ARCHITECT
Total T3 Calibrators

INTENDED USE

The ARCHITECT Total T3 Calibrators are for the calibration of the
ARCHITECT iSystem when used for the quantitative determinatlon ol
total triipdothyronine {Total T3) In numan ssrum and plasma. Refer 1o
the ARCHITECT assay-specific reagent package Inserl for additional
information,

CONTENTS

£ Bottles (4 mL each) of ARCGHITECT Total T Calibralers prepared
in human serumn, Preservative: Sodium azide.
The calibrators yield the following concentrations:

Total T4 Concentration

Callbrator - ____ngfmL . nmolfL
0.2 0.31
0.5 0.77
[Gaile] 0.75 115
1.5 2.30
a5 5.38
=0 6.0 9.22
STANDARDIZATION

The calibrators are manufactured using Certified Reference Material
{CAM), Trilodo-L-Thyronine (Ta), and signal maiched to Abbott
internal reference standards, which are traceable to the CAM Triiodo-
L-Thyronine {Ta) at sach concentration level. The concentration

of the CBM Tiiiodo-L-Thyronine (T3) used to make the inlernal
referance standards is determined by HPLC.

PRECAUTIONS

For In Vitro Diagnostic Use

. & CAUTION: This product contans human-sourced andf

or porenlially infectious components. Refer to tha CONTENTS
section of this package inserl, No known tesl method can
offer complete assurance thal products derivad trom human
sources or inactivated microorganisms will not transmit infection.
Therefare, all human-sourced materlals should be considered
potentially infeclious. It is recommended that these reagents and
hurman specimens be handled in accordance with the OSHA
Standard on Bloodborne Pathagens. Biosafety Level 2 or other
appropriate biosafety practices should be used for materials that
contain or are suspected of containing infectious agents,™

+ The human sarum used in the ARCHITECT Total T3 Calibrators
is nonreactive for HBsAg, HIV-1 BNA or HIV-1 Ag, anti-HCV, and
anti-HIV-1 fHIV-2.
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The following warnings and precautions apply to: [cacTa].
Conlains sodium azide.
EUHD32

P501

Conlact with acids liberales very toxic gas.
Dispose of gontents / container in
agcordance with local regulalions.

Safety Data Sheets are available at www.abbotidiagnostics.com or
cantact your ocal repregentative.

For a detailed discussion o! safety precautions during system
operation, refer to the ARCHITECT System Operations Manual,
Section 8.

STORAGE

* Calibrators are stable until the expiralion date when stored and
handled as direcled.
* Do not use past expiration dats.

,J 8'c
.« 2¢

PREPARATION FOR USE

Calibrators may be used tmmediatsly after remaval fram 2-8°C
storage.

Prior to each use, mix by gentle inversion.

After each use, tightly close the caps and return the calibrators 1o
2-8°C siorage.
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Caution

Consult instructions for use

Manufacturer

Tempesrature limitation

Use by/Expiration date

Calibrator (A,B,C,D.E or F)
Contains Sodium Azlde. Contact
with acids llberates very toxic
gas.

Distributed In the USA by
Information needed for United
States of America only

in Vitro Diagnostic Medical
Device

Lot Numbar

Product of Ireland
List Number
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Architect
Total T4 Controls

Aand Highllghtad,

INTENDED USE

The ARCHITECT Total T4 Controls are for the verification of the
aceuracy and precision of the ARCHITECT iSystem when used

for the quantitative detarmination of thyroxine (Total Ts) in human
serum and plasma. Reter 1o the ARCHITECT assay-specilic reagent
package insert for additional Infermation.

CONTENTS

3 Bottles (B mL gach) of ARCHITECT Total T4 Controls. The Low
Contral, Medium Control, and High Control contain T prepared in
human serum, Preservative: Sodium Azide.

The tollowing concentration ranges may be used for individual
replicate contrel specifications on the ARCHITECT iSystem:

Target Concentration / Aange

Conirol pg/dL ntmol/L

42 2.73-543 54.1 35.14 - 69.88
74  544-992  95.2 70.01 - 127.67
[conTroL[H] 146 8.93-19.71 1879 1278 - 253,67

Each laboratory should establish its own coneentration ranges for
new coniral lots at each control level. This can be accomplished
by assaying a minimum of 20 replicates over several (3-5) days.
Saurces of variation that can be expected should be included in this
study in order 1o be representative of future system performance.
These may include:

« Muliiple stored calibrations

+ Muliple reagent lots

*  Multipie calibrator lots

« Multiple processing modules

« Data points collected at diiferent times of the day

These results should be applied to your laboratory’s quality control
praclices.

PRECAUTIONS
.

s For in Vitro Diagnostic Use

. & CAUTION: This product contains human-sourced and

or potentially infectious components. Refer 1o the CONTENTS
section of this package insert. No known test method can
affer complate assurance that products derived from human
sources or Inactivated microorganisms will not transmit infection.
Theretore, all human-sourced materials should be considered
patentizlly infectious. I is recommended that these reagents and
human spacimens be handled in accordance with the OSHA
Standard on Bloodborna Paihogens. Biosafely Level 2 or other
appropriate biosafety practices shauld be used for mateiais that
conlain or are suspecled of containing infectious agens

«  The human serum used in the ARCHITECT Total T4 Controls is
nonreactive for HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HGV, and
anti-HIV-1 HIV-2.
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Safety Data Shests are available at www.abbottdiagnostics.com or
contact your local representative.

For a detalled giscussion of safety precautions during system
operation, refer to the ARCHITECT System Operations Manua!,
Section 8,

STORAGE

s Cantrols are stable until the expiration dale when stored and
hangled as directed.
s Da not use past expiralion date.

J/—B'C
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ARCHITECT
Total T4

%4

Read Highlighted Changes: Ravised May 2017,

Package Insert instructions musl be carefully followed. Reliahbility of
assay results cannot be guaraniead If there are any deviatlons from
the insiructions in this package insert.

B NAME
ARCHITECT Total T4

B INTENDED USE

‘The ARCHITECT Total T4 (TT4) assay is a Chemiluminescent
Microparticle Immunoassay (CMIA) tor the quantitative determination
of thyroxine (Total T,) In human serum and plasma on the
ARCHITECT iSystam.

B SUMMARY AND EXPLANATION OF THE TEST
Thyroxine {T4) ig an iodina-containing hormone which has a
molecular weight of appraximately 777 daltons and is secreted

by the thyroid gland. T, and its associate thyroid hormone Ty are
responsitle for regulating diverse biochemical processes throughout
the body which are essential for normal metabelic and neurat
activity.!

Although T3 nas greater biclogic potency?, T4 is normally present in
human serum in approximately 50-fald excess of circulating Ts and
accounts for more than 90% of the circulating protein-bound iodine.
T, is 99.9% bound to serum thyroxine hinding proteins (TRP). The
hormone is transperied bound primarily 1o thyroxine binding glebulin
(TBG) and secondarily by thyroxine binding prealbumin (TBPA) and
albumin.? Less than 0.05% of the total circulating T4 is unbound and
therefore biclogically active,* 5 Clinically, T4 measurements have
long been recognized as an aid in the assgssment and diagnosis
of hyroid status, Elevated T, values are characteristically sean in
palients with overt hyperthyroidism, while T4 levels are generally
depressed in patients with overt hypothyroidism, Normal Ta levels
accompanied by high Tj values are seen in patients with Ts-
thyrotoxicosis.? T4 levels are altered by physiological or pathclogical
changes in TBP capacity. 4 Thyroxine binding globulin (TBG)
capacity has a pronounced effect on the conceniration of thyroid
hormones. Gonsequently, Ty levels may be elevated with increased
concenirations of TBG, such as in pregnancy, administrasion ot oral
contraceptives or estrogen, Infectious and chronic active hepatitis,
biliary cirrhosis or congenital increase in TBG levels.™® Canversely,
when TBG levels are decreased, such as in nephratic syndrome,
androgen tharapy, glucocorticoid therapy, major systemic liness or
congenital decreass of TBG, T4 may be reduced.

Drugs which compete for protein binding sites, such as
phenylbutazone, diphenylhydantain or salicylates, can rasult in

a depressed T4 measurement.”™® Serum T4 levels in neonates

and infants are higher than values in the normal adult, due 1o the
increased cencentration of TBG in neonate serum, '

While in many cases T4 values give goed indications of thyroid
status, T4 values should be nermalized for individual variations in
thyroxine binding protein (TBP) capacity. The Free Thyroxine Index
{FTI) is conventionally used fo achieve this measuremant.'’: 2

To ensurs maximum diagnostic accuracy, the final definition of
thyroid status should be determined in conjunction with other thyroid
function 1ests such as TSH, Free Ty, Total T3, FT1 and clinical
evaluation by the physician,

The ARCHITECT Total T4 assay is to be used as an aid in the
assessment of thyrold status.
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# BIOLOGICAL PRINCIPLES OF THE PROCEDURE

The ARCHITECT Total T4 assay is a two-step iImmunoassay o
determine the presence of thyroxing (Total T,) In human serum and
plasma using CMIA technology with flexible assay prolocals, referred
to as Chemillex.

