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CA 15-3
SERUM OR PLASMA
ABBOTT ARCHITECT

Intended Use 
The ARCHITECT CA 15-3 assay is a chemiluminescent microparticle immunoassay (CMIA) for the quantitative determination of DF3 defined antigen in human serum and plasma on the ARCHITECT iSystem.
The ARCHITECT CA 15-3 assay is to be used as an aid in the management of Stage II and III breast cancer patients. Serial testing for patient CA 15-3 assay values should be used in conjunction with other clinical methods for monitoring breast cancer.

Clinical Significance 
The ARCHITECT CA 15-3 assay values are defined by using the 115D8 and DF3 monoclonal antibodies. Monoclonal antibody 115D8, raised against human milk-fat globule membranes, and monoclonal antibody DF3, raised against a membrane enriched fraction of metastatic human breast carcinoma, react with epitopes expressed by a family of high molecular weight glycoproteins designated as polymorphic epithelial mucins (PEMs).
Research studies have indicated that CA 15-3 assay values are frequently elevated in patients with breast cancer. These studies have suggested that the CA 15-3 assay may be of clinical value for monitoring the response of patients undergoing therapy because increasing and decreasing values correlated with disease progression and regression, respectively. Additional published studies have suggested that increasing CA 15-3 assay values in patients at risk for breast cancer recurrence after primary therapy may be indicative of recurrent disease before it can be detected clinically. Elevations of CA 15-3 assay values have been reported in individuals with nonmalignant conditions such as cirrhosis, hepatitis, autoimmune disorders, and benign diseases of the ovary and breast. Non-mammary malignancies in which elevated CA 15-3 assay values have been reported include lung, colon, pancreatic, primary liver, ovarian, cervical, and endometrial. CA 15-3 assay values are not elevated in most normal individuals.  The CA 15-3 assay is not recommended as a screening procedure to detect cancer in the general population; however, use of the CA 15-3 assay as an aid in the management of breast cancer patients has been reported.





Principle 

The ARCHITECT CA 15-3 assay is a two-step immunoassay for the quantitative determination of DF3 defined antigens in human serum and plasma using CMIA technology with flexible assay protocols, referred to as Chemiflex.
1. Sample, wash buffer and 115D8 coated paramagnetic microparticles are combined. The DF3 defined antigen present in the sample binds to the 115D8 coated microparticles.
2. After washing, DF3 acridinium-labeled conjugate is added to create a reaction mixture.
3. Following another wash cycle, Pre-Trigger and Trigger Solutions are added to the reaction mixture.
4. The resulting chemiluminescent reaction is measured as relative light units (RLUs). There is a direct relationship between the amount of DF3 defined antigen in the sample and the RLUs detected by the ARCHITECT iSystem optics.
This assay is unique in that the calibrators are supplied prediluted. The ARCHITECT System dilutes all controls and specimens by the same final dilution factor as the prediluted calibrators during the course of the assay.
For additional information on system and assay technology, refer to the ARCHITECT System Operations Manual, Section 3.

Specimen Collection and Handling 

Suitable Specimens
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Do not use specimens with the following conditions:
• heat-inactivated
• grossly hemolyzed
• obvious microbial contamination
• Performance has not been established using body fluids other than human serum and plasma.
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NOTE: Stored specimens must be inspected for particulates. If present, mix and centrifuge the specimen to remove particulates prior to testing.

Materials and Equipment Required 
TEST INSTRUMENT:  Abbott ARCHITECT System

MATERIALS PROVIDED

 2K44 ARCHITECT CA 15-3 Reagent Kit

MATERIALS REQUIRED BUT NOT PROVIDED

• ARCHITECT CA 15-3 Assay file obtained from the ARCHITECT iSystem e-Assay CD-ROM found on www.abbottdiagnostics.com.
• 2K44-01 ARCHITECT CA 15-3 Calibrators
• 2K44-10 ARCHITECT CA 15-3 Controls
• 7D82-50 ARCHITECT Multi-Assay Manual Diluent
• ARCHITECT Pre-Trigger Solution
• ARCHITECT Trigger Solution
• ARCHITECT Wash Buffer
• ARCHITECT Reaction Vessels
• ARCHITECT Sample Cups
• ARCHITECT Septum
• ARCHITECT Replacement Caps
• Pipettes or pipette tips (optional) to deliver the specified volumes.

