/mL PSA)

(Prod. No. T23-3541-05) 1 x 2.0 mL

Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.095% Sodium azide
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PROSTATE SPECIFIC ANTIGEN (PSA)

Bayer SETpoint PSA Calibrator 6

(100.0 ng/mL PSA)

{(Prod. No. T23-3541-06) 1 x 2.0 mL

Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.095% Sodium azide

WARNING! Contains sodium azide. Harmful If
swallowed. After contact with skin, wash
immediately with pienty of water. Because sodium
azide may form lead or copper azides in plumbing,
it is recommended that drains be thoroughiy
flushed with water after disposal of solutions
containing sodium azide. See Technical Bulletin
TT6-0319-11.

NOTE:
Other system solutions and controls are necessary 1o
perform this method. Refer to the listing of these solutions
and controls, along with the instructions for their
preparaion and use, in the section titled
“INTRODUCTION" in the Bayer Immuno 1 System
Methods Manual.

Reagent and Calibrator Preparation

PSA Reagents (R1 and R2) are supplied in a ready-to-use
liquid form, packaged in the reagent cassette. When handling a
cassette, do not fill the base portion by tipping it. The system
automatically filis the base of the cassette to the proper level.
Do not spill reagent on the evaporation covers and be careful to
prevent cross-contamination of the R1 and R2. Discard
shipping stoppers. Do not reseal the cassette by using old
stoppers or by pressing down on the evaporation covers.

If for some reason the evaporation cover must be manually
opened, do not force the cover through its full range of travel.
This could overcompress and damage the spring in the cover.
Open the cover only to the point at which a clear path through
the aspiration port can be seen.

If cassettes are to be removed from the system, and
temporarily stored in a 2 °C to 8 °C refrigerator, protect the
contents from exposure to light. Evaporation covers provide
adequate dust and evaporation protection for refrigerator
storage.

Each of the Bayer SETpoint PSA Calibrators is supplied in a
ready-to-use liquid form and must be prepared according to the
following instructions:

1. Break vial closure.

2. Swirl gently, then mix by inversion at least five (5) times to
ensure homogeneity prior to use.

3. Refrigerate any unused material. Prior to reuse, mix
contents thoroughly.

STORAGE AND STABILITY
Protect from extreme heat or freezing.

When stored at 2 °C to 8 °C, unopened reagents and calibrators
are stable through the last day of the month (expiration date)
printed on the product label. After being opened, calibrators are
stable at least thirty (30) days when stored stoppered in their
original containers at a temperature of 2 °C to 8 °C and kept free of
contamination. The reagents, once opened, are stable on-system
for at least twenty-one (21) days.
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SAMPLE HANDLING?®

Serum samples should be tested within twenty-four hours
after collection when stored at 2 °C to 8 °C. If testing is to be
delayed for more than twenty-four hours, store the samples
frozen. Frozen samples should be thawed and mixed
thoroughly before use to ensure consistency of resuits. Avoid
repeated freezing and thawing.

MATERIALS REQUIRED BUT NOT PROVIDED

The materials required which are not provided to perform this
method are Bayer Immuno 1 system, reaction tray,
Technicon IDee ™ labels, sample cups, control materals,
volumetric pipette, Class A or equivalent, and other reagents and
equipment as specified in the “INTRODUCTION"® section of the
Bayer Immuno 1 System Methods Manual.

PROCEDURE

Entering Chemistry and Calibration Program

The assay and calibration parameters for this method are resident
on the system. At initial installation, this assay and its specific
parameters must be updated from a lbrary disk.

After the reagent cassette is placed into the reagent tray and the door
is closed, an automatic reagent scan is performed, which enters the
reagent information into the REAGENT INVENTORY. A partially
used reagent cassette must not be swilched to another
Bayer Immuno 1 system as this will result in an incorrect inventory.
Refer to the “OPERATION" section of the Bayer Immuno 1 System
Operator's Manualtor further information.

QUALITY CONTROL
It is recommended that the system be controlled using a
commercially available assayed control material with at least two
levels. These controls are intended to be integrated into a clinical
laboratory's own quality control program and procedures.
These controls should be assayed:
1. At the beginning of each shift or at some other interval
chosen by the iaboratory.
2. Whenever a reagent cassette is depleted and another of
the same lot is installed, prior to reporting patient results.
3. Whenever a new ot of reagent is used.
4. Following maintenance or cleaning of any detection
system components.
A satisfactory level of performance is achieved when the analyte
values obtained for each control are within the *Acceptable Control
Range” published in the Package insert provided with the control
material or in a subsequent Product Notification containing value
reassignment information.

CALIBRATION

Calibration of this method is perfonmed with Bayer SETpoint PSA
Calbrators (Prod. No. T03-8541-01), which cortain six individual
calbrator fevels. This method utlizes a cubic algorithm for
developing the calibration curve. The calibration curve must be
reviewed and accepted using the CALIBRATION REVIEW
SCREEN. The curve can be printed from the CALIBRATION
REVIEW SCREEN.

A set of values defining the acceptable limits for the fitting of the
calibrators ensures that unsatisfactory data are not used. In the
subsection tiled, “Calibration Review,” which appears in the
“CALIBRATION" section of the Bayer Immuno 1 Systern UNIT 2 -
Operation Manual, there are detailed explanations of possible error
conditions and their related comective actions.

19
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Calibration Schedule

Calibration should be performed when this method is implemented
on the Bayer immuno 1 system. Recalibration is required after
replacement of major components; a change in the lot number for
PSA reagents, mIMP Reagents, or Substrate Reagents; or as
indicated by quality control resuits.

Based on our findings, the minimum calibration stability for this
method is sixty (60) days. This is based on the results being
within £2 SD total standard deviations of the estimate of
imprecision or +10%, whichever is greater for this method.

Calibration Procedure

Instructions for calibrating an immunoassay method are provided
in the subsection titted “Calibration Procedure,” which appears in
the “CALIBRATION” section of the Bayer Immuno 1 System UNIT
2 - Operation Manual.

Reference Material*®
This method is traceable to the Stanford University PSA
Reference Material.

RESULTS

PSA patient sample results that are greater than the highest fitted
value on the immunoassay “CALIBRATION" report are not printed
out.

Samples with PSA concentrations above the highest fitted vatue will
have the actual results replaced with “>” flag on the Bayer Immuno 1
system patient report.

No high dose hook effect will be apparent for PSA concentrations up
to 12,500 ng/mL

Dilute any overrange samples with Bayer Iimmuno 1 SETpoint PSA
Calibrator. 1 or Bayer Immuno 1 Sampie Diluent-B (Prod. No. TO3-
3574-01) using a volumetric pipette, Class A or equivalent, to bring
the concentration within the calibration curve, then reassay the
diluted sample immediately.

In certain cases, as outlined in the subsection titted “Viewing the
Sample Log” which appears in the “DURING RUN" section of the
Bayer immunio 1 Systern UNIT 2 - Operation Manual, results may
be replaced with a flag when eror checking algorithms are
exceeded.

LIMITATIONS OF THE PROCEDURE'4.31%7

As with any immunochemical reaction, users should be alert to the
possible effect on test results of potential interference from
medications or unknown endogenous substances. All patient
results should be evaluated in light of the total clinical status of the
patient. Refer to the paragraph titled, “Interpretation of Resuits”
contained in the “INTRODUCTION" section of the
Bayer Immuno 1 System Reference Manual - UNIT 4.

Samples from patients receiving preparations of mouse
monoclonal antibodies for therapy, or diagnosis, may contain
Human Anti-Mouse Antibodies (HAMA). Such samples may show
either falsely elevated or falsely depressed values when tested
with this method and should not be assayed.

Patient samples containing significant levels of theumatoid factor
(RF) or heterophilic antibodies may produce falsely elevated or
falsely depressed values when tested with this assay. Potential
interference caused by the presence of these substances should
be considered when interpreting assay results which are
inconsistent with the total clinical status of the patient.