1. Sample and anti-T4 coaled paramagnetic microparticles are
combined. Bound Ty is removed {rom the binding sites on
thyroxine binding globulin, prealbumin and albumin. The T4
present in the sample binds 1o the anti-T4 coated microparucles.

2. After washing, Ts acridinium-labeled conjugate is added lo
create a reaction mixiure.

3. Following another wash cycle, Pre-Trigger and Trigger Solutions
are added 10 the reaction mixiure.

4. The resulting chemlluminescent reacticn is measured as relative
light units (RLUs). There is an inverse relationship between the
amount of Total T4 in the sample and the RLUs detected Dy the
ARCHITEGT iSystem oplics,

Faor additicnal information on system and assay technology, refer te

the ARCHITECT System Operations Manual, Seclion 3.

B REAGENTS

Kit Contents

ARCHITECT Total T4 7KE6

NOTE: Some kit sizes are not available in all countries or for use on
all ARCHITECT iSyslems. Please contacl your local distributar.

7KB6-27 7KE6-37 7KBE-32
T,’ 100 500 2000
Tx68mML  1xz7omL  4xzromL
1xBgmL  1x263mL  4x283mL

Anti-T4 (sheep) coated Microparticles in TRIS buffer
with sheep lgG stabilizers. Minimum congentration: 0.05% solids.
Preservatlve: Sodium Azide.

T, acridinium-labeled Conjugate in MES butfer with NaCl
Jug

and Triton X-100 stabilizers, Minimum concentration: 0.2 ng/mL.

Preservative: ProGlin.

QOther Reagents

ARGHITECT Pre-Trigger Solution containing
1.32% (wyv) hydrogen peroxide.

ARCHITECT Trigger Solution conlaining 0.35 N

sodium hydroxide.

ARCHITECT Wash Buffer containing phesphate
puftered saline solution. Preservatives: antimicrabial agents.

NOTE: Boltle and volume varies based on order.




Warnings and Precautions
.

= For In Vitro Diagnostic Use
Salety Precautions

CAUTION: This product requires the handling of human specimens.
H is recommended that all human-sourced materials be considered
potentially infectious and 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 mgents @18

{The following warnings and precautions apply 1o

'Contains sodium azide.

|EUHD32 Coniact with acids liberates very toxic gas.,

P501 Dispose of contents | containgr in
accordance with local regulations.

The following warnings and precaulions apply to:

WARNING : Contains methylisolhiazolones.

H317 [May cause an allergic skin reaction.

Prevention '

E251 Avoid breathing mist / vapars | spray.

pa72 Contaminaled work clothing should not be

L allowed out of the workplace.

P280 Wear protective glovas | protective
clothing / eye protection.

Response N I}

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

P333+P313 |f skin irritation or rash ocours: Get
medical advice [ attention. |

P362+P364 \Take off contaminated clothing and wash
|t before reuse. i

_L‘)_Isposal

P501 Dispose of contents { container in

accordance with local regulations.

Safety Data Sheets are available at www.abbottdiagnostics.com or

contact your local reprasentative.

For a detailed giscussion of safety precautions during system

operatian, refer to the ARCHITECT System Operations Manual,

Section B.

Reagent Handling

« Do not use reagent kits beyond the expiration date.

= Do not paol reagents within a kit or between kits.

+ Before loading the reagent kit on the system for the first time, lhe
microparlicle boitle requires mixing to resuspend microparticles
that may have settled during shipment. Fer micraparticle mixing
instructions, refer to the PROCEDURE, Assay Procedure section
of this package insert.

* Septums MUST be used to prevent reagent evaporation and
contaminallon and to ensure reagent Integrity. Reliabllity of
assay results cannot be guaranteed if septums are not used
according te the Instructions In this package Insert.

* To avoid contamination, wear clean gloves when placing a
septum on an uncapped reagent bottle.

« Once a seplum has been placed on an open reagent bottle,
do not invert the bottle as this will result in reagent leakage
and may compromise assay results.

«  Over time, residual fiquids may dry on the septum surface.
These are lypically dried salts and have no effect on assay
eflicacy.

A

For a detailed discussion of handling precautions during system
operation, refer 1o the ARCHITECT Systemn Operations Manual,
Saction 7.

Reagent Storage
When stored and handlad as direcled, reagents are stable until the
expiration date.

Storage Maximum Additional Storage
Temperature Storage Time Instructlons
Unopened] 2-8C Unuil May be used immediately
Opened” expiration after removal from 2.8°C
date storage.
Slore in ypright positicn
Onboard  System M geys Dizcat | after 30 days

tamperaliure For informaticn on tracking
onboard time, refer to

1he ARCHITECT System
Operations Manual,

Section 5

* Reagents may be storad on or off the ARCHITECT ISystem. If
reagents are removed from the system, slore them at 2-8°C (with
seplums and replacemant caps) in an upright position. Far reagents
stored off the system, itis recommended that thay 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) whlle In refrigeraled storage ofi the system, the reagent
kit must be discarded. For information on unloading reagents, refer
to the ARCHITECT Systemn Operaiions Manual, Section 5.

Indications of Reagent Deterloration

When a control valus is out of the specified range. It may indicate
deterioration of the reagenis of efrors in tachnique. Assaciated test
results are invalid, and samples must be retesled, Assay recalibration
may be necessary. For troubleshooting information, refer 1o the
AACHITECT System Operations Manual, Section 10.

B INSTRUMENT PROCEDURE

The ARCHITECT Total T4 assay file must be installed on the
ARCHITECT iSystem Iram an ARGHITECT iSystem Assay CD-ROM
prigr to performing the assay.

For detailed information on assay file installalion and viewing
and edling assay parameters, refer to the ARCHITECT System
Operations Manual, Section 2,

For informatlon on printing assay paramaiars, refer 1o the
ARCHITECT Systern Operations Manual, Section 5.

For a detalled description of system procedures, refer to the
ARCHITECT System Operaticns Manual.

Alternate Result Units

Edit assay parameler "Result concentration units” to select an
alternate unit.

Conversion formula:

(Concenlration in Default result unit) x (Conversion factor) =
{Conceniration in Alternate result unit)

Default result unit Conversion factor Alternale result vnit

12.87 nmal/L

pgfdL




l SPECIMEN COLLECTION AND PREPARATION

FOR ANALYSIS

Specimen Types
Validated specimen types 1o be used with this assay:

Specimen Types

Collection Tubes

Human serum

Serum
Serumn separator tubes

Human plasma

Sodium heparin

Lithium heparin

Lithium heparin plasma sepatator
tubses

Potassium EDTA

QOther specimen collection tube types have not been validated
with this assay.

The instrumen does not provide the capability to verify speciman

type. It is the responsibility of the operator to verify that the
corract specimen types are used in the assay.

Whan serial specimans are being evaluaied, the same type of
spacimen should be used throughout the study.

Specimen Conditions

Do nat use specimans with the following conditions:

» heat-inactivated

To prevent cross contamination, use of dispesable pipettes or
pipette tips is recommended.

For optimal results, serum and plasma specimens should be
iree of fHlbrin, red blood celis or other particulate matter,
Ensure that complete clot formation In serum specimens
has taken place prlor to centrlfugatlon. Some specimens,
especlally those from patlents recelving anticoagulant or
thrombolytic therapy may exhiblt increased clotting Ume. H
the specimen is centrituged before e complete clot forms, the
presence of flbrin may cause erroneous results,

Preparation for Analysls

Follow the tube manufacturer's processing instructions for

speciman collection tubes.

Mix thawed specimens thoroughly by low speed vortexing or by

inverting 10 times. Visually inspect the spacimans. If layering or

stratification is observed, continua mixing until specimens are

visibly homogeneous.

To ensure consistency in results, centrifuge specimens before

testing it

« they contain fibrin, red blood cells, or other particulate
matter or

» they were frozen and thawed.

Inspect all specimens for bubbles. Remave bukbles with an

applicater stick before analysis. Use a new applicalor stick for

each spegimen 1¢ prevent cross conlamination.

Specimen Storage

Specimen Type

Storage Temperature  Maximum Storage Time

Serum/Plasma

2-8'C < 6 days

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

It testing will be delayed more than 6 days, specimans should be
frozen at -10°C or colder.

Specimens stored frozen at -10°C or colder for 6 days showed no
perfermance difference.

Avaid multiple freeze/thaw cycles.

Specimen Shipping

Package and label specimens in compliance wilh applicable
state, federal, and international regulaticns covering the transport
of clinical specimens and infectious substances.

Do not exceed the starage limitations listed abowva.

l PROCEDURE

Materials Provided
7K66 ARCHITECT Total T4 Reagent Kit

Materlals Required but not Provided

ARCHITECT Total T4 Assay file obtained from the ARCHITECT
iSystem e-Assay CD-ROM found on www.abbotidiagnostics.com.
7K66-02 ARCHITECT Tolal T4 Calibralors

7KE6-12 ARCHITECT Total T4 Contrals

ARCHITECT Pre-Trigger Solution

ARCHITECT Triggar Solution

ARCHITECT Wash Buffer

ARCHITECT Reaction Vessels

ARCHITECT Sample Cups

ARCHITECT Septum

ARCHITECT Replacement Caps

Pipettes or pipette Hps (optioral) to delivar the volumes specified
on the patient or control order screen.

