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COMPANY/CONTACT PERSON

Seradyn, Inc
7998 Georgetown Road, Suite 1000
Indianapolis, IN 46268

Establishment registration No: 1836010

Earl E. Knight III, MPA
Regulatory Affairs Associate
Telephone: (317) 554-0639
Fax: (317) 610-0018

DATE PREPARED

July 27, 2006

DEVICE NAME

Trade Name: ARCHITECT Cortisol
Common Name: Fluorometric, Cortisol
Device Classification: 21 CFR 862.1205; Cortisol (hydrocortisone and hydroxycorticosterone) test

system; Class II

Trade Name: ARCHITECT Cortisol Calibrators
Common Name: Calibrator, Secondary
Device Classification: 21 CFR 862.1150; Cortisol (calibrator) test system; Class II

Intended use

ARCHITECTr Cortisol is a chemiluminescent microparticle immunoassay (CMIA) for the quantitative
determination of cortisol in human serum, plasma or urine on the ARCHITECT i System. The ARCHITECT
Cortisol assay is intended for use as an aid in the diagnosis and treatment of adrenal disorders.

The ARCHITECT Cortisol Calibrators are for the calibration of the ARCHITECT i System when used for the
quantitative determination of cortisol in human serum, plasma or urine.

Legally marketed device to which equivalency is claimed

AXSYM ®CORTISOL REAGENTS AND CALIBRATORS (K033731)

DESCRIPTION OF DEVICE

The ARCHITECT Cortisol assay is a delayed one-step immunoassay for the quantitative determination of
cortisol in human serum, plasma or urine using CMIA technology with flexible assay protocols, referred to as
Chemiflex ®.



COMPARISON OF TECHNOLOGICAL CHARACTERISTICS

Device Predicate
ARCHITECT Cortisol AxSYM Cortisol

Intended ARHTC otsli hmlmnset The Cortisol assay is a Fluorescence
Use microparticle immunoassay (CMIA) for the Poaitonmuosay(IAfrth
(Reagents) quantitative determination of cortisol ,quntiaiemaueeto otsli

human serum, plasma or urine on the hmnsrm lsaaduieo h
ARCHITECT i System. The ARCHITECT AxSYM System to aid in the diagnosis and
Cortisol assay is intended for use as an aid in tramnofdealisdr.
the diagnosis and treatment of adrenal
disorders.

Intended The ARCHITECT® Cortisol Calibrators are The AxSYM Cortisol Calibrators are for the
Use for the calibration of the ARCHITECT i calibration of the Abbott AxSYM Cortisol
(Calibrators) System when used for the quantitative System to aid in the diagnosis and

determination of cortisol in human serum, treatment of adrenal disorders.
plasma or urine.

Indications The results obtained are used to aid The results obtained are used to aid
for Use diagnosis and treatment of adrenal disorders. diagnosis and treatment of adrenal

disorders.
Methodology Heterogeneous chemiluminescent Fluorescence Polarization Immunoassay

microparticle immunoassay (CMIA). (FPIA) technology.

Reagent Two (2) reagent system: Three (3) reagent system:
Components

· Microparticle Reagent with Anti- * Pretreatment Solution (P)
Cortisol (mouse) coated Microparticles in Surfactant in TRIS buffer and sodium
buffer with protein stabilizer, Proclin 300 azide.
and sodium azide.

· Cortisol Antiserum (Mouse and
* ConjugateReagent wih CortisolGoat) in buffer with protein stabilizer

acridinium labeled conjugate in buffer with anSoimade
surfactant stabilizer and Proclin 300.

* Cortisol Fluorescein Tracer in
buffer containing surfactant and
stabilizers, and Sodium azide.

Calibration ARCHITECT Cortisol Calibrators - six levels AxSYM Cortisol Calibrators - six levels



SUMMARY OF CLINICAL TESTING

Linearity

Linearity by Dilution was determined by a study based on the NCCLS guideline EP6- A: Evaluation of the
Linearity of Quantitative Measurement.

A regression analysis plot of recovered cortisol against dilution factor was constructed.
The p-values and regression standard error (Reg SE) were examined for each pool. The second order
polynomial regression was chosen and the percent deviation from linearity (%DLP) calculated from the
predicted second order polynomial regression and compared to the predicted first order polynomial (linear)
regression.