PSA-4
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Evidence suggests that patients undergoing retinal fluorescein
angiography may retain amounts of fluorescein in the body for up
to 36 to 48 hours post-treatment. In the cases of patients with renal
insufficiency, including many diabetics, retention may be much
jonger. Such samples may show either falsely elevated or falsely
depressed values when tested with this method, and should notbe
assayed.
Do not interpret PSA results as absolute evidence of the presence
or absence of malignant disease. The obtained PSA value should
be used in conjunction with information available from clinical
evaluation and other diagnostic procedures.
It is possible that a patient with confirned prostatic cancer may
have serum PSA levels within the range of those observed in the
healthy individual. Elevated PSA levels also can be found in
patients with nonmalignant diseases of the prostate along with
other adjacent genitourinary tissues. Elevated serum PSA
concentrations can only suggest the presence of prostate cancer
until biopsy is performed.
Hormmonal therapy has been seen to affect PSA expression;
therefore, low PSA measurement after this type of treatment may
not adequately reflect the presence of residual or recumrent
disease states. Physicians should discuss the risks and benefits of
PSA testing with their patients.
EXPECTED VALUES
Normal Range
As with all tests, each laboratory should establish its own
reference range.
In a group of 251 healthy males under 50 years of age (ages
ranging from 15 to 49 years), 100% of the serum PSA values
were found to be between 0.0 ng/mL and 4.0 ng/mL. The
distribution of the PSA values for these 251 donor samples is
shown in Figure 1.

40

FREQUENCY

00 02 04 08 08 10 12 14 16 18 20 22 24 26 28 30 32 34

[PSA] (ngimi)
Figure 1: DISTRIBUTION OF
NORMAL MALES (< 50 YEARS OLD)

e S
Expected Values in the Detection of Prostate Cancer
A multicenter, clinical trial was conducted to test the effectiveness of
PSA along with DRE as an aid in detection of prostate cancer. A
total of 2848 men aged 50 years or older participated in the study.
In a population of 313 biopsied men, 108 men or 34.5% were found
to have cancer. The positive predictive value of PSA at a cutoff of
4.0 ng/mL was 36.8%. This study also demonstrated that PSA
testing, when used in conjunction with DRE was more effective in
detecting prostate cancer than DRE alone. The added value of PSA
determinations in combination with DRE detected 50.9% (55/108) of
cancers that DRE did not.

S0
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PSA elevations greater than 4 ng/mL may warmrant additional
testing even if the DRE is negative. However, the converse is
also true; a subject with suspicious DRE and a normal PSA
may also require additional testing since DRE detected 10%
{11/108) of cancers that PSA determinations did not.

PROSTATE SPECIFIC ANTIGEN (PSA)

METHOD No. DA4-1207XXX

Expected Values for Management and Monitoring
The distribution of PSA values determined in a clinical study of
160 female and >1800 male specimens is shown in Table 4.

Based on biopsy and DRE, 87% of cancers were of early stage
(T1 or T2) and 85% were of low grade (Gleason scores of <7).
A summary of the study results are provided in Table 2.
Table 2: CLINICAL TRIAL RESULTS . R o Aol
{NUMBER OF SUBJECTS ENROLLED = 2848) HEALTHY SUBJECTS
UMBER | :NUMBER - | S0 o o Females 160 100.0 0.0 0.0 0.0
8 Bk “OF Males (<50 yr) 251 100.0 0.0 0.0 0.0
Males (250 yr) 242 98.0 1.7 0.4 0.0
5 35 MALIGNANT DISEASES
T (12:;) 55 = (29'33'739'9) Prostate Stage A] 149 443 302 22.1 3.4
>
(17.4%) (30.9 - 42.7) Prostate Stage B 121 372 15.7 33.1 14.0
DRE* ’ o5 ; . - Prostate Stage C 114 237 184 210 368
{1 0.29% ) o8 s (37.8 - 56.6) Prostate Stage D 74 20.3 8.1 18.9 52.7
PSA< 4.0 DRE- 2173 14 2 14 Gastrointestinal 58 93.1 5.2 1.7 0.0
(76.3%) - Liver/Pancreas 44 90.9 45 45 0.0
PSA>40DRE| 385 191 55 29 Lung 2 848 ns 38 00
(13.5%) (22.5 - 35.4) Urogenital 125 90.4 8.0 1. 0.0
PSA<4.0 DRE* 180 40 11 28 NONMALIGNANT DISEASES
©, -
(6:3%) (13.7-41.3) Benign Prostatic 303 60.1 284 116 0.0
PSA>40DRE*| 110 68 40 59 i e
(3.9%) {47.1-70.5) -
- 5% Confidence Interval (lower limit — upper limit) Other Urogenital 102 69.6 218 8.8 0.0
o 95% Confidence Interval not applicable Nonurogenital 227 95.2 3.5 13 0.0
DRE* Suspicious for cancer

DRE" Not suspicious for cancer

Table 3 presents the mean PSA values as measured by the
Bayer Immuno 1 PSA assay for all Caucasian males in the
study with a normal DRE and, if a biopsy was performed, a
benign result. This group consists of 1752 Caucasian males
subdivided into three (3) age groups: less than or equal to 59
years of age, 60 to 69 years of age and 70 years old or oider.
These data demonstrate age related increases in PSA
measurements in healthy men and are consistent with
published reports indicating that the concentrations of PSA
parallel increase in patient age.%%° There is no certainty that all
of these subjects were indeed free of prostate disease.
Therefore, these data should be interpreted with caution since it
is questionable whether these subjects represent a truly normal
population. There is presently no data proving that the use of
age-specific reference ranges is safe or effective.

Table 3: MEAN PSA VALUES B

1.38 1.26, 1.51
60 to 69 2.23 201,244
270 2.82 2.48, 3.14
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Two examples of longitudinal studies with Bayer Immuno 1 PSA
assay results when compared with another marketed device
are shown in Figures 2 and 3.

20 -

—O=IMMUNO 1 RESULT
184 ~M-COMPARISON METHOD 2 RESULT
RADIATION
16 { SURGERY
14 -/
‘
12 4
2
>
£ 10 4
<
‘'
e gJ
8 -
4 4
2 o
0 + $ }
o 20 40 60
STATUS STABLE PRO RESP
MONTHS :
Figure 2: PSA SERIAL MONITORING

PROSTATE CANCER PATIENT 66 YEARS OLD
CLINICAL STATUS INCLUDES STABLE DISEASE, DISEASE
PROGRESSION (PRO), AND RESPONDING TO THERAPY (RESP)
al
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60 o
«O~IMMUNO 1 RESULT ORCHIECTOMY
g
JR-COMPARATIVE METHOD 2 RESULT
50 4
40 4
- PROSTATECTOMY
pry
(3
E) —/
s -
b
P
o

0 10 20 30 a0 50 60
STATUS ’
MONTHS
Figure 3: PSA SERIAL MONITORING
PROSTATE CANCER PATIENT 62 YEARS OLD
CLINICAL STATUS INCLUDES STABLE DISEASE AND
DISEASE RECURRENCE (RECUR)

PERFORMANCE CHARACTERISTICS

Imprecision

The estimates of imprecision shown in Table 5 were obtained from
replicate assays of human serumn pools, controls, and calibrators.
Imprecision estimates were collected (n >280 at each level) and
computed according to NCCLS document EP5-T2!. Precision

Performance of Clinical Chemistry Devices; Second Edition;

Tentative Guideline. The estimates of imprecision were less than
4.5% total CV, and less than 2.5% within-run CV.

METHOD No. DA4-1207XXX

Table 6: CORRELA‘T!ON" DATA

R e

parkates 92 | 0.99x,+0.0 [0.995| 1.61 | 00-69.2
Warketed  |sas| 1.07x,40.10 [0.988| 174 | 0-976

x = Comparative marketed device
y = Bayer Immuno 1 system

SENSITIVITY

Minimum Detectable Concentration

The minimum detectable concentration of PSA is <0.03 ng/mL.
This is a multisystem estimate of two (2) times the within-run
standard deviation of the zero calibrator pius two (2) times the
within-run standard deviation of human serum pools.

SPECIFICITY

Interfering Substances

The use of hemolyzed (up to 1000 mg/dL of hemoglobin),
lipemic (up to 900 mg/dL of triglycerides), icteric (up to
25 mg/dL of total bilirubin), albumin (up to 6.5 g/dL), and
immunoglobulin (up to 5.3 g/dL of 1gG) samples have no
clinically significant effect on method performance.