For informatlan on matertals required for maintenance procedures,
refer 1o the ABCHITECT Systern Operations Manual, Section 8.

Assay Pracedure

Before loading the reagent kit on the sysiem for the first

time, the microparticle bottle requires mixing to resuspend

microparticles that may have settled during shipment. After the

first time the microparticles have been loaded, no further mixing
is required.

e [nvert the micrpparticie bottle 30 times,

»  Visually inspect the bottie to ensure microparlicles are
resuspended. If microparticles are still adhered o the battle,
continue 1o invert the bottle until the microparticles have
been comptetely resuspended.

« |i the microparticles da not resuspend, DO NOT USE.
Contact your local Abbott representative.

s Once the microparticles have been resuspandad, place a
septurn on the bottle. For instructions about placing sepiums
on bottles, refer 1o the Reagent Handling section of this
package insert.

Load the reagent kit on the ARCHITECT iSystem.

« ‘erify that all necessary reagents are present.

s Ensure that seplums are present on all reagent bottles

Order tests.

e For information on ordering patient specimens and
conlrols and for general operating procedures, refer to the
ARACHITECT Sysiem Operations Manual, Section 5

Minimum sample cup volume is calculated by the system

and printed on the Orderlist report. To minimize the effects of

evaporation, verify adequate sample cup volume is present prior

to running the test.

Maximum number of replicates sampled trom the same sample

cup: 10

+  Priority:
Sample volume for first test: Fi il
Sample volumae for each additional test from same sampie
cup: 24 L

* < 3 hours on bpaid:
Sample volume for tirst test: 150 pL
Samp}e volume for each additional test from same sample
cup: 24 il

« > 3 hours on board; Additional sample volume is required.
Refer 1o the ARCHITECT System Operations Manual, Seclion
5 for information on sample evaporation and velumes.

s I using primary or aliquot tubes, use the sample gauge to
ensure suffician! patient specimean s prasan




«  Order calibration, if necessary.

« For information on ardering calibrations, refer to the
ARCHITECT Systam Operations Manual, Secticn B,
e Prapars ARGHITECT Total T, Calibrators and Controls.
«  Mix calibrator(s) and controls by gentls inversion before use.
« Hald boltles vertlcally and dispense recommsnded volumes
into each respective sample cup.
+ Rscommended volumas:
for sach calibrator: 4 drops
for each conlrol; 4 drops

* Load samples.

«  For information on loading samples, refer to the ARCHITEGT
Systern Operalions Manual, Section 5.

*  Press AUN.

s For aptimal parformance, it Is important to perferm routine
maintenance as described in the ARCHITECT System Qperations
Manual, Sectlon 9. Perform maintsnance marae frequently when
required by laboratory procedures.

Specimen Dilution Procedures

Specimans with a Total T4 value exceeding 24.60 pg/dL are flaggad
with tha code “>24.00" and may be diluted using the Manual Dilution
Procedure.

Manual Dllutlon Procedure

Suggsstad dilution: 1:2

It is recommended that dilutions not exceed 1:2.

1. Add 75 pL of the patiant speciman to 75 pL of ARCHITECT Total
T4 Calibrator A.

To avoid contamination of Calibrator A, dispense several draps of
Calibrator A into & clean test tube prior 1o pipetting.

2. The operator must enter the dilution factor (2} in the patient or
control order screen. The system will use this dilution factor to
automatically caleulate the concentration of the sample before
dilution. This will be the reported result. The dilution shauld
be perfarmed so that the reporied rasult reads greater than
6.0 wgfdL.

It the operatar doses not enter the dilution factor, the reportad
result will be that of the diluted sample, This result (before
gilution facter is applied) should be greater than 208 hizfdL.

For detailed information on ordering dilutions, refer to the ARCHITECT

Systarn Operations Manual, Section 5.

Calibration

« Test Calibraiors A - F in duplicate. The calibrators should be
priority ioaded.

A single replicate of each control level must be tested to
evaluate the assay calibration. Ensure that assay control values
are within tha ranges specified in the respective control package
insert.

= Callbration Bange: 0.0 - 24.0 pg/dL.

* Once an ARCHITECT To1al T4 calibration is accepted and stored,
all subsequent samples may be tasted without further calibration
unless:

s A reagent kit with a new lot number is used or
*  Controls are out of range.

= For detailed information on how to perform an assay calibration,

refer to the ARCHITECT Systern Operations Manual, Section &.

Quality Control Procedures

The recommended control requiremant far the ARCHITECT Tatal T4
assay Is that a single replicate of each conlrol level be tested once
evary 24 hours each day of use. If the quality control procedures in
your laboratery require more frequent use of contrals to verify test
results, tollow your laboralory-specific procedures.

Ensure that assay contrel values are within the canceniration ranges
specified in the conlrol package insert.

Verlflcatlon of Assay Cleims

For protocols to verify package insert claims, refer lo the ARCHITECT
Sysiem Operations Manual, Appendix B.

The ARCHITECT Total T4 assay belongs lo melhod group 1.

B RESULTS

Calculation

The ARCHITECT Tctal T, assay utilizes a 4 Parametsr Logistic
Curve fit data reduction method (4PLC, Y-weighted) to generate a
calibration curve,

For Information an alternate result units, refer 1o the INSTRUMENT
PROCEDURE, Alternate Result Units seclion of this package insert.

Measuring Interval

Measuring interval is defined as the range of values in pg/dL which
meets the limlis of accaplable performance for both imprecigion ang
InEarity, The measuring interval for the ARCHITEZT Tufal T, assay is
SHGTEIEE (Limit of Quantitation - LoQ) to 24,00 lgfak.

Flags

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

B LIMITATIONS OF THE PROCEDURE

» For diagnostic purposas, results should be used in conjunction
with other data; e.g., symplems, resulls of other thyroid 1ests,
clinical impressions, etc.

s If the Total T, results are inconsisient with clinical evidence,
additional 1sting is suggested to confirm the result,

» Parlormance of this test has nol been established with nacnalal
SPecImens.

B EXPECTED VALUES

A normal range of 4.87 pg/dL 10 11.72 pg/dt (centrat 85% interval)
was obtained by testing serum specimens from 437 individuals
determined as normal by AxSYM Ultrasensitive hTSH Il and AxSYM
Fras Ta assays. |1 is recommended that each laboratary establish s
own normal ranga, wiich may be unique to the population it sarves
depending upon geographical, patlent, distary, or environmental
factors.

B SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The ARCHITECT Total T4 assay is designed to have a pracision

of = 10% (total GV) for concentrations in tha range of the low
contral (4.2 pg/dL), medium control {7.4 pgfdL}, and high conrol
(14.6 pg/dL). A study based on guidance from Clinical and
Laboratary Standards Institute (GLSI, formerly NCCLS) document
EP5-AT was performed for the ARCHITECT Total T4 assay. A three
membar processed human serum based panel was assayad, using
two lots of reagents, in replicates of two al two separate limes

per day for 20 testing days. Data from this study are shown in the
follewing table.*




Panel  Reagent Moan Cong, __Within Aun Total
Mpriber Lot nalgmest w Valuw (gl BOD WEN 6D SOV
1 | 1 an 4,20 0155 37 0188 45
1 ¢ 1 Bd 4,32 e 441 D196 4.5
1 1 2 B8O 4.45 0133 30 0167 38
i 7 2 B0 4,30 013% 32 0151 35
2 1 1 80 746 0251 34 0300 40
2 2 1 a0 7.35 0222 30 028 36
2 1 2 80 1.80 0.234 30 0301 38
2 2 2 80 7.32 210 29 0224 Al
3 1 1 80 14.87 0895 60 1084 73
: 2 1 a0 1494 0521 35 0655 44
1 2 B0 16.22 D616 38 0738 45
d 2 2 80 15.13 0595 39 0703 46

* Representative data; results In Individual laboratarles may vary from
these data.

Recovery
The ARCHITECT Total T4 &ssay is designed to have a mean recovary

Interference

The ARCHITECT Total T, assay is designed o have a mean potential
intertarence from hemoglobin, bilirubin, triglycerides, and protein of

< 10% al the levals indicated balow as confirmed by a study based
on guidance from CLSI document EP7-A."

Heraglabin < 500 mgfdL
Bilirubin < 20 mgydL
Triglycendas < 3000 mg/dL
Frotein >4.5and <12 g/l

Accuracy by Correlation

The ARCHITECT Total T, assay is designed ta have a slope of 1.00

+ 0,20 and a correlalion coefficient (r) of 2 0.90 when compared to

the AXSYM Total T4 assay.