Reagent Handling and Storage: 

CAUTION:
· For in vitro diagnostic use.
CAUTION: This product requires the handling of human specimens.
It is recommended that all human sourced materials be considered
potentially infectious and be handled in accordance with the OSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other appropriate biosafety practices should be used for materials that contain or are suspected of containing infectious agents.
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Reagent Handling
· Do not use reagent kits beyond the expiration date.
· Do not pool reagents within a kit or between reagent kits.
· Before loading the ARCHITECT reagent kit on the system for the first time, the microparticle bottle requires mixing to resuspend microparticles that may have settled during shipment. For microparticle mixing instructions, refer to the PROCEDURE, Assay Procedure section of the package insert.
· Septums MUST be used to prevent reagent evaporation and contamination and to ensure reagent integrity. Reliability of assay results cannot be guaranteed if septums are not used according to the instructions in the package insert.
· To avoid contamination, wear clean gloves when placing a septum on an uncapped reagent bottle.
· Once a septum has been placed on the reagent bottle, do not invert the bottle as this will result in reagent leakage and may compromise assay results.
· Over time, residual liquids may dry on the septum surface. These are typically dried salts and have no effect on assay efficacy.
· For a detailed discussion of handling precautions during system operation, refer to the ARCHITECT System Operations Manual, Section 7.

Reagent Storage
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· Reagents may be stored on or off the ARCHITECT i System. If reagents are removed from the system, store them at 2-8°C (with septums and replacement caps) in an upright position. For reagents stored off the system, it is recommended that they be stored in their original trays and boxes to ensure they remain upright. If the microparticle bottle does not remain upright (with a septum installed) while in refrigerated storage off the system, the reagent kit must be discarded. For information on unloading reagents, refer to the ARCHITECT System Operations Manual, Section 5.









Reagents
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Calibrator:  2K44-01 ARCHITECT CA 15-3 Calibrators

Quality Control:  2K44-10 ARCHITECT CA 15-3 Controls or other control material
    
Calibration 

Frequency:  
Recalibration is required with each new reagent lot number.

A new calibration is required:

1. If quality control results do not meet acceptance criteria defined by your laboratory, patient values may be suspect. Follow the established quality control procedures for your laboratory. Recalibration may be necessary.
1. Review quality control results and acceptance criteria following a change of reagent or calibrator lot.

Calibrator Required:  2K44-01 ARCHITECT CA 15-3 Calibrators

Reagents:
6 Bottles (4 mL each) of ARCHITECT CA 15-3 Calibrators. Calibrator A contains TRIS buffer with protein (bovine) stabilizer. Calibrators B-F contain DF3 defined antigen (human) prepared in TRIS
buffer with protein (bovine) stabilizer. Preservatives: sodium azide and ProClin 300.

Calibrator Preparation: 
• ARCHITECT CA 15-3 Calibrators may be used immediately after removal from 2-8°C storage.
• Prior to use, mix by gentle inversion (5-10 times).
• After each use, tightly close the caps and return the calibrators to 2-8°C storage.

Calibration Procedure: 
• Test Calibrators A-F in duplicate. The calibrators should be priority loaded.
A single sample of each control level must be tested to evaluate the assay calibration. Ensure that assay control values are within the ranges specified in the respective control package insert.
• Calibration Range: 0 - 800 U/mL

Troubleshooting and Overall Acceptance Criteria Failure

See ARCHITECT Operations Manual for further calibration troubleshooting.

Quality Control: 
Abbott recommends, refer to your laboratory standard operating procedure(s) and/or quality assurance plan for additional quality control requirements and potential corrective actions:
• At a minimum a single level of all quality control are to be run every 24 hours
• If more frequent control monitoring is required, follow the established quality control procedures for your laboratory.
• If quality control results do not meet the acceptance criteria defined by your laboratory, patient values may be suspect. Follow the established quality control procedures for your laboratory.
Recalibration may be necessary.
• Review quality control results and acceptance criteria following a change of reagent or calibrator lot.