Cross Reactivity

Cross reactivity has been tested with several compounds which
could interfere in this assay as listed in Table 7. The potential
cross-reactant was spiked into a base serum and tested with
this assay. A compound is considered cross-reactive if its
presence provokes a 10% error in the PSA value for a sample.
The percent (%) cross reactivity is defined as follows:

Maximum % Cross Reactivity (Observed) =

100 x Maximum Deviation from Control Recovery (ng/mL)

Conc of Cross Reactant Giving Maximum Deviation (ng/mL)

it 5 G Pk b

0.05 0.007 -

0.92 0.027 1.8 X
2.68 0.082 16 Doxorubicin hydrochloride 51.8 ug/ml. <0.001
9.87 0.216 1.4 Methotrexate 30 ug/mL < 0.001
2302 | 0.778 15 Flutamide A0 pg/mL 0.001
49.13 | 0993 10 Prostatic acid phosphatase | " ) 0.102
96.38 2.366 16 LP&P )

- . : Kallikrein 1 pg/ml 0.013
Correlation Data Lupron 15 ug/ml < 0.001
The performance of this method was compared with the Zolodex 7.2 ug/mb 0.001
performance of two other marketed devices using human sera. Trypsin 10 pg/mi 0.001
The resulting correlation data of a typical study using malignant
and benign patient samples are listed in Table 6.

T Available from National Committee for Clinical Laboratory Standards,
940 West Valley Road, Suite 1400, Wayne, PA 19085-1898
oo
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Technicon Immuno 1® System

PROSTATE SPECIFIC ANTIGEN

(PSA)
TECH-CHECK ™ Table

Method Principle Heterogeneous Sandwich Magnetic Separation Assay (MSA)
Analytical Range <0.03 ng/mL - 100.0 ng/mL
Specimen Type Human serum
Sample Test Volume 20.0 b
Minimum Fill Refer to “SAMPLE COLLECTION AND PREPARATION” in the ““INTRODUCTION” to the

Technicon Immuno 1 Methods Manual.
Sensitivity <0.03 ng/mL
Reference Material Stanford University PSA Reference Material
Common Units ng/mL

prostate specific antigen (PSA) in human serum on the
Technicon Immuno 1® system. PSA values obtained should be
used as an aid in the management (monitoring) of prostate cancer
patients.

This- diagnostic method is not intended for use on any other

system.

‘WARNING! The . concentration “of prostate specific
imen determined with

[ antigen (PSA)..in -a given.:specimen :ids
assays from_different-manitacturers -can
‘The results reported. by the laboratory to the phy
mustinclude the identity of the PSA assay used. Valu
obtained with :different- PSA::assays cannot be used
interchange. i, .in the course of monitoring ‘the
_patient, the ‘method used for.determining the PSA
levels serially is changed, additional sequential testing
- should be carried out to confirm baseline values. :
Federal law restricts this device to
by or on the order-of a physici f
laboratory; and use is restricted to, by, or on t
a physician. ”’ T .
This assay is not intended for screening or diagnosis of prostate
cancer

SUMMARY AND EXPLANATION'-24

Prostate Specific Antigen (PSA) is a glycoprotein that has a
molecular weight of approximately 33,000 Daltons and protease
activity. PSA is immunologically distinct from prostatic acid
phosphatase (PAP) because PSA lacks phosphatase activity and
does not cross-react with antibodies to PAP. PSA is found in
normal, benign, hyperplastic, and malignant prostatic tissue.
Immunohistochemical studies have shown that PSA is present in
the cytoplasm of prostatic acinar cells and ductal epithelium.
Recent reports also have described the presence of low amounts
of PSA in periurethral glands, in anal glands, and in breast tissue.

720767-11-6-1.7 West
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Serum PSA concentrations are increased in prostate cancer,
benign prostatic hypertrophy, or inflammation of the
genitourinary tissues. PSA concentrations are not elevated in
serum from patients with cancers of the breast, lung, colon,
rectum, stomach, pancreas, or thyroid. Longitudinal
measurements of serum PSA have been shown to be of clinical
utility for the management of prostate cancer patients. Studies
have shown that a detectable level of PSA foliowing radical
prostatectomy is indicative of disease recumence and,
conversely, an extremely low or nondetectabie level of serum
PSA is associated with a disease free interval.

PRINCIPLES OF THE PROCEDURE

This method uses a sandwich immunoassay format. PSA
Antibody Conjugate 1 (R1) and PSA Antibody Conjugate 2 (R2)
are reacted with patient sample (or calibrator containing PSA)
and incubated on the system at 37 °C. The m/IMP ™ (monoclonal
ImmunoMagnetic Particle) Reagent is added and a second
incubation occurs during which the antibody complex is bound.
The miMP/antibody complex is then washed and the pNPP {para-
nitropheny! phosphate) substrate is added. The alkaline
phosphatase (ALP) in the antibody conjugate reacts with the
PNPP to form para-nitrophenoxide and phosphate. Increasing
absorbance, due to the formation of para-nitrophenoxide, is
monitored at 405 nm and 450 nm. The indicator reaction occurs
as follows: i~

ALP
Mg2-

p-Nitrophenyl phosphate
-+
H0

p-Nitrophenoxide
+
Phosphate

A sample having no PSA will have the minimum label bound,

while samples containing high PSA concentrations will have

maximum label bound. Thus, the dose response curve is
directly proportional to the PSA concentration in the sample.

PSA-1
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REAGENTS WARNING! - POTENTIALLY BIOHAZARDOUS MATERIAL
Material Provided v P p——” — —
The following materials are available and provided in the uman sou matenals were used in the manufacturing o
package sizes listed in Tables 1a and 1b. Components of the this product. Each donor unit was tested for hepatitis B surface
packages are sold as a kit and not sold separately. antigen (HBsAg), antibodies to hepatits C (HCV), and

antibodies to Human Immunodeficiency Viruses (HIV-1 and

Table 1a: REAGENT PACKAGING INFORMATION HIV-2), and found to be negative (was not repeatedly

. FILL NUMBER reactive). If no donor blood sample was available, an extract of
PROD. NO, CONTAINS VOLUME OF the starting material was tested and found: negative (was not
. {(mb) TESTS: ‘repeatedly reactive) for hepatitis B surface anfigen (HBsAg),
antibodies to hepatitis C (HCV), and antibodies to: Human
T01-3450-51 PSA Reagents 2x9.0 100 i (ofic Vi (HIV-1 and HIV-2).

NOTE: Materials in these reagents are light CAUTION: Because no test method can - offer ‘complete
sensitive. Once removed from the carton the assurance that HIV, hepatitis B or C viruses, or other infectious

reagent must either be placed on the system as gents absent these hould - be handled:
soon as possible or kept in a dark, refrigerated & are. nt, products be at the

Biosafety Level Il ‘as recommended for any -potentially

area to avoid exposure to light. infect hi blood imens in Protection of Laboratory

“For In Vitro Diagnostic Use.” Workers from: Infectious Disease Transmitted by Blood, Body

Each carton contains: Fluids, and Tis_sug - Second Editiory Tentative Gwdgltne

PSA Antibody Conjugate (R1) (1991), Document M29-T2, promulgated by the National
(Printed Label Side) Committee for Clinical L aboratory Standards (NCCLS).