A study was performed where specimens were tested using

ARCHITECT Total T4 assay and AxSYM Total T4 assay. Data from

this study were analyzed using least squares and PEgzing Bablok®?

regression methods and are summarized in the following table.*
Abbott ARCHITECT Total T4 vs. Abbott AxSYM Total Ty

of 100 + 10% when analyzing samples spiked with known amounts "t :m IR E::;f;':l"'
of Ta.

“ , Least Squares Linear B5h R 7
T4 was added to five normal human serum samples. The Regrassion
concentration of Total T4 was determined using the ARCHITECT Total  pjoqiqy.aablok Linear 656 .0.20 B 087
T4 assay and ihe resulting percent recovery was calculated.” Regression**

Observed
Endogenous Ty Tolal Ty
Concantration Ty Addad Concanlrallon
Sample {g/dL) {va/dL) {pg/dL) % Recovary”
1 1.472 1.20 BB25 127
S 7.301 1.20 8.487 989
3 7.574 1.20 4.631 B3.2
i § 760 1.20 7811 959
8,547 1.20 10.015 1223

Mean Recovery 103.6%

Dpservad Total T4 Gone, (pa/dL) - Endogenous

Total Ty Gone. {pg/dL)

K &
% Recovery = T4 Added [pg/dL) o

Representative data; results in individual laborateries may vary from
thase dala.

Sensitivity

The ARCHITECT Total T4 assay is designed 1o have a Limit of
Quantitation {LoQ) of < 3.0 pg/dL. The LoQ is defined as the lowest
concentralion at which analyte in a sample can be accurately
guantitated with precision of < 10% CV.

A study was performed based on guidance from the CLSI document
EP17-AZ'® with four zero-level samples and B samples with T4
concenirations ranging from 2.0 ta 3.5 pg/dL. The sampies were
1ested in at least 5 separate runs cver a minimum of 3 days using 2
reagent lots and B instruments. In this study, the Limit of Blank (LaB)
was 0.70 pg/dL, Limit of Detection (LoD) was C.81 pgfdL and LoQ
was 2.0 pg/dL.*

* Representative data; resufis in individual laboratories may vary from
these data.

Analytical Specificity

The ARCHITECT Total T4 assay is deslgned to have a mean
analytical specificity of < 3.2% cross reaclivity with iiodothyroning
(T3) al a concentration of 100 pg/dL in a sample containing
approximately 3 pg/dL of Total T4 as confirmad by a study based on
quidance frem CLS| document EP7-A,"

In this evaluation, serum specimens tested ranged from 1.03 to
20,55 ygfdL with the ARCHITECT Total T, assay and from 1.12 to
22.46 pgfdL with the AXSYM Tolal T4 assay.

* Represenlative data: variables such as differences in sampling
size and sample population may impact the corralation of the assay:
thersfore, resulls in individual iaboratories may vary from these dala.

*+ A linear regression methad with no special assumplions regarding
ihe distribution of the samples and the measurement errors.?
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ARCHITECT
Total T4 Calibrators

s iy 2, .

INTENDED USE

The ARCHITECT Total T4 Calibrators are for the calibration of the
ARGHITECT iSystem whaen used for the quantitative determination
of thyroxine (Total T4) in human serum and plasma. Refer 1o the
AACHITECT assay-specific reagent package inser for additional
information.

CONTENTS

B Bottles {4 mL sach) of ARCHITECT Tolal T4 Calibrators, Galibrators
A - F prepared in human serurmn. Praservative: Sodium Azide,

The calibrators yield the fcllowing concentrations:

Total Ty Concentration

Caflbrators {paidL) inmelfL]
0.0 0.0
3.0 38.6
8.0 772
12.0 154.4
18.0 2317
[eaL]F] 24.0 308.9
STANDARDIZATION

The calibrators are matched 1o an Abbott internal reference standard.
This internal reference standard is manufactured by gravimetric
methods using USP reference L-Thyrexine.

PRECAUTIONS

For In Vitrg Diagnostic Use

. & CAUTION: This product contains human-sourced and/

or potentially infectious components. Reler to the CONTENTS
section of this package insert, No known test methed can
offer complese assurance that products derived from human
sources or inactivated microorganisms will not transmit infection.
Therefore, all human-sourced materials should be considered
potentially infectious. It is recommended thal Wnese reagents and
human specimens be handled in accordance with the OSHA
Standard on Bloodbarne Pathogens. Biosalety Level 2 of other
appropriate biosafety practices should be used for materials that
contain or are suspected of containing infectious agents.™

* The human serum used in the ARCHITECT Total T4 Calibrators
is nonreaclive for HBsAg, HIVE1 RNA or HIV-1 Ag, anti-HCV, and
anti-HIV-1/HIV-2,

IThe following warnings and precautions apply to: [car[a] . [emlr]
Gontains sodium azide.

[EUH032
PS01

Cantact with acids liberates very toxic gas.!
Dispose of contents | container in
accordance with local regulations.

k2 en

7K66-02 o) Total T4
7K66
ZZ G6-7577 /R02
S7KBTO
1) 3N ]

Satety Data Sheats are available &l www.abboltdiagnostics.com or
contact your local representative.

For a detailed discussion of safety precaulions during sysiem
operation, refer 1o the ARCHITEGT System Oparations hanual,
Section B.

STORAGE

= Calibratars are stable until the expiration date when stored and
handled as direcied.
« Do not use past expiration date,

Toee

PREPARATION FOR USE

* The callprators may be used immediately after removal from
2.8°C storage. Prior to aach use mix by gentle inversion. After
aach use, tightly clase the caps and return the calibraters (@
2-8°C slorage.
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Genava: World Health Organization; 2004,
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ARCHITECT
Anti-TPO

Rend Highliohied Changes: Revised Februaey 2015,

Package insert instructions must be carafully followed. Reliability of
assay results cannot be guaranteed If there are any deviations from
the instructions in this package insert.

B NAME
ARCHITECT Anti-TPO

B INTENDED USE

ARCHITECT Anti-TPO is a Chemiluminescent Microparticle
Immunoassay (CMIA) for the guantifative determination of the lgG
class of thyroid peroxidase autoantibodies (antl-TPO) In human
sarum and plasma on the ARCHITECT iSystem. The ARCHITECT
Anti-TPO assay is intended for use as an aid in the diagnosis of
thyroid disease,

B SUMMARY AND EXPLANATION OF THE TEST

It was first demonsirated by Trotter et al. in 1957! and subsequently
by Roitt and Doniach in 19582 that many patients with Hashimoto's
thyroiditis had detectable autoantibodies in their blood directed at a
thyroid antigen distingt from thyroglobulin. This antigen was termed
thyroig microsomal and it has since been demonstrated thal most

if not all anti-thyreid microsomal autoantibodies recagnize thyraid
peroxidase (TPQ).2

TPO is a membrane-bound glycoprotein enzyme with an approximate
mass of 107kD. The in vive funclion is the iodination of tyrosine in the
synthesis of Ty and T4.7 Auteimmune reactivity to TPO Is believed

10 be polyclonal and heterogenecus in nature with a minimum

of six antigenic determinants being recognized, comprising both
conformational and linear epitopas.® ® In addition, the proportion

af each immunoglobutin class (G of M) or subclass (G1 - G4)

as well as their affinity varies widely from patient to patient.” ®
Unlike autoamibodies ta thyroglobulin {anti-Tg), autcantibodies to
TPO fix comptement,® are potentiatly deleterious and may have a
pathagenic role in (destructive) auloimmune thyroid disease.'® !
Anti-TPQ antibodies are found often in conjunction with anii-Tg in
the majorily of cases of Hashimote's thyroiditis, Primary Myxedema,
and Graves' disease. The relationship of autoimmune thyroid disease
to pregnancy has been the subject of considerable interest with

Ihe recognition of the postpartum thyroid disease syndromes.™
Anti-TPO antibodies are demonstrable in most cases of postpartum
thyroiditls and it has been found that the presence of auloant/body
in early pregnancy was associated with a high risk of asymptomatic
postpartum hypothyraidism, 317

It is common 1c find anti-TPO antibadies in the absence of
autcantibodies to thyreglobulin, particularly in patients with small
goitres and up la B4% of cases of auteimmune hypothyroidism have
been reported lo be associated with anti-TPQ antibodies alone.'™

In addition, anti-TPO antibodies are frequently found in patients with
other auteimmune diseases such as Rheumatoid Arthritis, Addison’s
Disease and Type | Diabetes.'®?! They are also detectable at low
levels in up to 20% of asymptomatic individuals,2? particularly the
elderly?® and more often in women than in men, although the clinical
signiticance of thase autoantibodies is unclear.

H BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHITECT Anti-TPQO assay (s a two-step immunoassay for the
guantitative determination of anti-TPO in human serum and plasima
using CMIA technalagy witn flexible assay protocols, referred lo as
Chemiflex,

EZ en

2K47-20 o Anti-TPO
2K47-25 2K47
G1-0392/R04

B2K470

1. Sample, assay diluant, and TPO coated paramagnelic
microparticles are combined and incubated. The ant-TPO
present in Ine sample binds to the TPO coated microparticles

2. After washing, anti-human [gG acridinium-labeled conjugale is
added 1o create a reaction mixture.

3. Following another incubation and wash, Pre-Trigger and Trigger
Sctullons are added 1o the rzactton mixture.

4. The resulling chemliuminescent reaction is measured as relative
light units (RLUs). There is a direct relationship betwean the
amount of anti-TPO in the sample and the RLUs detecied by the
ARCHITECT iSystem oplics.