Instrument Procedure
The ARCHITECT CA 15-3 assay file must be installed on the ARCHITECT iSystem prior to performing the assay.
For detailed information on assay file installation and viewing and editing assay parameters, refer to the ARCHITECT System Operations Manual, Section 2.
For information on printing assay parameters, refer to the ARCHITECT System Operations Manual, Section 5.
For a detailed description of system procedures, refer to the ARCHITECT System Operations Manual.

Assay Procedure 
For a detailed description of how to run an assay, refer to Section 5 of the ARCHITECT System Operations Manual.
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Results 
The default result unit for the ARCHITECT Ca 15-3 assay is U/mL.  

Flags
Some results may contain information in the Flags field. For a description of the flags that may appear in this field, refer to the ARCHITECT System Operations Manual, Section 5.

Specific Performance Characteristics 
Expected Values 
It is recommended that each laboratory determine its own reference range based upon its particular locale and population characteristics.

Serum/Plasma: < 31.3 IU/mL

Critical Values: N/A

Performance Characteristics 

Reportable Range:
The measurement range for the ARCHITECT CA 15-3 assay is 0.5 U/mL to 800 U/mL.

Analytical Sensitivity
The sensitivity of the ARCHITECT CA 15-3 assay is ≤ 0.5 U/mL

Dilution: 
Specimens with a CA 15-3 assay value exceeding 800 U/mL are flagged with the code “> 800.0” and may be diluted using either the Automated Dilution Protocol or the Manual Dilution Procedure.
Automated Dilution Protocol
The system performs a 1:5 dilution of the specimen and automatically calculates the concentration of the specimen before dilution and reports the result.


Manual Dilution Procedure
Suggested dilution: 1:5
1. For a 1:5 dilution, add 100 μL of the patient specimen to 400 μL of ARCHITECT iMulti-Assay Manual Diluent (7D82-50).
2. The operator must enter the dilution factor in the Patient or Control order screen. All assays selected for that order will be diluted. The system will use this dilution factor to automatically calculate the concentration of the sample before dilution and report the result. The dilution should be performed so that the diluted result reads > 30 U/mL.
For detailed information on ordering dilutions, refer to the ARCHITECT System Operations Manual, Section 5.

Precision: 
The ARCHITECT CA 15-3 assay precision is ≤ 8% total CV 
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Limitations of Procedure 
• Patients with confirmed breast carcinoma may have CA 15-3 assay values in the same range as healthy individuals. Elevations in circulating DF3 defined antigen may be observed in patients with nonmalignant disease. For these reasons, a CA 15-3 assay value, regardless of level, should not be interpreted as absolute evidence for the presence or absence of malignant disease.
The CA 15-3 assay value should be used in conjunction with information available from clinical evaluation and other diagnostic procedures. The ARCHITECT CA 15-3 assay should not be used as a cancer screening test.
• The ARCHITECT CA 15-3 Calibrators are supplied prediluted. A specialized protocol dilutes all controls and specimens by the same final dilution factor as the prediluted calibrators. 
• Heterophilic antibodies in human serum can react with reagent immunoglobulins, interfering with in vitro immunoassays. Patients routinely exposed to animals or to animal serum products can be prone to this interference and anomalous results may be observed. Additional information may be required for diagnosis.
• Specimens from patients who have received preparations of mouse monoclonal antibodies for diagnosis or therapy may contain human anti-mouse antibodies (HAMA). Such specimens may show either falsely elevated or depressed values when tested with assay kits which employ mouse monoclonal antibodies. ARCHITECT BNP reagents contain a component that reduces the effect of HAMA reactive specimens. Additional clinical or diagnosis information may be required to determine patient status.