As formulated contains: Mouse monaclonal anti-PSA -
1.54 mg/l. (nominal quantity); Buffer; Surfactant; 0.095%  £ach carton contains:

; i : Technicon SETpoint PSA Calibrator 1
Sodium azide; Preservative (0.0 ng/mL PSA)
CAUTION! Avoid contact with eyes, skin, or {Prod. No. T23-3541-01) 1 x 4.0 mL
clothing. Wash thoroughly after handling. Avoid Each vial contains: Bovine serum albumin, 0.095% .
ingestion. Sodium azide
PSA Antibody Conjugate (R2) Te ? ETpoint PSA Calibrator 2 :
(Barcode Label Side) (6 L PEAp it PSA Calibrato

As formulated contains: Goat polycional anti-PSA ALP

conjugate 6.15 mg/L (nominal quantity); Buffer; Surfactant;
0.095% Sodium azide; Preservative

{Prod. No. T23-3541-02) 1 x2.0 mL
Each vial contains: Prostate specific antigen, Bovine
serum albumin, 0.095% Sodium azide

CAUTION! Avoid contact with eyes, skin, or Technicon SETpoint PSA Calibrator 3
plothiqg. Wash thoroughly after handling. Avoid {10.0 ngymL PSA)
ingestion. (Prod. No. T23-3541-03) 1 x 2.0 mL N .
WARNING! Contains sodium azide. Harmful if Each vial contains: Prostate specific antigen,
swallowed. After contact with skin, wash Bovine serum albumin, 0.095% Sodium azide
immediately with plenty of water. Because sodium ; ;
azide may form lead or copper azides in plumbing, ('gesc gr:'lg/%)LSPES%omt PSA Calibrator 4
it is recommended that drains be thoroughly (Préd. No. T23-3541-04) 1 x 2.0 mL
2;‘:';:‘""“; od“i'rr:r a:if;‘:' g;?f!’,:::m?;ls%:"::g: Each vial contains: Prostate specific antigen, Bovine
TT6-031901 . serum albumin, 0.095% Sodium azide
Technicon SETpoint PSA Calibrator 5
CALIBRATORS {50.0 ng/mL PSA)
(Prod. No. T23-3541-05) 1 x 2.0 mL
Each vial contains: Prostate specific antigen, Bovine
Table tb: CALIBRATOR PACKAGING serum albumin, 0.095%Sodium azide
o . FiLL Technicon SETpoint PSA Calibrator 6
PROD.NO. | CONTAMS -~~~ . | VOLUME (100.0 ng/mL PSA)
: L (mL) {Prod. No. T23-3541-06) 1 x 2.0 mL
- ™ - 1x4.0 Each vial contains: Prostate specific antigen, Bovine
T03-3541-01 | Technicon SETpoint PSA Calibrators 5x2.0 serum albumin, 0.095% Sodium azide

NOTE: Do not intermix components of different lots
of Technicon SETpoint PSA Calibrators.
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WARNING! Contains sodium azide. Harmful if
swallowed. After contact with skin, wash
immediately with plenty of water. Because sodium
azide may form lead or copper azides in plumbing,
it is recommended that drains be thoroughly
flushed with water after disposal of solutions
containing sodium azide. See Technical Bulietin
TT6-0319-11.

NOTE:
Other system solutions and controls are necessary to
perform this method. Refer to the listing of these solufions
and controls, along with the instructions for their
preparation and "use, in the section titted
“INTRODUCTION" in the Technicon Immuno 1 Systemn
Methods Manuai.

Reagent and Calibrator Preparation

PSA Reagents (R1 and R2) are supplied in a ready-to-use
liquid form, packaged in the reagent cassette. When handling a
cassette, do not fill the base portion by tipping it. The system
automatically fills the base of the cassette to the proper level.
Do not spill reagent on the evaporation covers and be careful to
prevent cross-contamination of the R1 and R2. Discard
shipping stoppers. Do not reseal the cassette by using old
stoppers or by pressing down on the evaporation covers.

It for some reason the evaporation cover must be manually
opened, do not force the cover through its full range of travei.
This could overcompress and damage the spring in the cover.
Open the cover only to the point at which a clear path through
the aspiration port can be seen.

If cassettes are to be removed from the system, and
temporarily stored in a 2 °C to 8 °C refrigerator, protect the
contents from exposure to light. Evaporation covers provide
adequate dust and evaporation protection for refrigerator
storage.

Each of the Technicon SETpoint PSA Calibrators is supplied in
a ready-to-use liquid form and must be prepared according to
the following instructions:

1. Break vial closure.

2. Swir gently, then mix by inversion at least five (5) imes to
ensure homogeneity prior to use.

3. Refrigerate any unused material. Prior to reuse, mix
contents thoroughly.

STORAGE AND STABILITY
Protect from extreme heat or freezing.

When stored at 2 °C to 8 °C, unopened reagents and calibrators
are stable through the Jast day of the month (expiration date)
printed on the product label. After being opened, calibrators are
stable at least thirty (30) days when stored stoppered in their
original containers at a temperature of 2 °C to 8 °C and kept free of
contamination. The reagents, once opened, are stable on-system
for at least twenty-one (21) days.

SAMPLE HANDLING?s

Serum samples should be tested within twenty-four hours
after collection when stored at 2 °C to 8 °C. I testing is to be
delayed for more than twenty-four hours, store the samples
frozen. Frozen samples should be thawed and mixed
thoroughly before use to ensure consistency of results. Avoid
repeated freezing and thawing.

REVISED: November 1996

METHQD No. DA4-12071.96

MATERIALS REQUIRED BUT NOT PROVIDED

The materials required which are not provided to perform this
method are Technicon Immuno 1 system, reaction tray,
Technicon IDee”™ labels, sample cups, control materials,
volumetric pipette, Class A or equivalent, and other reagents and
equipment as specified in the “INTRODUCTION™ section of the
Technicon Immuno 1 System Methods Manual,

PROCEDURE

Entering Chemistry and Calibration Program

The assay and calibration protocols for this method are resident on
the system.

After the reagent cassette is placed into the reagent tray and the door
is closed, an automatic reagent scan is performed, which enters the
reagent information into the REAGENT INVENTORY. A partially
used reagent cassette must not be switched to another
Technicon Immuno 1 system as this will result in an incorrect
inventory.

Refer to the “OPERATION" section of the Technicon Immuno 1
Systern Operator’s Manualfor further information,

QUALITY CONTROL
It is recommended that the system be controlled using a
commercially available assayed control material with at least two
levels. These controls are intended to be integrated into a clinical
laboratory’s own quality control program and procedures.
These controls should be assayed:
1. At the beginning of each shift or at some other interval
chosen by the laboratory,
2. Whenever a reagent cassette is depleted and another of
the same lot is installed, prior to reporting patient results.
3. Whenever a new ot of reagent is used.
4. Following maintenance or cleaning of. any detection
system components.
A satisfactory level of performance is achieved when the analyte
vaiues obtained for each control are within the “Acceptable Control
Range” published in the Package Insert provided with the controt
material or in a subsequent Product Notification containing value
reassignment information.

CALIBRATION

Calibration of this method is performed with Technicon SETpoint
PSA Calibrators (Prod. No. T03-3541-01 ) which contain six
individual calibrator levels. This method utilizes a cubic aigorithm for
developing the calibration curve. The calbration curve must be
reviewed and accepted using the CALIBRATION REVIEW
SCREEN. The curve can be printed from the CALIBRATION
REVIEW SCREEN. -

A set of values defining the acceptable limits for the fitting of the
calbrators ensures that unsatisfactory data are not used. In the
subsection titled, “Calibration Review,” which appears in the
“CALIBRATION" section of the Technicon Immuno 1 System
UNIT 2 - Operation Manual, there are detailed explanations of
possible error conditions and their related corrective actions.

Calibration Schedule

Calibration should be performed when this method is implemented
on the Technicon immuno 1 system. Recalibration is required after
replacement of major components; a change in the lot number for

PSA reagents, miMP Reagents, or Substrate Reagents; or as
indicated by quality control results.

25
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Based on our findings, the minimum calibration stability for this
method is sixty (60) days. This is based on the results being within
12 total standard deviations of the estimate of imprecision for this
method.

Calibration Procedure
Instructions for calibrating an immunoassay method are provided
in the subsection titled “Calibration Procedure” which appears in
the “CALIBRATION" section of the Technicon Immuno 1 Systemn
UNIT 2 - Operation Manual.

Reference Material2¢
This method is traceable to the Stanford University PSA
Reference Material.

RESULTS

PSA patient sample results that are greater than the highest fitted
value on the immuncassay “CALIBRATION™ report are not printed
out

Samples with PSA concentrations above 100 ng/mL will have the
actual results replaced with “>" flag on the Technicon Immuno 1
system patient report. -

No high dose hook effect will be apparent for PSA concentrations up
to 12,500 ng/mL.

Dilute any overrange samples with Technicon Immuno 1 SETpoint
PSA Calibrator 1 or Technicon Immuno 1 Sample Diluent-B (Prod.
No. T03-3574-01) using a volumetric pipette, Class A or equivalent,
to bring the concentration within the calibration curve, then reassay
the diluted sample.
lncerlahws&s,asouﬂinedinmesubsecﬁonﬁﬂed'\ﬁewingme
Sample Log” which appears in the “DURING RUN" section of the
Technicon immuno 1 System UNIT 2 - Operation Manual, results
may be replaced with a flag when emor checking algorithms are
exceeded.