For additional information on system and assay technalogy, refer to

the ARCHITECT System Operations Manual, Section 3.

H REAGENTS

Kit Contents

ARCHITECT Anti-TPO 2K47

NOTE: Some kit sizes are nol available in all countries or for use on
all ARCHITECT iSystems. Flease contact your local distributor,

2K47-25 2K47-20
? 100 AT

1% 6.6 mlL 4% 66ml
1x59mL 4 x 5.9 mL
1x10.0 mL 4% 10.0 m

Thyroid peroxidase (recombinant) coated
microparticles in MES butfer with protein (bovine) stabilizer.
Minimum concentration: 0.1C % solids. Preservative: antimicroial
agents.

Anli-numan 1gG (mouse, monoclonal) acridinium-labeled
conjugate in MES bufier with protein (bovine) stabilizer. Minimum
concentration: 80.0 ng/mL, Preservative: antimicrabial agents.

Assay Dlluent in MES buiter, Preservative:
znlimicrobial agsnte

Other Reagents

ARCHITECT Pre-Trigger Soluticn containing
1.32% (wjv) hyderogen peroxide.

ARCHITECT Trigger Solution containing 0.35 N
sodium hydroxide.

ARCHITECT Wasn Buffer containing phosphate
buffered saline solution. Preservatives: anlimicrobial 2gants.

Warnings and Precautions
.

» For in Vitro Diagnostic Use
Satety Precautions

CAUTION: This product requires the handling of human specimens.
It is recommended that all human-sourced materials be cnnsidered
potentially infectious and handlsd in accordance wnh [Hiy

Standard on Bloodborre Pathogsns. Biosafety Le *'.irg:mar k. ls
appropriate biosalety practices should be used jﬂb:m{’
cantain or are suspecied of containing -rr're_.n
[/ : q
f” fﬂ Ryl




Reagent Storage
When stored and handlad as directed, reagents are stable unlil the
gxpiration date.

Dispesal
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Safety Data Sheels are available at www.abbottdiagnostics.com ar
contact your local representative.

For a detfailed discussion of safety precautions during system
opetation, refer 1o the ARCHITECT System Operatichs Manual,
Section 8.

Reagent Handling

» Do not use reagenti kits beyond the expiration date.

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

» Before Inading the reagent kit on the system for the first time, the
microparticle bottle requires mixing to resuspend microparticles
that may have setled during shipment. For microparticle mixing
instructions, refer to the PROCEDURE, Assay Procedure section
of this package insert.

«  Septums MUST be used to prevent reagent evaporation and
contamination and to ensure reagent Integrity. Rellabllity of
assay results cannot be guaranteed If septums are not used
according to the Instrucitons In thls package insert.

« To avold contamlinatlon, wear clean gloves when placing a
septumn on an uncapped reagent bottle.

« Once a septum has been placed on an open reagent bottls,
do not invert the bottle as this will result in reagent leakage
and may compromise assay resuits.

«  Over time, Tesidual liquids may dry on 1he septum surface.
These are typically dried salls and have no effect on assay
efficacy.

For a delailed discussion of handling precautions during system

operaltion, refer 1o the ARCHITECT System Operations Manual,

Section 7.

Storage MaxImum Additlonal Storage

Temporature  Starage Time Instructions
Unopened/ 2-8°C until May be used immedialely
Opened* expiration aher removal from 2-8°C

date storage.
Siofp i upnghl posinen.

On board System 30 days Ciscard alter 30 c.-:-.:.-"s.

lemperature For infarmation on tracking

onboard time, refer o
the ARCHITECT System
Operations Manual,
Seclion 5.

* Reagents may be stored on or off the ARCHITECT iSystem. I§
reagents are removed from the system, store them al 2-8°C {with
septums and replacemant caps) in an upright position, For reagents
stored off the systern, it is recommended that they be stored in
their original trays and hoxas ta ensure they remain upright If the
mileroparticle bottle does not remaln upright (with a septum
Installed) while in refrigerated storage off the system, the reagent
kit must be discarded. For infarmation on unloading reagents, refer
fo the ARCHITECT System Operations Manuai, Section 5.

After reagents are removed from the system, one must initiate a scan
to update the onboard stability timer.

Indlcations of Reagent Deterioration

When a control value is oul of the specifiad range, it may indicale
deterioration of the reagents or arrors in technique. Associated test
results are invalid, and samples musl be retasted, Assay recalibration
may be necassary. For troubleshoating information, refer to the
ARCHITECT Systemn Operations Manual, Section 10.

B INSTRUMENT PROCEDURE

The ARCHITECT Anti-TPO assay file must be installed on the
ARCHITECT iSystem prlor to performing the assay. For detailed
information on assay file installation and viewing and editing assay
parametars, refer to the ARCHITECT System Qperations Manual,
Section 2.

For information on printing assay parametess, refer to the ARCHITECT
System Operations Manual, Section 5.

For a detailed description of system procedures, refer to the
ARCHITECT System Operalions Manual.

The default result unit for the ARCHITECT Anti-TPO assay is IU/ml,

l SPECIMEN COLLECTION AND PREPARATION
FOR ANALYSIS

Specimen Types
Verifiad spacimen typss to be used with this assay:
Collection Tubes

Bpociman Typas Glass Plastic

Sarum No additive Serum separator
{uncoated) tubes

‘Plasma Lithium heparin Lithium heparin

Plasma separator
fubes with lithium

Plasma separator
tubes with lithium

heparin heparin
EDTA Sadium heparin
EDTA

«  Other specimen collection tube types have not been tested with
this assay.

» When serial specimens are being evalualed, ine
specimen should be used throughout the s.:‘-{’;;[;

« Performance has rot been established for Jncl:wur.'- -
specimens or the use of body fuids c1r'u.:'ru'| man 'E'_f"‘ gr u
plasma. fi o {:}‘I@ R
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= The instrument does not provide the capability lo verify specimen
type. It is the responsibility of the operator 1o verify that the
correct specimen fypes are used in the assay.

Specimen Conditions

s Do not use specimens with the following conditions:
s heat-inactivated
« obvious migrobial contamination

e For agcurate results, serum and plasma specimens should be
fres of fibrin, red blood cells, and other pariliculata matter. Serum
specimens from patients receiving anticoagulant or thrombolytic
therapy may contain fibrin due to incomplete clo! formation.

»  Ensure that complete clot formation in serum specimens has
taken place prior to centrifugation. Some specimens, sspecially
those from patients recelving anticoagulant or thrombolylic
therapy, may exhibit increased cloiting time. If the specimen is
centrifuged before a complete clot forms, the presence of fibrin
may cause erraneous resulls.

* To prevent cross contamination, use of disposable pipettes or
pipette tips is recommended.

Preparation for Analysis

+ Follow the tube manufacturer's processing instructions for
specimen collection tubes.

= Patient specimens with a cloudy or turbid appearance musl be
centrifuged prior to testing. Following centrifugalion, avoid the
lipid layer (if pressnt) when pipetting the specimen into z sample
cup or secondary tube,

+  Specimens musl be mixed THOROUGHLY atter thawing by
LOW speed vorlexing or by gently inverting, and centrifuged
prior to use to remove red blood cells or particulate matier 10
ensure consistency in the results, Mulliple freeze-thaw cycles of
spacimens should be avoided.

s Al samples (patient specimens, cantrols, and calibrators)
should be 1esled within 3 hours of being placed on board the

ARCHITECT System. Refer lo tha ARCHITECT System Operations

Manual, Seclion 5, for a more detailed discussion of onboard
sample slorage constrainls.

« Inspect all specimens for bubbles. Remove bubbles with an
applicator stick before analysis. Use a new applicator stick for
each specimen to prevent cross contamination.

Specimen Slomge

Spesimen Typa

Storge Temperaturn _ Maximum Storage Time

Serum/Plasma Room temperaiure < B hours
2-8°C < 72 hours
-10°C or colder < 30 days

If testing will be delayed for more than 8 hours, remove sarum or

plasma tram the serum or plasma separatar, rad blood calls or clot.

Specimens removed from the separator gel, cells or clot may be

stared up to 72 hours at 2-8°C.

Specimens can be stored up to 30 days frozen at -10°C or colder.

Specimen Shipping

= Package and label specimens in compliance with applicable
state, federal, and international regulations covering the ranspart
of ¢linical specimens and infectious substances.

e It is racommended lhat specimens be removed from the clot, red
blocd cells, or separator gel.

+ Specimens may be shipped ambient for up to & hours after
callection or arn wat or dry ice for up to 72 hours after collection.

= Do not exceed the storage time limitations listed above.