65 uL Serum Pool

Result Predicted Predicted
Dilution 1st 2nd

ug/dL u g/d L ug/dL

100% N/A N/A N/A N/A N/A

90% 65.85 64.60 66.17 -1.6 -2%

80% 58.41 57.28 57.80 -0.5 -1%

70% 49.69 49.96 49.70 0.3 1%

60% 41.92 42.64 41.85 0.8 2%

50% 33.69 35.31 34.27 1.0 3%

40% 26.74 27.99 26.95 1.0 4%

30% 19.72 20.67 19.89 0.8 4%

20% 14.02 13.35 13.09 0,3 2%

10% 6.53 6.03 6.55 -0.5 -8%

0%0/ -0.04 -1.30 0.27 -1.6

8 uq/dL Serum Pool

nResult Predicted Predicted difference
Dilution 1st 2nd %fPce

ugldL udLdL ug/dL

100% 7.79 7.66 7.81 -0.2 -2%

90% 7.01 6.86 6.92 -0.1 -1%

80% 5.87 6.07 6.06 0.0 0%

70% 5.27 5.27 5.21 0.1 1%

60% 4.43 4.48 4.39 0.1 2%

50% 3.68 3.69 3.58 0.1 3%

40% 2.83 2.89 2.80 0.1 3%

30% 2.03 2.10 2.04 0.1 3%

20% 1,16 1.30 1.29 0.0 1 %

10% 0,49 0.51 0.57 -0.1 -12%

0% -0,01 -0.28 -0.13 -02 2lat o



Accuracy

Accuracy by Recovery was determined by spiking cortisol into human serum and urine to achieve
concentrations across the range of the assay. The samples were analyzed in triplicate with the
ARCHITECT Cortisol assay.

Serum ________________

Donorl Donor2 Donor3

Observed Expected Recovery Observed Expected Recovery Observed Expected % Recovery

Unspiked 8.1 N/A N/A 13.7 N/A N/A 12.6 N/A N/A
Spiked

-5 ug/dL 12.5 12.7 98.5 17.8 18.2 97.6 16.4 17.1 95.7
Spiked

10 ugldL 15.7 17.3 90.9 21.2 22.8 93.2 20.4 21.7 94.1
Spiked

20 ugldL 23.7 26.4 89.6 28.7 31.8 90.2 28.4 30.8 92.3

40pukldL 39.5 44.8 88.2 43.0 49.9 86.1 43.2 48.9 88.3
Ta Net

Urine _ _ _ _ _

DonorlI Donor 2 Donor 3

Observed Expected Recovery Observed Expected Recovery Osre Expected % Recovery
Unspiked 5.7 N/A N/A 22.0 N/A N/A 11.9 N/A N/A

Spiked
-5 ugldL 10.4 10.3 100.9 25.1 26.4 94.9 16.1 16.4 97.9
Spiked

10 ugldL 14.0 14.9 93.8 29.5 30.9 95.5 19.3 21.0 91.9
Spiked

20 ug/dL 22.2 24.1 92.0 34.6 39.8 87.0 27.6 301 91.7

40pukldL 36.0 42.6 84.6 52.0 57.6 90.3 41.2 48.3 85.3

100+20



Sensitivity

1) The limit of blank (LoB) and the LoD were determined with guidance from OLSI guideline NCCLS EPI7-
A: Protocols for Determination of Limits of Detection and Limits of Quantitation; Approved Guideline using
proportions of false positives (a) less than 5% and false negatives (P) less than 5%. These determinations
were performed using 60 blank and 120 low level samples.

ARCHITECT i2000 LoB= 0.234 sgldL and LoD= 0.401ug/dL
ARCHITECT i2000SR LoB= 0.125j-pg/dL and LoD= 0.255ug/dL

An assay claim of LoD=0.8ug/dL is supported by the data.

2) The functional sensitivity of the ARCHITECT Cortisol assay was determined with guidance from CLSI
guideline NCCLS EPI17-A.

At the upper 95% confidence limit, the lowest serum value exhibiting a 20% CV was calculated to be
0.SjagldL. At the upper 95% confidence limit, the lowest urine value exhibiting a 20% CV was calculated to
be l1 ig/dL.

Method Comparison

The studies were conducted according to CLSI Guideline NCCLS ElP9: Method Comparison and Bias
Estimation Using Patient Samples to compare accuracy of recovery of Cortisol in serum and urine assayed
by the ARCHITECT Cortisol assay to the Abbott AxSYMe Cortisol assay.

The results of the Method comparison study met the design goals and acceptance criteria.



Precision

A precision study was performed using the National Committee for Clinical Laboratory Standards (NCCLS)
guideline EP5-A2: Evaluation of Precision Performance of Clinical Chemistry Devices.

Mean Within Run Between Day Total
Sample Instr. Reagent Lot n Conc.