LIMITATIONS OF THE PROCEDURE 142732

As with any immunochemical reaction, users should be alert to the
possible effect on test results of potential interference from
medications or unknown endogenous substances. -All patient
results should be evaluated in light of the total dlinical status of the
patient. Refer to the paragraph titied, “Interpretation of Results”
contained in the °*“INTRODUCTION" secton of the
Technicon Immuno 1 System Reference Manual - UNIT 4. -
Samples from patients receiving preparations of mouse
monoclonal antibodies for therapy, or diagnosis, may contain
Human Anti-Mouse Antibodies (HAMA). Such samples may show
either falsely elevated or falsely depressed values when tested with
this method and should not be assayed.

Patient samples containing significant levels of rheumatoid factor
(RF) or heterophilic antibodies may produce falsely elevated or
falsely depressed values when tested with this assay. Potential
interference caused by the presence of these substances should
be considered when interpreting assay resuits which are
inconsistent with the total clinical status of the patient.

PSA-4

METHOD No. oA4-1zo7L95("

Evidence suggests that patients undergoing retinal fiuorescein
angiography may retain amounts of fiucrescein in the body for up
to 36 to 48 hours post-treatment. In the cases of patients with renal
insufficiency, including many diabetics, retenion may be much
longer. Such samples may show either falsely elevated or falsely
depressed values when tested with this method, and should not be
assayed.

Do not interpret PSA results as absolute evidence of the presence
or absence of malignant disease. The obtained PSA value should
be used in conjunction with information available from clinical
evaluation and other diagnostic procedures.

It is possible that a patient with confirmed prostatic cancer may
have serum PSA levels within the range of those observed in the
healthy individual. Elevated PSA levels also can be found in
patients with nonmalignant diseases of the prostate along with
other adjacent genitourinary tissues.

Hormonal therapy has been seen to affect PSA expression;
therefore, low PSA measurement after this type of treatment may
not adequately reflect the presence of residual or recurrent disease
states.

EXPECTED VALUES

As with all tests, each laboratory should establish its own
reference range.

in a group of 251 healthy males under 50 years of age (ages
ranging from 15 to 49 years), 100% of the serum PSA values
were found to be between 0.0 ng/mL and 4.0 ng/mL. The
distribution of the PSA values for these 251 donor samples is g~
shown in Figure 1. (
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Figure 1: DISTRIBUTION OF
NORMAL MALES (< 50 YEARS OLD)
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The distribution of PSA values determined in a dlinical study of
160 female and >1800 male specimens is shown in Table 2.

Table 2: DISTRIBUTION OF SERUM PSA CONCENTRATIONS

PSAVALUES (%)
02| T | >0
Females 160 100.0 0.0 0.0 00
Males (<50 yr} 251 100.0 0.0 0.0 0.0
Males {>50 yr) 242 88.0 1.7 04 0.0
MALIGNANT DISEASES
Prostate Stage A 149 443 30.2 22.1 34
Prostate Stage B 121 37.2 15.7 33.1 14.0
Prostate Stage C 114 237 18.4 21.0 36.8
Prostate Stage D 74 203 8.1 18.9 s2.7
Gastrointestinal 58 93.1 5.2 1.7 0.0
Liver/Pancreas 44 90.9 4.5 4.5 0.0
Lung 26 84.6 1.5 3.8 0.0
Urogenital 125 80.4 8.0 1.6 0.0
NONMALIGNANT DISEASES
Benign Prostatic 303 60.1 284 11.6 0.0
Hypertrophy
(BPH)

Other Urogenital 102 69.6 21.6 8.8 0.0
Nonurogenital 227 95.2 35 1.3 0.0

Two examples of longitudinal studies with Technicon fmmuno 1
PSA assay results when compared with another marketed
device are shown in Figures 2 and 3.

20
1 «~O—{MMUNO 1 RESULY
18} —EE-COMPARISON METHOD 2 RESULT
RADIATION
16 4 SURGERY
14 4
12 4
pery
3
210,
M
a 84
6+
4.
24
0 ’ ' *
0 20 40 60
STATUS STABLE PRO RESP
MONTHS

Figure 2: PSA SERIAL MONITORING
PROSTATE CANCER PATIENT 66 YEARS OLD
CLINICAL STATUS INCLUDES STABLE DISEASE, DISEASE
PROGRESSION (PRO), AND RESPONDING TO THERAPY (RESP)
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Figure 3: PSA SERIAL. MONITORING
PROSTATE CANCER PATIENT 62 YEARS OLD
CUNICAL STATUS INCLUDES STABLE DISEASE AND
DISEASE RECURRENCE (RECUR)

PERFORMANCE CHARACTERISTICS

Imprecision

The estimates of imprecision shown in Table 3 were obtained from
replicate assays of human serum pools, controls, and calibrators.
Imprecision estimates were collected (n >280 at each level) and
computed according to NCCLS document EP5-T2*. Precision
Performance of Clinical Chemistry Devices; Second Edition;
Tentative Guideline. The estimates of imprecision were less than
4.5% total CV, and less than 2.5% within-run CV.

Table 3: IMPRECISION

Available from National Committee for Clinical Laboratory

Standards, 940 West Valley Road, Suite 1400, Wayne, PA 19085-
1898

L’
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Correlation Data

The performance of this method was compared with the
performance of two other marketed devices using human sera.
The resulting correlation data of a typical study using malignant
and benign patient samples are listed in Table 4.

Table 4: CORRELATION DATA

- COMPARATIVE T _ RANGE OF

. . SYSTEM n | TEonesSON | s | anarvre

CTOR B : _-CONC.
; : 17 o (ngfmb) | -
'METHOD v 1 " tng/mL)
Warketed | 62 | 0.99x,+00 [0.995| 161 | 0.0.602
Marketed 1535 | 1.07x,+0.10 |0.986| 174 | 0-976

x = Comparative marketed device
y = Technicon immuno 1 system

SENSITIVITY

Minimum Detectable Concentration

The minimum detectable concentration of PSA is <0.03 ng/mL.
This is a multisystem estimate of two {2) times the within-run
standard deviation of the zero calibrator.

SPECIFICITY

Interfering Substances

The use of hemolyzed (up to 1000 mg/dl. of hemoglobin),
lipemic (up to 900 mg/dL of triglycerides), icteric {up to
25mg/dL of total bilirubin), albumin (up to 6.5 g/dL), and
immunoglobufin (up to 5.3 g/dL of IgG) samples have no
clinically significant effect on method performance.

Cross Reactivity

Cross reactivity has been tested with several compounds which
could interfere in this assay as listed in Table 5. The potential
cross-reactant was spiked into a base serum and tested with
this assay. A compound is considered cross-reactive if its
presence provokes a 10% ervor in the PSA value for a sample.
The percent (%) cross reactivity is defined as follows:

Maximum % Cross Reactivity {Observed) =

Maximum Deviation from Control Recove (ng/mL)

100 Conc of Cross Reactant Giving Maximum Deviation (ng/mL)

Table 5: CROSS REACTIVITY
s "HIGHEST - 7| : ' EMAXIMUM
, _ CONCENTRATION | % CROSS REACTIVITY
Cyclophosphamide | . 700 pg/mL < 0.001
Diethyistitbestrol 5 pg/mL. 0.002
Doxorubicin hydrochloride 51.8 ug/mL <0.001
Methotrexate 30 ug/mi < 0.001
Flutamide 10 pug/mL 0.001
Prostatic acz'gA%Q;osphatase 1 pg/mi 0.102
Kallikrein 1 ug/mlL 0.013
Lupron 15 pg/mL < 0.001
Zolodex 7.2 pg/mL 0.001
Trypsin 10 pg/mt. 0.001
PSA§

METHOD No. DA4-1207L96 (’ '

Analytical Range

The analytical range for this method extends from the minimum
detectable concentration value of PSA (< 0.03 ng/mi) to the
concentration value of PSA Calibrator 6 (100.0 ng/mL). Samples
with a concentration greater than the upper limit of this analytical
range should be diluted using a volumetric pipette, Class A or
equivalent, with Technicon SETpoint PSA Calibrator Level 1 or
Technicon Immuno 1 Sample Diluent-B (Prod. No. T03-3574-
01), and reassayed.
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Anaiytical Range 20 Zhou AM, Tewari PC, Bluestein Bl, Caldwel GW, and Larsen FL:

The analytical range for this method extends from the minimum Muttiple forms of prostate-specific antigen in serum: Diflerences in

detectable concentration value of PSA (< 0.03 ng/mL) to the W by monocional and polyclonal assays. Clin Chem

highest fitted value of PSA Calibrator Level 6 (nominal value = 2483-2491 (1999) - ! _ )

100 ng/mL). Samples with a concentration greater than the Kamoshida S a"d;s:‘s“‘“ Y: Bmmg bﬁ”zam,;‘ag 51'?151%:

upper limit of this analytical range should be diluted using a mm”m prostate-specific anfigen. Hum ‘

volumetric pipette, Class A or equivalent, with Bayer SETpoint 2 ] . A

PSA Calibrator Level 1 or Bayer Immuno 1 Sample Diluent-B owe’“"gf JE P“"atel ”egmm ;?:ssml e{: 3' J:;

(Prod. No. T03-3574-01), and reassayed. '1' 45'°s:t907_923 (1991)
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2 Ban Y, Wang MC, Watt K, Loor R, and Chu TM: The proteclytic lentine Carter, et at Long | evaluation of prostate-specific
activity of human prostate specific antigen. Biochem Bicphys Res ?292“1 :"e‘s (‘;‘99"2‘?” with and without prostate disease. JAMA
Comim 123:482-488 (1984 2220
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Technicon Immuno 1¢

PSA REAGENTS

REACTIFS PSA
PSA-REAGENZIEN
REAGENTIPSA .
'REACTIVOS DE PSA'

Non-varnish
area

—
- - For In vitro diagnostic use in the quantitative determination of PSA In human serum on the

B T01-3450-51 Technicon Immuno 19 system, See Product Labeling. CAUTIONI Avold contact with eyes,

skin, or clothing, Wash thoroughly after handling. Avold Ingestion. Contains: Reagent cas-

B‘iER solte containing PSA Antibody Conjugats 1 (R1-Printed Label) 9.0 mL and PSA Antibody

R Conjugate 2 (R2 Barcode Label) 9.0 mL. R1/Mouse Monoclonat anti-PSA 1.54 mg/L (nom-

{nal quantity)  Buffer m Surfactant ® Preservative 8 NaN3. R2 / Goal Polyclonal Anti-PSA ALP
Conjugate 6.15 mg/L (nominal quantily) ® Buffer ® Surfactant W Preservative ® NaN3

Pour usage diagnostique in vitrolors du dosage de la PSA dans le sérum humain sur le systéme
Technicen Immuno 19, Voir notice. PRECAUTIONS: Eviter le contact avec les yeux, la
peau et les vBtements. Aprés manlpulation du produit, se laver minutieusement. Eviter
IIngestion. Contient: Une cassatte reactif contenant Conjugué 1 anti-PSA (R1) 9.0 mL et
Conjugué 2 anti-PSA (R2) 9.0 mL. R1/Monaclonal de sourls anti-PSA 1.54 mg/L (quantité
nominale) ™ Tampon M Tensloactil ® Conservateur ® NaN3. R2 / Conjugué PAL anti-PSA
(anticorps polyclonal de chdvre) 6.15 mg/L (quantité nominale) @ Tampon W Tensloactif ®
Conservateur 8 NaN3

Zur quantitativen Bestimmung von PSA In Humanserum mit dem Technicon Immuno 19
System. /n vitro Diagnostikum. HINWEIS: Verschiltten und Kontakt mit Augen, Haut und
Kleldung vermelden. Sofort mit viel Wasser abwaschen. Nicht elnnehmen. Enthéll: Reagenz-
Doppelbehéiter mit PSA Antikdrper-Konjugat 1 {R1) 9.0 mL und PSA Antikbrper-Konjugat
2 (R2) 9.0 mL. R1 / antl-PSA-Konjugat (Maus, monoklonal) 1.54 mg/L (nominale
Konzentration) ® Puffer B Netzmilte! @ Konservierungsmittel @ NaN3. R2 / polyklonales Antl-
PSA-ALP-Konjugat (Ziege) 6.15 mp/L (nominale Konzentration) ® Puffer @ Netzmittel m
Konservierungsmittel @ NaN3

Per uso diagnostico /n vitro nella detarminazione quantitativa del PSA nel siero umano con il
sistema Technicon Immuno 18, Leggere il fogllo lllustrativo. PRECAUZIONI; Evitare if contatto
con gli occhl, 1a pelle e i vestill, Dope manipolazione del prodotto, lavarsi accuratamente.
Evitare Ningestione. Conlenuto: Contenuto delle cassette reagenti Coniugato PSA Anticorpo
1 g}‘ ) 9.0 mL ¢ Coniugato PSA Anticorpo 2 (R2) 9.0 mL. 1 /Monoclonale di topo Anti-PSA
1.54 mgAL (quantita’ nominali)m Tampone 8 Tenstoatlivo® Conservante ®NaN3. R2 / Anticorpo
Policlonale da Capra Anti-PSA ALP-Coniugato 6,15 mg/L {quantita’ nominali) 8 Tampone @
Tensioattivo M Conservante ® NaN3

Para uso In vitro en fa determinacion cuantativa de PSA en suero humano en el sistema
Technicon Immuno 1®. Ver etiquela del producto, JATENCION! Evitar el contacto con
los ojos, 1a piel y en prendas de vestir. L4vese meticulosamente después de su uso. Evite
su ingesta. Contiene: Contiene casselte de reactivo Conjugado Antl-PSA 1 (R1) 9.0 mL
y Conjugado Anti-PSA 2 (R2)-9.0 mL. R1 / Anti-PSA Monoclonal de Raton 1.54 mg/L
(cantidad nominal) @ Tamp6n ® Surfactante @ Conservante W NaN3, R2 /Conjugado ALP
Anti-PSA Polictonal de Cabra 6.15 mg/L (cantidad nominai) m Tampédn ® Surfactante m
Conservante W NaN3

Store / Stockage / Lagerung / Conservazione / Conservar: 2°C~8°C  THOOSS1E

PROOF IS AT: 140%
SIZE: 4.25"H x 4.75"W

COLORS

. BLACK: TEXT

. PANTONE 368C: LOGO, UPPER STRIPE

- PROCESS BLUE: LOGO, LOWER STRIPE

PANTONE 284C: VIGNETTE, 5% - 100%

REPRODUCTION TYPE SIZE:

BODY COPY: 6 pt
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LOT NO: 6 pt
DISCRETE NO: 7 pt
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( T03-3541-01  For I viiro diagnoslic use In the Per uso diagnostico In vilra nella cnnlaln: / (:unllunl I En\hllt { Prad, Ko, 107 /Ch.-B.f
eallbration of PSA an the calibrazione dei ostPSA confisisra  Conlenuto [ Gontlene: ﬂgl!b/ rnltuuollnlo
Baysr Immur 1™syslam. Sea package Bayer Immuno 1™, Vadi fogllo 7234541 0'21 x40 leNaN«.
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N IRRATON 1 i b ‘ notice, ATTENTION! Prodult X risque inferno. IATEKCIONI Malarial Disirbutour: Bayer Diagnostics, 15, A
MBSy lologious. biologleo. rus Jaannlaurz 02807 Pulkant read
SNl Zut Kallbration von PSA mit dem Code, France ADM B* M 1818 2/
o Bayer Immuno 1™ System, /o viiro Glore / Stockage / Lagerung /  Verlielh durcly Bayor Diagnosiles
Dlagnostikum, Slehe Packun g;belum Cnnmmluno / Consesvar:  GmbH, Weldanseasls;i01, D-81538
VORSICHT! Poleniiol} Intakll 2°¢~8°C Minchen TGOGO61F
———— -y
{
l 1
| a1 Y
e 1566 ! COLORS 'Non-vamnish ar
X 5" X B, BLACK: TEXT
H and red keylines
REPRODUCTION TYPE SIZE: [ v seec: Loco, uerenstree  Ido not printl
BODY COPY: 6 pt PROCESS BLUE: LOGO, LOWER STRIPE
ADDRESS: 6 pt .
LOT NO: 6 P‘ ;‘ i PANTONE 284C: VIGNETTE, 6% - 100%
DISGRETE NO: 7 pt -
HOLDING LINES DO NOY PRINT