¥ PROCEDURE

Materials Provided
2K47 ARCHITECT Anti-TPO Reagent Kit

Materials Required but not Provided

«  ARCHITECT Anl-TPO Assay fils obtained from the ARCHITECT
iSystem e-Assay CO-ROM found on www.abbottdiagnostics.com.

*  2K47-01 ARCHITECT Anti-TPO Calibrators

* 2K47-10 ARCHITECT Anil-TPO Cortrals

« ARCHITECT Pre-Trigger Solution

s AFACRHITECT Trigger Solution

« AACHITECT Wash Buffer

s ARCHITECT Reaclion Vessels

* ARCHITECT Sample Cups

= ARCHITECT Septum

s ARCHITECT Replacament Caps

* Pipattas or pipette tips (oplional) to dsliver the volumes spacified
ah the patient or control order screen.

For information on materials Fequired for maintenance procedures,

refar to the ARCHITECT System Operations Manual, Sectlon 9,

Assay Procedure

= Before loading the reagent kit on the system for the firsl ime, the
microparticle bottle requires mixing to resuspend microparticles
that may have settled during shipment. After the first tme the
microparticles have been loaded, no further mixing is required.

+ Invert the microparticle bottle 30 times.

« Visually inspect the bottle to ensure microparticles are
resuspanded, If microparticles are still adhered 1o the bottle,
continue to invert the bottle until the microparticles have
been completely resuspended,

« |f the microparticles do not resuspend, DO NOT USE.
Contact your local Abbott representative.

« Once the microparticlas have been resuspended, place a
septum on the bottle. For [nstrructions about placing septums
on bottles, refer 1o the Reagent Handling section of this
package insert.

Load the reagant kit on the ARCHITECT iSystam.

e Verily tha all necessary reagents are present.

« Ensure thal septums are present on all reagent bottles.

« Order calibration, \f necessary.

« Far information on ordering calibrations, refer 1o the
ARCHITECT System Operations Manual, Section €.

s Order tests.

s For information on ordering palient specimens and
controls and for general cperating procedures, refer 1o ske
ARCHITECT Systern Operations Manual, Section 5.

+ Minimum sample cup volume is calculated by the system and
printed on the Ordetlist report. Verify adequale sample cup
volume is present prior to running the lest,

Maximum nurmber of replicates samplad lrom the same sample

cup: 10

+  Priority:

Sample volume for first test: 75 plL
Sample volume for sach additional test from same sample
cup: 25 Pl

* = 3 hours on board:

Sample volume for first test: 150 pL
Sample volume for each additional test from same sample
cup: 25 b

« To minimize 1he effecls of evaporation, all samples {patient
specimens, calibralars and cantrols) musl bs tested within 3
hours of being placed on board the ARCHITECT iSystem.

« It using primary or aliquot tubes, use the sample gauge lo
ensure sufficient patient specimen is presenl,

s Prepars ARCHITECT Anti-TPO Calibralors _;m_d,' f‘-&i‘u_nd:l.-- :

.-_' Qj_':ﬂ,_.:.-wﬂ x

L

iy




¢ ARCHITECT Anti-TPQ Calibrators and Gontrols should be
prepared according lo their respective package nseris.

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

s Recommendad volumes:
for each calibrater: 5 drops
for each control: 5 drops

+ Lpad samples.
= For information on loading samples, refer to the ARCHITECT

System Operatiens Manual, Section 6.

» Press RUN. The system performs the following functlons:

= Moves lhe sample to tha aspiration palm,

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

« Aspirates and transfers sample into the RV,

» Advances the RV one position and translers assay diluent
and micropariicles into the RV,

s Mixas, incubatas, and washes the reaction mixture.

= Adds conjugaie to the RV,

»  Mixes, incubates, and washes the reaction mixture.

»  Adds pre-trigger and trigger solulions.

e Measures chemiluminescent smission to determine the
quantity of anti-TPO in the sample.

»  Aspirates contents of RV 1o liquid waste and unloads RV to
solid waste.

= Calculates the result,

+ For additional information on principles of oparation, refer ta the
ARCHITECT System Operations Manual, Section 3.

s For optimal performance, it is important to perfarm routine
maintenance as described in the ARCGHITECT System Operations
Manual, Section 9. Perform maintenance more frequently when
required by laboratory pracedures.

Specimen Dilution Procedures

Specimens with an anti-TPO valus exceeding 1000.00 IU/mL are

flagged with tha code "> 1000.,00" and may be diluted using the

Automated Dilutlon Pretocol or the Manual Dilution Procedure.

Automated Dilution Protocol

The system performs a 1:2 dilutlon of the specimen and automatically

caleulates the concantration of the specimen before dilution and

reports the resull,

Specimens with an anti-TPO value exceeding 2000.00 IUfmL are

flagged with the cade “> 2000.00" and may be diluted using the

Manual Dilution Procedure.

Manual Dilution Procedure

Suggested dilution: 1:20

1. Prior to diluting the specimen, dispense approximately 10 drops
of ARCHITECT Ami-TPQ Calibralor A into a clean test wbe for
use in the next step.

2. Transfer 190 pL of ARCHITECT Anii-TPO Calibrator A from the
test tube prepared in the priar step into another clean test wbe
and add 10 pL of the patiant specimen.

3, The operator must enter the dilution facicr in the Pauent or
Conrol order screen. The system will use this dilution factar 1o
automatically calculate the cancentration of the sample before
dilution and report the result. The result should be > 5.61 IU/mL
before the dilution factor is applied.

For detailed information on ordering dilutions, refer to the ARCHITECT

System Operaticns Manual, Sectioh 5.

Calibration

* Test Calibrators A-F in duplicate. The calibrators should be
pricrity 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: 0.00 - 1000.00 IU{mL.

s Once an ARCHITECT Anti-TPQ calibraiion is accepted and
stored, all sunseguent samples may be testad without furthar
calibration unless:

« A reagent Kit with a new lot number is used or
* Gontrols are out of rahge.

* Far detailed information on how 1o perform an assay calibration,

refer 10 1ha ARCHITECT System Operations Manual, Section 6

Quality Control Procedures

The recommeanded control requirement for the ARCHITECT Ami-TPO
assay is that a single sample of each contral lsvel be tested once
evary 24 hours sach day of use. It the quality control procedurss in
your laboratory require more frequant use of controls 1o verify lest
results, follow your laboratory-specific procedures.

The ARCHITECT Anti-TPQ Control values must be within the
acceptabla ranges speciiied in the control package insert. I a control
is out of its specified range, the associated test resulls are invatid
and mus! be retested. Aecalibration may be indicated.

Verification of Assay Clalms

For protocals 10 verify package insart claims, reler to e ARCHITECT
Systemn Operations Manual, Appendix B.

The ARCHITECT Anii-TPO assay belangs to method group 1,

B RESULTS

Calculation

The ARCHITECT Ant-TPO assay utilizes a 4 Parameter Logistic
Curve fit data reduction method {4PLC, Y-weighted) to generate a
calibration curve.

Flags

Some resulls may contain information in the Flags field. For a
description of the flags that may appear in this fisld, refer lo the
ARCHITECT System Opsrahons Manual, Section 5.

B LIMITATIONS OF THE PROCEDURE

e Anlibody measurement represents ona parameter in a mulfi-
criteria diagnostic process. When making a diagnosis of thyroid
disease, a combination of 1est methods should be used in
conjunction with clinical symptoms.

e Abaut 20% of asymptomatic specimens may present with anti.
TPRO auteantibodies reflecting the prevalence in apparently
healthy populations. The prevalence of anti-TPQ may also
depend on age, gender, and gecgraphic region of the selected
population.

= Some specimens may not dilute linearly becausa of
the heterogenefty of the autoanlibodies wilh respact (o
physiochemical properties

s Specimens fram patients who have received preparalions of
mouse monoclonal antibodies for diagnosis or therapy may
contain human anti-mouse antibodies (HAMA). Such specimens
may show either falsely alevated or depressed values when
testad with assay kits thal employ mouse monaclenal antibodies.
Assay results that are not consistent with other clinical
ahservations may require additional information far tiagnasis 2
29

+ Heterophilic anlibodies in hurnan serum can react with reagent
immunoglobuling, interfering with in vitro immunoassays. The
presence of heterophilic antibedies in 2 patient specimen may
cause anomalous values to be observed. Additional information
may be required tar diagnosis.®

B EXPECTED VALUES

In a study, human serum spacimens wera collected from a population
of 236 apparenily haalthy individuals. All specimens dellvgied 15H
values within the normal reference rangs. Of this s3uspeRBRion,
9 specimens delivered positive results cn a r.nrrf,nf'q:b_ l_lpcbﬂﬂmlr'z
anti-TPO assay device and were excluded r-arg-'gujﬁuza?-r normal ’
range analysis. The 97.5 percentile cn|1c5n1r;,ﬁgn:§'| agpn
population was 5.81 IUfmL., In this study popiShiae, :h&f%l Fapgn
= .0
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is < 5.51 1U/mL. A total of 97.8% {222/227) of the population gave
valugs withirt this normal range.* This normal range is suggested

as a guideline and each laboratory should establish a normal range
appropriate o their patient populations, giving due consideration to
age, gender, geographical location and their ¢linical practice.