_2ugldL SD %CV SD %CV SD %CV
12000 A 80 3.8 0.1369 3.6 0.1315 3.4 0.1898 5.0

MCC 1 203IVIL; I 12000S
R B 80 4.0 0.1924 4.8 0.0000 0.0 0.2321 5.8

12000 A 80 16.6 0.4300 2.6 0.4071 2.5 0.6184 3.7
MCC 2 100IVIIL. Z 12000S

R B 80 17.3 0.4000 2.3 0.5459 3.2 1.3228 7.7
12000 A 80 30.3 0.8739 2.9 0.6784 2.2 1.1695 3.9

MCC 3 100MUL; J 12000S
R B 80 31.0 0.6344 2.1 1.1223 3.6 1.3178 4.3

12000 A 80 2.9 0.0829 2.9 0.0000 0.0 0.1140 4.0
Serum panel 1 2000S

I R B 80 2.9 0.1601 5.5 0.0835 2.9 0.1806 6.2
12000 A 80 39.8 0.9526 2.4 0.0000 0.0 1.0065 2.5

Serum panel 2 120003
R B 80 41.0 1.0822 2.6 0.4470 1.2 1.2947 3.2

12000 A 80 53.3 1.7061 3.2 0.2887 0.5 1.7303 3.3
Serum panel 3 20003 _

R B 80 55.8 1.5047 2.7 0.9540 1.7 1.8730 3.4
12000 A 80 2.4 0.1270 5.3 0.0545 2.3 0.1482 6.2

Urine panel 1 12000S
R B 80 2.7 0.1636 6.1 0.0463 1.7 0.1700 6.4

12000 A 80 14.5 0.3927 2.7 0.0000 0.0 0.5875 4.1
Urine panel 2 12000S

R B 80 15.9 0.6039 3.8 0.3916 2.5 0.7198 4.5
12000 A 80 36.8 1.0509 2.9 0.5742 1.6 1.3916 3.8

Urine panel 3 12000S
R B 80 40.6 1.5605 3.9 0.3012 0.7 1.5893 3.9

12000 A 80 49.0 2.8402 5.8 0.0000 0.0 2.8402 5.8
Urine panel 4 12000S

I R B 80 53.7 3.1812 5.9 0.0000 0.0 3.1812 5.9

<2~0:% tbtailVtHn



Interferences

Interference studies were conducted using OLSI Guideline NCCLS EP7-A2: Interference Testing/in Clinica/
Chemistry.

A. Endogenous Substances

1) Serum

Interfering Interferent N Target Mean Recovery % Interference
Substance Concentration pg/mL _pglmL ________

Bilirubin 2Omg/dL 3 5153+.
____________ _____________28.4 29.8 +4.9

Hemoglobin 110g/dL 3 5352-.
____________ _____________29.4 30.6 4-0.3

5.1 ~~~4.7 -7.8
Triglyceride 2000 mg/dL 3

__________ I __ _ _ __ _ _ 28.8 27.1 -5.9

Total Protein l 0g/dL 3 1. 14+.
____________ ____________ 34.2 38.7 +13.2

Total Protein 3 gldL 3 90+1.
_______ _____ _______ ______31 .4 29.3 -6.7

2) Urine

Concentration Mean %Mean
% Interferant of Interferant Recovery Interference Recovery Interference

Endlogenous Cortisol
Cortisol only ______ Spiked _____

Unaltered
Urine Control N/A 4.9 N/A 36.9 N/A

Mock
spike Control N/A 4.6 N/A 37.9 N/A

Protein 1000mg/dL 5.1 -4.1 38.6 -4.6
Creatinine 5mmol/L 4.5 2.2 37.0 2.4

Urea 350mmol/L 4.6 6.1 36.3 1.6
Glucose 5mmol/L 4.5 2.2 37.6 0.8

NaCI 1000mmo~lL 5.0 -2.0 38.1 -3.3

Boric Acid 1% 1 4.8 1 2.0 37.6 1 -1.9w-



B. HAMA

As with any assay employing mouse antibodies, the possibility exists for interference by human
anti-mouse antibodies (HAMA) in the sample, which could cause falsely elevated results.

Spiked with
Sample Native Cortisol Spiked with cortisol-free % Recovery

________ ugldL Cortisol ug/dL serum ug/dL _____

1 4.9 10.1 4.7 101.0

2 11.2 21.8 10.2 102.8

3 11.5 21.2 10.6 98.1

4 8.7 13.9 8.4 101.5

5 6.6 11.7 6.4 100.0

6 1 9.9 29.7 18.6 100.3

7 18.3 28.8 17.9 99.7

8 9.7 14.7 9.4 100.0

HAMA-1 8.6 13.8 8.5 100.0

HAMA-2 8.0 13.5 8.5 97.8
Acceptance Criteria

Grand Mean % Recovery 100+15% 100.1

C. Rheumatoid Factor (RF)

Ten positive RF patient samples were assayed for cortisol concentration.