Analytical Specificity
The ARCHITECT CA 15-3 mean assay specificity is ≤ 12%.
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POTENTIALLY INTERFERING CLINICAL CONDITIONS
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Verified specimen types 1o be used with this assay:

‘Specimen Types Collection Tubes

Serum
‘Serum separator tubes

Serum

Tripotassium EDTA
Plasma Sodium Heparin
Lithium Heparin
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Specimen Storage

Maximum Storage

Specimen Type Storage Temperature _Time.
Serum/Plasma 2-8C <7 days
-20°C or colder >7 days

* If testing will be delayed more than 24 hours, remove serum or
plasma from the clot, serum separator or red blood calls.

« Specimens may be stored for up to 7 days at 2-8°C prior to being
tested.

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

«  Avoid muttiple freeze/thaw cycles.
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| The following warnings and precautions apply to:

|and [conuare |

>

[WARNING [Contains methyiisothiazolones and sodium
lazide

e [May cause an allergic skin reaction.

[EUH032 [Contact with acids liberates very toxic gas.

[Prevention

[P2st [Avoid breathing mist / vapors / spray.

P272 [Contaminated work clothing shouid not be
Jalowed out of the workplace.

[P280 [Wear proteciive gloves / protective
[oiothing | eye protection.

[Response

[P302+P352 [F ON SKIN: Wash with plerty of water.

[Pa3a+Pais i Skin irmitation or rash occurs: Get
Imedical advice / attention.

[Pasz+Pass [Take off contaminated clothing and wash
it betore reuse.

[Disposal

P50t [Dispose of contents / container in

laccordance with local reuiations.
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When stored and handled as directed, reagents are stable until the
expiration date.

Storage Maximum _ Additional Storage
Temperature _Storage Time Instructions
Unopened/ 2-8°C Until May be used immediately
Opened" expiration after removal from 2-8°C
date storage.
Store in upright position.
Onboard  System 30days  After 30 days, the reagent
temperature kit must be discarded.

For information on tracking
onboard time, refer to
the ARCHITECT System

Operations Manual,
Section 5.
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Tx66mL  4x66mL  1x270mL

WICROPARTICLES]
1x59mL  4x59mL  1x263mL

[consuaate|
[WicRoPARTICLES] 115D (mouse, monoclonal) coated microparticles

in TRIS bufler with protein (bovine) stabilizer. Minimum concentration:
0.09% solids. Preservatives: sodium azide and ProClin 300.
[consuaate] b3 (mouse, monocional) acridinium-labeled conjugate
in phosphate buffer with protein (bovine) stabilizer. Minimum
concentration: 0.05 pg/mL. Preservatives: sodium azide and ProCli
300.
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Assay Diluent

ARGHITECT i MultAssay Manual Disent (7D82-50)

+ [MULThsSSAY wAUAL DRUENT] 1 Bortle (100 L) ARCHITECT / M-
‘Assay Manual Dikent cortaining phosphat bufered salie soluion
Prosenvative: antimiorobial agent.
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Other Reagents

ARCHITECT i Pre-Trigger Solution

. Pre-trigger solution containing 1.32% (w/v)
hydrogen peraxide.

ARCHITECT i Trigger Solution

« [YRIGGER SOLUTION] Trigger solution containing 0.35 N sodium hycroride.

ARCHITECT i Wash Buffer

. Wash buffer containing phosphate buffered saline

solution. Preservatives: antimicrobial agents.
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Before loading the reagent kit on the system for the first time, the
microparticle bottle requires mixing to fesuspend microparticles
that may have settled during shipment. After the first time the
microparticles have been loaded, no further mixing is required.

* Invert the microparticle bottle 30 times.

« Visually inspect the bottle to ensure microparticles are
resuspended. If microparicles are stil adhered to the bottle,
continue to invert the bottle until the microparticles have
been completely resuspended.

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

Once the microparticles have been resuspended, place a
septum on the bottle. For instructions about placing sepums
on bottles, refer 1o the Reagent Handiling section of this
package insert.

Load the reagent kit on the ARCHITECT isystem.

* Verily that all necessary reagents are present.

o Ensure that septums are present on all reagent bottles.
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Order calibration, if necessary.

« For information on ordering calibrations, refer to the ARCHITECT
System Operations Manual, Section 6.

Order tests.