Oz IN5/57

S

ILSONDOEIA d3ASg: WCud

ST

oL

==Z

1592

6T-BR L2661

:IT

A

2B/ d TLEH



C

1G06151F 11/8/97 1:54 pm Page 1 _'

IN VITRO DIAGNOSTIC PRODUCT LABEL SPECIFICATION

I\. /
<
c
p ) e
Bayer immuno 1™ SETpoint™ T23-3541-01 Y ICH =
PS‘;\ Calibrator 1 /Callbran / PSA Kalibrator 1 RED KIYLINI BOX
For in vitro diagnostic use. Sea pacigiBe insert. / Diagnostic in INDICATE-S NON-

vitro. Voir notice. / Invitro Dla‘glnos!ik Siehe Packungsbaeilage.
Content: BSA ® NaN3 ANIME Potential biohazard.
Net /-N.-Inh.. 40mLSImelSlo aqmno 2°C-8°C{, s
Bayer Corporation, Tarrylown, NY 10598 PA TG06151F |

A

VARNISH AREA AND
DOES NOT PRINT,

APPRGVED
| Pe— Cthaiiwore #1214

e PANTONE 284 C: SURPRINTED NUMERAL

Ch-B.
£XP:
verw. Sis:

REPRODUCTION TYPE SIZE

BODY COPY: 6 pt

DISCRETE NO: 6 pt
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IN VITRO DIAGNOSTIC PRODUCT LABEL SPECIFICATION

e

(Bayer immuno 1™ SETpaint™ sttiith,

G 123-3541-02
PSA Calibrator 2 / Calibrant Z¥5A THESA Kalibrator 2
For in vilro diagnostic use. See package i ,»:;:5? / Diagnostic in vitro,
Voir nolice. / In vitroDlagnostikum. Sichgdfg¥kungsbeitage. Content:
PSA 2.0 ng/mL ® BSA ® NaN3, WA ;,,/ VG! Polential hiohazard,
¥x0a [Lagerung:2°C-8°C
Bayer Corporation, Tarrylown, NY 10 §r F&- SRLE

TG06251F [

Ch-3.
xXP
vany. s

O g1
i

RED KEYLINE BOX
INDICATES NON-
VARNISH AREA AND
DOES NOT PRINT.

COLORS

- BLACK: TEXT

'PANTONE 284 C: SURPRINTED NUMERAL

REPRODUCTION TYPE SIZE

BODY COPY: 6 pt

DISCRETE NO: 6 pt
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IN VITRO DIAGNOSTIC PRODUCT LABEL SPECIFICATION

—

Bayer immuno 1™ SETpoint”*. iR, T23-3541-03
PSA Calibrator 3 / Calibrant I%WSAHEEA Kalibrator 3
For in vitrodiagnostic use. See package Ingee.

Voirnotice. / In vilroDiagnostikum. SideY
PSA 10.0 ng/mL ™ BSA® NaN3. WARNINES
Net/N.-Inh.: 2.0 L. Store / Stockansirse
Bayer Corporation, Tarsytown, NY 103§ &‘-’z. N

COLORS
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REPRODUCTION TYPE SIZE
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DISCRETE NO: 6 pt

RED KEYLINE BOX
INDIGATEES NON-
VARNISH AREA AND
DOES NOT PRINT.

APPLGYLL

O/UAM et J’/I’ 97



306451F

ﬂﬂ0678

11/

IN'VITRO DIAGNOSTIC PRODUCT LABEL SPECIFICATION

8/97 1:52 pm Page 1

(

..

Bayer Immuno 1™ SETpoint™ §58 T123-3541-04
PSA Calibrator 4 / Calibrant 4 A’ / BSA Kallbrator 4

For n vitro dlagnostic use. See pac ..; 1ngeR!. / Diagnostic /n vitro.
Voirnotice. / /n vitroDiagnostikum. S¥he P¥8 ungsbeilage.Conlenl:
PSA 25.0n /leBSI\lNaN3 WARN/BENF otential biohazard.
Nel/N -Inh.: 2.0 mL. Store / Sfockag@@@agerung: 2°C - 8°C
Bayer Cotpomhon Tarrylown, NY 10591- 509 JBA TGO6451F
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<~ (Bayer immuno 1™ SETpoint™ XiRSE 123-3541-05 h . . .
PSA Calllb(rjalor 5 / Cali rant 5 | " ‘i‘:I/ADKaIibrator 5 RED KIYLINE BOX
or in vitrodiagnostic use. See pacilinsert. / Diagnostic in vitro. e -
s ol ot
.0 ng/mL ™ BSA W NaN3. ¥ Potential biohazard. -~ 3 o
Net/N.-Inh.: 2.0 mL. Store / Slgckap#@®agerung: 2°C~8°C | . A VARNISH AREA AND
Bayer Corporation, Tarrytown, NY 105WKED#Y USA TGO6551F 5.6 %g DOES NOT PRINT.
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IN VITRO DIAGNOSTIC PRODUCT LABEL SPECIFICATION
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Bayer Immuno 1™ SETpoint™

For in vitrodiagnoslic use. See packee Il
Vair notice. / In vitroDiagnostikum 5 s
PSA 100.0 ng/mb mBSA W NaN3. K
LNO‘ /N.-inh.: 2.0 mL. Store / SI0Re

PSA Calibrator 6 / Calibrant 6 PRSI

X T123-3541-06
PSA Kalibrator 6

ert. / Diagnostic in vitro.
Biaingsbeilage. Content:
Potential biohazard.
gggerung:2°C~8°C

g
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Bayer SETpoint™ PSA CALIBRATORS T03-3541-01

DESCRIPTION
For in wevo Giageostic use in the calibration of PSA on the Bayes Mmuno T system, Ses Product Labeiing for further intormation, n {“ p 9
Variouss consiitwents are 2dded 1o achieve specific concenirasons. Other addiives ave incuded | preserve product characlerishics. . s L el

Cantalive:

T23-3541-01, 1 x 4.0 mi; T23-3541-02 thoagh 06, S x 2.0 mi.

Each botise contaias: BSA B m(owm-mwn- Sodium wide. 0.095%
Containg sodium azide. ¥ yoaliowsd.

WARING} mmwmmmmmum Bacause
uﬁﬂﬁmmwuwmhm Is mecommended tat drairs be thoroughly fushed with water after dspocat -
of solotions containing sodior aids. Sec Technical Buflatin TTB-0319-11, ¥
PREPARATION FOR USE

WARMING! POTENTIAL BIOMAZARD MUMAN SOURCED MATERIAL The stasing materisd for this product was Sexied and Sound non-
reacthve for HIV-1, HIV-2, Hepatiis 3, and Hepatitis C. However, 3ince 00 fest method offers complete assurance, these procucts sheud
be handied 23 potentistly infections.

1. Bresk visl closurs.

hmamm Gmes 10 ensure horogenaily prioe 19 use.
SM.IIV wnwg’n uummtwm: Opedation Marzial lor Callication instruction,

dea wnused matesial. Prioe & reuse, mix contents

OPENED: Stable for 3t least 38 deys when rfeiguraied 22 °C 1o § °C.
UKROPENED: Store efrigerated (2 °C lo 8 *C). Stable theough the 3t cay of month prinied ot the Carton tabel,

fokd fine does not print
Bayer SETpoint™ CALIBRANTS PSA T03-3541-01
DEASCRIFTION
Pour usage diagnostique in vitro. Lors de callbration de 13 méthade PSA gut ie systime Bayer imemuno ™. Veir notice dv produll.
mmmmmmmmmww Daswes aodits somt incius pont conserver les
cancilrigtiques du produll.
Contiont:
T23-3541-01, 1 x 4.0 mL: T23-3541-02 4 06, Sx 2.0 mL.
Us Racen contient: $SA S PSA (sauf T23-3541-01) B Uazide de sodum, 0.095%
ATTENTION! Contient de |'22ide de socbwm. Me Das avaler. Apés contact avec b pean, rincer immédiatement ¢t abondamment svec
d¢ Teau. Lide de sodiurn itant susceptible de 1éagie avec le plomb ou le csivre des tryawderies. § est recommands de ies rinosr
abondunment avec dy 'cau lors de Milimination de de solutions conterant de I'xxide de sodum. Voie bufletn techaique TTE-0319-11.
PREPARATION POUR UTILISATION
AITENTION MATERIEL D'ORIGINE MUMAINE POTENTIELLEMENT INFECTIEUX. Lo maé & co prduk
a““mmhmﬁmldl&lﬂldﬁﬂ“l mmnmuﬁm Cm
Comme acans initheds e poat ofiti one garantie lotale, ces prodults doivent dtse maniculs comane étant poternisfiement inbecSs.
1 Casonr iz fermetuve ¢ flacos. —
' conteny pa? werzion 2 moins M avet

"‘mu..m'." o Clbrion o Facis po w ion du Systkme
4. Wmm»u“ mmummm
CONSERVATION KT STABILITE
CUVERT: Consorvi aw nttrigérateut (2 °C 4 § °C), It produit st stably pentast am metrs 30 jewrs.
NON OUVERY: Conserver 3o rifrighrateur (2 °C 3 8 °C). mm‘nmmamw:ﬂmn‘m
RdacW ecvepistrd par FAgence du Médicament en France.