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

l SPECIFIC PERFORMANCE CHARACTERISTICS

Precision

The ARCHITECT Anti-TPO assay is designed to have an assay
precision of < 10% total CV for samples = 5.61 UfmL.

A study was performed for the ARCHITECT Anti-TPQ assay with
guidance from the National Committee for Chinical Laboratory
Standards {NCCLS) Protocel EP5-A31 ARCHITECT Anii-TPQ Positive
Control and three human panels were assayed using three lots of
reagents in replicates of two at two separate times per day for 20
days on hree ingumenis, Esch reageni 1ol yisd a singls cakibration
igve thiaughoul tha: study. Data fom this siedy are summarzed in
1he following table.”

Functional Sensitivity

In a study, human panels ranging in concentration from 0.16-

1.20 IUjmL were tested In replicates of 2 aver 10 days on one
Instrument using two reagent lots and three calibrations for a 1olal
of 40 replicates per panel. The total %CVs {combining variance
compenents for replicate, sun, day and reagent lot) were calculated
and pletted against the mean concentration. A reciprocal curve
was fitted through lhe dala and the funclional sensitivity value was
caleulated as the conceniration corresponding to the 20% CV level
of the fitted curve. The lowest ARCHITECT Anti-TPO assay value
axhibiting & 20% GV is 0.50 IUfmL.*

* Represantative data; resulls in individual laboratories may vary from
these data.

Analytical Sensitivity

The ARCHITECT Anti-TPO assay is designed ta have an analytical
sansitivity of < 1.0 IUfmL. The analytical sensitivity of the ARCHITECT
Anti-TPO assay, defined as the concentration at wo standard
davistions aboyve i ARCHITECT AntTPS Calibratae & (200 ILmi)
wmg calculated to be 016 JLUmL® ot thie 85% |eved of conlidence
{based upon one study with N=48 runs, 10 replicates of Calibrator A

Reagent Bnrﬂ.n::Iua it AR lotd and 4 replicates of Calibrator B per run).
Sample Insirument Lot n  (lU/ml) 50 %Y S0 %LV * Reprosenialive dala; results in individual laboratories may vary from
1 4 60 7485 211 28 218 24 these data.
B 80 74,20 1.89 26 2.04 27 Linearity
C 80 7468 20 27 217 28  The ARCHITECT Anti-TPO assay is linear between 3.0 and
Positie d A BD 7742 211 27 325 42 1000.0 IU/mL based on a study parformad with guidance from
Cantrel B 80 75.32 1.92 2.5 2.54 34 NGCLS protocol EP6-A.52
G 8 4% 173 23 25 34 = aypodilution Verlfication
! Aooab Tod 213 28 25233 The ARCHITECT Anti-TPO automated dilution protocal is designed
B . 7948 1.0 2.5 21 28 10 recover within 15% of manually diluted specimens. In a swdy, the
& 80 7666 2.42 82 287 A7 automated dilution protocel {1:2) was compared to a manual 1:2
A B0 157 oop 48 010 63 dilution progedure using 9 human specimens with anti-TPD levels
B 80 146 0.06 38 009 58 that were greater than Calibrator E (250 IU/mL). The manual dilution
C 80 164 0.09 58 016 61 was performed with ARCHITECT Anti-TPO Galibrator A, The observed
2 A 80 1.60 ppg 53 012 76 percent recovery results are summarized in the following lable.*
e} 1 B8 1% 006 38 oM 72 Aulomaled Dilution  Manual Dilution
C 80 152 010 &7 042 17 Samgple ID {1U/mL) (7mL) %, Ragovary**
3 A 80 1.47 0.08 53 011 748 1 B61.25 859.27 100.2
B 80 147 0.07 4.7 0.13 8.5 Z 684,49 703.64 873
c 80 1.52 0.14 9.5 015 9.8 3 844,36 847,62 99.6
1 A [:11] 20.98 065 ad 0.76 1.6 4 724.55 757.09 95.7
B B0 21.14 0.61 29 0.66 3 5 709.46 688,48 1021
C 80 21.51 0.71 3.3 0.75 35 6 1105.65 110618 100.0
2 A 80 21.27 0.61 2.9 0.88 4.6 7 048,43 931.80 1018
Pamal = B a0 2162 0.66 3.0 0.90 4.2 B 84077 851,72 997
4 80 20,82 0.57 3.2 0.85 43 - 9 966.48 999,45 96.8
- AooBC e thal b W6 & * Representative data; results in individual laboratories may vary from
B 80 2177 0.60 2.7 0.84 3.8 lhase data.
€ a0 21,24 0.70 33 0.89 4.2 -
i A 80 21476 514 24 648 30 o2 54 Rocovery = —omatad Dition {iml) .,
B B0 22179 473 21 582 26 snusiiiniony 1CHS)
G B0 21671 536 25 636 29  |nterference
i A B0 21932 ad 20 b1 38 Interference from elevaled levels of bilirubin, hamoglobir,
Fanel 3 B 80 22454 404 18 1337 60 triglycerides, and total protein in the ARCHITEGT Anti-TPO assay ts
C_ & 21873 576 26 1318 60 designed to be = 15% at the levels indicated.
3 A 80 M2t &1 29 &M 32 A study based on guidance from the NCGLS Protocol EP7-A% was
8 B0 22646 515 23 567 25 performed for tha ARCHITECT Anii-TPO assay, Specimens with ant-
C 80 22017 580 25 708 31 TRO Jovels between 45.07 and 361.64 IU/mL were supplemented

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

with the following potentially interfering compounds. The average
amount of interference observed during the study ranged from -3.6%
to +3.7%.*

i




Potentially Interfating Substance

Prtnntsally inerinring Subtstanne Comnnntratinn

Filindan 20 mipdl )
Hemoglobin 1000 mp/dL

Tolal Protein {Low) 4 gidl

Total Prateln {High) 10 grdl

Triglyceridas 1000 mg/dL

* Representative data; rasults in individual laboratories may vary from
these data.

Evaluation of Autoimmune Disease Specimens and High Titer 19G
Samples

Potential interlerence fram autaimmune disease speclmens and high
titer IgG sampies in the ARCHITECT Anti-TPO assay Is designed to
be s 15%. In a study, the ARCHITECT Anti-TPO assay was evaluated
by testing specimens with known autolmmune diseases and
olevated lgG. Specimens wers evaluated with antl-TRPO levels spiked
neween 131.44 and 568.78 tU/mL. Mean absclute % Interferance is
summarized in the following table.”

Msan Absolule %
Clinical Gondilinn Intarfarsnca
Anti-Nuclear Antibody [ANA) 1.6
Rheurmatoid Arthritis (RA) 1.5
Systzmic Lupus Erythematosus (SLE) 1.1
Insulin Dependent Diabeles Mallitus (IDDM) 1.0
Grohn's Disease 2.4
Multiple Sclerosis 1.7
Ulcerative Golitis 1.5
Hywerglobulinernia {high 1gG) 0.8

* Representative data; results in individual laboralories may vary from
these data.

Evalualion of Other Potential Interferents

Polential interference trom HAMA and rkeumatoid factor {RF) in he
ARCHITECT Anli-TPO assay is designed to be 5 15%. In a study, the
ARCHITECT Anli-TPO assay was evaluated by tesling specimens with
HAMA and RF to further assess the clinical specificity. Specimens
positiva for HAMA and specimens positive for FF were evaluated

for % interference with anti-TPO levels spiked between 163.0 and
184.3 IU/mL. Mean absolute % inierference is summarized in the
following table.*

Maan Absoluta %
Qther Polential interiarente Nusnbiar ul Sprcinsens Intarlerence
HAMA Posilive 10 2.1
AF Positive 10 16

* Representative data; results in individual Jabaratories may vary fram
these data.

Clinical Sensitivity

In two studies, clinical sensitivity was evaluated by testing 139
clinically defined Hashimoto's thyroiditis specimens and 125 Graves'
disease specimens. The clinical diagnosis was based on the criteria
of the respective laboratory. The presence af autoantibodies against
thyroglobulin and/or TRQ was not necessarily a diagnostic criterion
of these Graves' disease and Hashimato's thyroiditis specimens.
Data from these sludies are summarized in (he following table.”