« For information on ordering patient specimens and controls and
for general operating procedures, refer to the ARCHITECT System
Operations Manual, Section 5.

The minimum sample cup volume is calculated by the system and

s printed on the Orderlist report. No more than 10 replicates may

be sampled from the same sample cup. To minimize the effects of

evaporation, verify adequate sample cup volume is present before
running the test.
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¢ Priority:
Sample volume for first test: 70 L
Sample volume for each additional test from same sample
cup: 20 L

<3 hours on board:
Sample volume for first test: 150 L
Sample volume for each additional test from same sample
cup: 20 L

>3 hours on board: additional sample volume is required.
Refer 10 the ARCHITECT System Operations Manual, Section
5 for information on sample evaporation and volumes.

It using primary or aliquot tubes, use the sample gauge to
ensure sufficient patient specimen s present.

Prepare ARCHITECT CA 15-3 Calibrators and Controls according

to their respective package inserts.

 Mix calibrator(s) and controls by gentle inversion before use.

* Hold bottles vertically and dispense recommended volumes
into each respective sample cup.

 Recommended volumes:
To obtain the recommended 250 L volume requirement for
the ARCHITECT CA 15-3 Calibrators dispense 7 drops.
To obtain the recommended 150 L volume requirement for
the ARCHITECT CA 15-3 Controls dispense 4 drops.
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Load samples
« For information on loading samples, refer to the ARCHITECT System
Operations Manual, Section 5.

Press RUN.

For_additional information on principles of operation, refer to the
ARCHITECT System Operations Manual, Section 3.

For optimal performance, it is important to perform routine maintenance
as described in the ARCHITECT System Operations Manual, Section 9.
Perform maintenance more frequently when required by laboratory
procedures.
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*  Moves the sample to the aspiration point

* Loads a reaction vessel (RV) into the process path

* Aspirates and transfers sample into the RV

+ Advances the RV one position and transfers microparticles into
the RV

* Mixes, incubates and washes the reaction mixture

+ Adds conjugate to the RV

* Mixes, incubates and washes the reaction mixture

 Adds Pre-Trigger and Trigger Solutions

+ Measures chemiluminescent emission to determine the quantity
of OC 125 defined antigen in the sample

 Aspirates contents of RV to liquid waste and unloads RV to solid
waste

 Calculates the result

For information on ordering patient specimens, calibrators_and

controls, and general operating procedures, refer to the ARCHITECT

System Operations Manual, Section 5.

Itis important to follow the routine maintenance procedures defined

in the ARCHITECT System Operations Manual, Section 9. If your

laboratory procedures require more  frequent maintenance, follow

those procedures.
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Panel Reagent Mean Con. __ Within Run Total
Member Lot Instrument n_ (WmL) SD  %CV_ SD %LV
1 1 1 80 286 07 24 09 31
2 2 80 20 06 22 07 26
2 1 1 80 1212 36 30 45 37
2 2 80 1128 19 17 24 22
3 1 1 80 2516 79 31 95 38
2 2 80 2209 42 18 65 28
4 1 1 80 4047 182 37 23 45
2 2 80 4778 127 27 173 38
5 1 1 80 683.1 22 47 U6 51
2 2 80 666.2 201 30 295 44
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INTERFERING SUBSTANCE

Tost Compound “Test Concentration
Bilrubin 20myiaL
Hemoglobin 500 my/dL
Total Proein 12gd
Trglycerides g
CCHEMOTHERAPEUTIC AGENTS

Tost Compound “Test Concentration
Beta Estadol 67 uymL
Cisplatin 66.7 g/mL.
Gyclophosphamide 330 pgmL.
Doxorubicin 66uymL
s-fuorouraci 280 pgmL.
Megestol Acstats 396 g/mL.
Methorrexate 132 g/t
Mtomycin ¢ 172 gt
Pacitaxel 35ngmL
Tamaiten 5.0uymL
Testosterone 330 ug/mL.

Vinblastine sulfate 1.3 pg/mL
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Clinical Condition ‘Number of Specimens Mean % Recovery

HAMA 0 108
RF 10 103
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