Bayer SETpolar™ PSA KALIBRATOREN 103-3541-01

muua

2 in vitre Dy vou PSA mit dem Bayer iwmuno 1™ Systam. U besSmyvie Konzentrationen 1u ensichen,
mmw werwendel. Whiters 2usites dienan der Erhaltung der Produkisigerschaen.

Enthiist:
T23-3541401, 1 x 4.0 mi: T23-3541-02 bis 06, 3 x 2.0 mL. =
Jedes Filsehchen enrndte: ml m«mm-as«-on- IW 0.095%

Enedn Sofort mik viel Wasset abwasctun. Da
Natromazid ;i Slai eder Kupie: explosive WWM*WMMMW** Sahe
Techa, Mitelweg TTE-0319-11,

VORBEREITUNG ZUM GEBRAUCH
WARNUNG! POTENTIELL WNFEKTIOSES MATERIAL HUMANEN URSPAUNGS. 003 Ausgangseatedal Kr dleses Prodkt wurde nack
mumwnwamzmtumcm Da 5 jedoch acch keine sbeokst sicheren Tesimathoden
ﬁ*ﬁnm&nﬂl Indoktide gahwrxihebl warden.
l Um sine Homogeoitit des Materials 2 sichem, mef§ vor das wndestens Knf (5) mal geldopt werden.
3 Hinvwaise 2 Mh&ﬁhhﬂhmhh o |
: mmm%"m Vor Sopee Sysem.
emu-m Toge bei

betrigt 39 eiaddner Lagerung zwischen 2 °C wnd 8 °C
mdmr:unmmcauu Hakbar bis zum letzien Tag des auf dem Karton angegetenes Vertalimonats.

foidt kne does not print

Bayer SETpoint™ CALIBRATORI PSA T03-3541-61

DESCRITIONE

m—mnmmmummmnu:ummr- hmwm
2gpicnéi per cteress

P conmervaes b Cacatteristichs del prodotto,

Contenuteo:

TQ-3541-01, V24,0 mi; T23-3541.02 2 123-3541-06, S x 2.0 mL.

Oyni flnconcing aontionr: BSA @ PSA (0 accazione de) Cod. T23-3541-01) 8 Sodio azide, 0.095%

ATTEMDIONE! Tonsiens sedio azide. Hocive 3¢ ingerito, 0 €850 i CORAND con & pedle, Wvarsi mmedatamentt ed a¥dondantiemente

COR 20N mnmmmmwam-mmm 3 raccomands che gfi scarichi vengang

ccursamente sciscquati dope i passzoplo & soktlenl contenensi sodio azide. Vadere i Bolieting Tecnice TT-0319-11,

PREPARAZIONT PER LUSO

ATTENDONE MATERIALE Dt DRIGINE USAAKA POTENZIALMENTE A RISCHIO BI0L0GICO. 2 materise di parerea utiizzate per qoesty ~
Poodutio & stak sagoiste ¢ Hecominto Rogalive Der HIV 7, NIV 2, spmtite § o spatn C. Tumavia, poichi nessun metoda df anslisi pud

Sovaes 10 Complon Cariezza, Quest predett devono essere 9 lossero leWiv.
l Romoess 1 sigilo che chiude 3 Sacencing,

Seneno § volte assicurandosi che Is soluzione
Jml 10l Monciale del Sisterr Beywr kneneno 1 - Unitd le istruzions retative alla calibrazione.
4. Aetrigerars § malucizie non otitnat. Prima & dotitzzrs ¥ cont ed

CONSERVAZIONE & STABILITA
APERTO: Stabile yer almone 30 plomi 33 conservato 22 °C - § °C.
CWUSD: Comarwin 32°C -8 °C, Stabile fino aliultimo glomo def wese Ndicato sl stichetta,
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Bayer SETpoini™ CALIBRADORES DE PSA 703-3541-01

DESCRIFCION
m-m-umhmu-mam-dmmmv- Pars nds informacion. s las etiquelas
del prosucio. Para 3Icanzar concenkiacionss especilicas, 6 Aan aladide alunos consdryentes. Se haa Inchodido otras aditves pasa
Plaserva s caraciesisticas dal peaducto.

Caatenlde:

T23-354101, 1 s 4.0l

T23-354102 2 06. $x 2.0

Cada botails coutions: BSA B PSA (sxceple T23-3541-01) 3 Azida sodica, 0.095%

ANISO! Contisne aricts sédica. £5 peliresa su agests. Después del CoMacto coa i piel, Kvsse smediitamente con agua abundante
ummwmuﬂdMylm&h“mhuum&armmuummuuqun
tiempo despuls e vester ks sbdica, ol Boletin Téonico TI5-0315-11
PREPARACION mwm

ATTENZIGHE] MATERIAL DE ORIGEN HUMANO CON RIESGC MOLOGICO POTENCIAL. LEs malerias pricses paca 38 producto han sido

COMProbatss ¥ encontIadas a0 mactivas $aa HIV- 1, KIV-2, Iinhly“&um-mﬁwmmum
ohrecs wna COmpiota segusidacl, 48ia8 PrOGUCIOE JROR SO
1. Rompa ol cierre el vial.

2. lovens i ewzcla, 3 e0os 2sagurar it hernopaaeidad antes de s W50
3 mumeﬁwﬁ;ﬁumw s Calibracién”™ del Maoual de Operaciones del Sisterns
(3 mmd 50 ysade. Antes de rewtiizac, mezchr jos contanidos adecundaments.

CONSERVACION Y ESTABILIDAD
ABIERTO: Esuabis duranie &l wense 38 diaz, sieawre qua osté reltigerago entre 2 °C y 8 °C.
CERRADD: Conservar en Ligorifico {2 *C y 8 °C). Estable hasta of itime dia del mes inpoeso en b eliquets del emdatag.

foid fine does not print
CALISRATION YALUES / VALEURS DE CALISAATION / KALISRATIONSWERTE /
ALORI CALISRATOR! § YALORES DEL CALIBRADGA
Lovel/TaSersio | Prod. No. it et 0/ Comtnts Yniistinltia sonallasXsnzentration
UvelioNivel: Caficanis. Pres: Walta’ { Unigades
toyml)
3
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T03-3541-01
& -
Pudiication No. TL-50670% Aot 1908
Bayer Immuno 1™ System
Bayer SETpoint” PSA CALIBRATORS
Store at2°Cto 8 °C

Bayer SETpoinr~ Sayns SETpoiec~ Sayer SETpoinr
CALIBRANTS PSA PSA KALIBRATOREN CALIBRATORS #SA mﬁ&
ARN 103-3561-01 AL T0S-3541-0t Ceadics TO3-3541-01 o, Prod. 763-3541-01

Consarvacatre 2T 8 °C Lagerung pwischen 2 T 8 T Comervam 32 Ca8T Consarvar sirs 2Ty 8¢

5.5 x 14" overnd dimension, lolog 1 5.5° x 3.5° !
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Bayer Immuno 1™ PSA Assay Labeling

Attachment 1: Bayer Immuno 1™ PSA Assay
Previously Cleared Method Sheet
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