Sample Native SieCotsl Spiked with
Sapl Crtso Spiked C ortso cortisol-free. % Recovery

ugldIL ug/d serum ugldL _ _____

1 11.1 19.4 10.5 92.4
2 5.0 10.0 4.9 90.9
3 11.0 20.5 11.3 94.0
4 34.0 41.8 33.6 94.8
5 17.3 24.9 16.2 93.3
6 5.4 10.9 5.5 94.0
7 14.1 21.8 13.8 89.7
8 3.0 8.6 2.9 95.6
9 23.8 31.8 23.4 93.8
10 13.8 24.1 13.1 102.1

Acceptance Criteria
Grand Mean % Recovery 100+15% 94.1



D. Anticoagulants

Studies were conducted to determine the performance characteristics of the assay for both serum
and plasma samples containing Cortisol.

The results indicate that there is no significant difference between the recovery of Cortisol in serum
or plasma. The collection tubes evaluated show no adverse effects on the recovery of Cortisol,
within the experimental error for the spiking study.

A claim for assay application to both serum and plasma samples is thus supported.

Specificity

Cortisol was spiked into cortisol free human serum at approximately 12ug/dL. Cross reactant
stock concentrates were prepared in solvent and spiked into aliquots of the 12ug/dL cortisol
serum to achieve cross reactant concentrations of 100 or 1000ug/dL. A control aliquot was
prepared for each solvent system by spiking the solvent into the 12ug/dL cortisol serum at the
same volume used with the cross reactant stocks.

Test conc % Cross Test conc % Cross
ug/dL Reactivity ug/dL Reactivity

11-beta-OH-progesterone 1000 0.2 Pregnanediol 1000 0.0
11-deoxycorticosterone 100 0.1 Pregnanetriol 1000 0.0
11-deoxycortisol 100 2.1 Pregnenolone 1000 0.0
17-alpha-OH Pregnenolone 1000 0.1 Progesterone 1000 0.1
17-OH-progesterone 1000 0.6 Spironolactone 1000 0.0
6-beta-OH cortisol 1000 0.2 estosterone 1000 0.1
6-methyl- prednisolone 1000 0.1 etracycline 1000 0.0
Aldosterone 1000 0.0 etrahydrocortisol 1000 0.6
Beclomethasone 1000 0.0 riamcinolone 1000 0.4
beta-cortol 1000 0.0
beta-cortolone 1000 0.0
Beta-Estradiol 1000 0.0
beta-Sitosterol 1000 0.0
Budesonide 1000 0.0
Canrenone 1000 0.1
Corticosterone 1000 0.9
Cortisol-21-glucuronide 1000 0.2
Cortisone 1000 2.8
Dexamethasone 1000 0.0
DHEA 1000 0.0
DHEA-S 1000 0.0
Estriol 1000 0.0
Estrone 1000 0.0
Fludrocortisone 100 36.8
Fluticasone Propionate 1000 0.0
Medroxy Progesterone 1000 0.0
Acetate
rMometasone 1000 0.0
Prednisolone 100 12.5
Prednisone 1000 0.6



On-Board Stability

1) Calibration Curve stability

Calibration curve stability of a period of 30 days is supported by the data.

2) Reagent On-Board Stability

A 30 day on-board reagent stability claim is supported by the data.

CONCLUSION

The ARCHITECT Cortisol assay has been shown to be substantially equivalent to the Abbott AxSYM
Cortisol assay through the following performance testing: The performance testing verifies that the device
functions as intended and that design specifications have been satisfied.







Indications for Use

510(k) Number (if known): I 0 to.O04

Device Name: ARCHITECT Cortisol

Indications for Use:

ARCHITECT Cortisol is a chemiluminescent microparticle immunoassay (CMIA)

for the quantitative determination of cortisol in human serum, plasma or urine on

the ARCHITECT i System. The ARCHITECT Cortisol assay is intended for use

as an aid in the diagnosis and treatment of adrenal disorders.

The ARCHITECT Cortisol Calibrators are for the calibration of the ARCHITECT i

System when used for the quantitative determination of cortisol in human serum,

plasma or urine.

Prescription Use X AND/OR Over-The-Counter Use
(Part 21 CFR 801 Subpart D) (21 CFR 801 Subpart C)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER
PAGE IF NEEDED)

Concurrence of CDRH, Office of In Vitro Diagnostic Devices (OIVD)

Office of In Vitro Diagnostic Device
uL3uation and Safety