Hashii 's Thyroiditis Gravas' Diseace
i % Positive L % Pasitive
Swdy | 89 640 75 920
Sy 2 50 74.0 50 100.0

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

Concordance

The parformance of the ARCHITECT Anti-TPO was comparad to
a commercially availablg immunoassay for tha determination of
anti-TPO. A total of 500 specimens were evaluated In a study,
encompassing a population of apparantly healthy individuals and
patients with auteimmune thyraid disease (Graves' disease and
Hashimola's thyroiditis). Specimens wers tesied in replicales of
one using the ARCHITECT Antl-TPO assay with three reagent lots
an three Instruments and compared with a commercially available
immunoassay (Comparison Assay). Data from this study are
summarized in the following tabla.*

Comparisan Assay

ARGHITECT Anti-TPO Hugalive Posilive
Negative £42 32
Pasitive b 22

Concardance = 92,6 %

* Representative data; results in individual laboralories may vary from
these data.
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B Key to Symbols

Consult instructions for use

Manufacturer

IR =

Sufficiant for

- Temperature limitation

:E Use by/Expiration date
[AEay DILURNT] Assay Dilyent
[coniucars| Conjugate
[ConTnel Ke.| Conlrol Number
. Authorized Represaniative in the
European Community

|vm in Vitro Diagnostic Medical

| Device

[[EoT Lot Number

1@ Migroparticles

|rE-THbGRER EOLUTION | Pre-Trigger Solution

[PRODUERD Fon ABSOTT BY | Produced for Abbott by

| PRODUET oF usa Product of USA

| REacTrON ViERELS | Reaction Vessels

| EnaENT LoT | Reagent Lot

TREF | List Number

[ RENLACEMENT GaPs | Replacement Gaps

[Bamels cues] Sample Cups

| wEFTUM | Septum

| Serial number

[TRrGEE R SoLuTion]| Trigger Solution
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ARCHITECT
Anti-TPO Calibrators

Revined Aprll 2018,

INTENDED USE

The ARCHITECT Anti-TPQ Calibrators are for the calibration of the
ARCHITEGCT 18ystem when used far the quantitative determination
of the 19G class of thyroid percxidase autoantibodies {(anti-TPO}
in human serum and plasma. Refar to the ARCHITECT Anti-TPQ
reagent package insert for additional information.

CONTENTS

& Bottles (4.0 mL sach) of ARCHITECT Anti-TPQ Calibratars.
Caliprator A contains phosphate bufier with protein {bovine) stabilizer,
Calibrators B-F contain human plasma in phosphate buffer with
protain {baving) stabilizers. Presarvative: antimicroblal agents.

The calibrators yield the following concentrations:

Anti-TPO Concentration

Callbrator (W/mL)
0.0
5.0
[Eacle] 20.0
62.5
250.0
@E] 1000.0

STANDARDIZATION

The ARCHITECT Anti-TPQ Calibrators are standardized against
International Reference Preparations MRAG 66/387.

FRECAUTIONS

s For in Vitro Dlagnostic Use

. A CAUTICN: This product conlains human-sourced and/

or polentially infectious components. Refer 10 the CONTENTS
seclion of this package insert. Na known test method can
offer completa assurance thal products derived fram human
sources or inactivaled microorganisms will not ransmit infection.
Therefore, all human-sourced materials should be considered
polentially infactious. It is recommended that these reagents and
human specimens be handled in accordance with the OSHA
Standard on Bloodborne Pathogens, Biosafety Level 2 or other
appropriate biosafety practices should be used for materials lhai
contain or are suspected of containing infectious agents.™

» Calibrators B-F contain human plasma, donor units of which
have been tested and found to be reaclive for anti-TPO and
nonreactive for HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HIV-1/HIV-2
and anti-HGV.

Safety Data Sheets are available at www.abbottdiagnostics.com or

contact vour local representative.

For a detailed discussion of safety precautions during system

operation, refer 1o the ARCHITECT Systam Operations Manual,

Section 8.

B en
Anti-TPO
Z2K47

G1-0435/R03
S2K470

2KA47-01

STORAGE

« Callbrators are stable until the expiration date when stored and
handled as direcied.
+ Do not use past expiration date.

/Rf -10C

PREPARATION FOR ANALYSIS

Selft-defrosling freezers are not sullable for storage.

» Thaw complelely at room temperalure (15-30°C) for 45-60
minutes,

* Prior lo use, mix THORCUGHLY by invarsion 5-10 times.

s After gach use, immediately return the thawed calibrators to
refrigerated storage (2-8°C) for up to 30 days after thaw.

BIBLIOGRAPHY

. US Deparimanl of Labor, Occupalional Safaly and Healh
Administration, 28 CFR Parl 1810.1030, Bloodborne pathogens.

2. US Department of Health and Human Services. Biosafely in

Microbioiogical and Biomedical Laboratories. 5th ed. Washington. DG

US Government Printing Office; December 2009,

World Health Organization. Laboratory Biosafsly Manual, 3rd ed

Genava: World Health Organization; 2004.

Clinical and Laboratory Standards Institule (CLSH). Protection

of Laboratory Workers from Occupationally Acguired infections;

Approved Guideline—Third Edition. CLSI Dacument M23-A3, Wayne,

PA: CLSI; 2005.
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Anti-TPO Controls
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INTENDED USE

The ARCHITECT Anti-TPO Controls are for the estimation of test
precision and the detsction of systematic analylical deviations of the
ARCHITECT iSystem (reagents, calibratars and instrument) when
used for the quantitative determination of the IgG class of thyraid
peraxidase autcantibodies {anti-TPO) in human serum and plasma.
Refer to the ARGHITECT Anti-TPO reagent package insart for
additional informalion.

CONTENTS

2 Bottles (4.0 mL each) of ARCHITECT Anti-TPO Conirols. The
negative control and posilive control contain human plasma in
phosphale buffer with protein {bovine) stabilizers. Preservative:
antimicrobial agents,

The icllowing conceniration ranges may be used for individual
replicate contrel specifications on the ARCHITECT iSystem:

Control Target Concentration (IU/ml.) Range (IU/mL)
05 <218
75 45 - 105

Each laboratory should establish its own conceniration ranges for
new control lots at each control level. This can be accomplished
by assaying a minimum of 20 replicates over several {3-5) days.
Sources of variation that can be expecied should be included in this
study in order to be representative of future system performance.
These may (nclude:

+ Multiple stored calibrations

= Muitiple reagent lots

+ Multiple calibrator lois

* Multiple processing modules

»  [ils poimacuiicetad At diferant fimes ol day

These results should be applied 1o your laboratory's quality conirol
praclices.

ARCHITECT ANTI-TPO NEGATIVE CONTROL
PROCEDURE

¢ Qrder the ARCHITECT Anti-TPO Negative Control as a patient
sampla. The negative contral cannot be ordered as a contral.
This information pertains only to the ARCHITECT Anti-TPO
Negative Contral (2K47L).

*  For the ARGHITECT Anti-TPO Negative Contro!, do not configure
or use the Wastgard or Levey-Jennings software screens
for quality control analysis. The use of these screens far the
negative contral will result in data that is not statistically valid.

v Manual verification of the validity of the ARCHITECT Anti-TPO
Megative Control is required any time the negative control Is
run. For conirol values that fall outside of the validity range
listed in the ARCHITECT Anti-TPO Control Package Insert refer
to the ARCHITECT Systerm Cperation Manual, Section 10 for
troubleshocting informaticn.

* Bacause the ARCHITECT Anti-TPO Negative Control is run
as a patient sample, patient values will net be flagged by the
ARCHITECT iSystem it a negative control is outside of its conirol
range. Only ralease patient results if a valid negative control
valug is oblained.

1% en

2K4710 o Anti-TPO
2K47
Z JL840832/R04
C2K470
=tz ix 7 )
PRECAUTIONS
.

« For In Vitro Diagnostic Use

. & CAUTION: This product conlains human-saurced and/

or patentially infactious companents. Refer to the CONTENTS
sactlon of this package insert. No known test method can
offar complete assurance that products derived from human
spurces or inactivated microorganisms will not fransmit infection,
Therefore, all human-sourced maierials should be considered
potentially infectious. It is recommendad Ihat these reagents and
human specimens be handled in accordance with tha OSHA
Standard on Bloodborne Pathogens. Biosafety Level 2 or other
appropriate biosafety practices should be used for materials that
contain or are suspecled of containing infectious agents.™

s Contrals contain human plasma, denor units of which have been
tasted and found 1o be reactive for anti-TPO and nonreactive for
HBsAg, HIV-1 RNA or HIV-1 Ag, anti-HIV-1 JHIV-2 and anti-HCW.

Safety Data Sheets are available at www.abbottdiagnostics.com or

contac! your lacal representalive.

For a detailed discussion of safety precautions during system

aperation, refer to the ARCHITECT System Operations Manual,

Section A.

STORAGE

*+ Caontrals are stable until the expiration date when stored and
handled as directed.

s Do not use past expiralion date.

A

PREPARATION FOR ANALYSIS

» Seli-defrosting freezers are not suilable for storage.

=  Thaw completely at room temperalure (15-30°C) for 45-860
minutes,

e Prior to use, mix THOROUGHLY by inversion 5-10 timas.

* Afler each use, immadiately return the thawed contials to
refrigarated storage (2-8°C} for up to 30 days after lhaw.

BIBLIOGRAPHY

1. US Department of Labor, Occupational Safety and Heallh
Administration, 28 CFA Pant 1810.1030, Bloodborne palhogens.

2. US Department of Health and Human Services. Biesafely in

Microbiological and Biomedical Laboratories, 6th ed. Washingtan, DG:
US Government Printing Office; December 2008.

3. Warld Health Organization. Laboratery Biosalaty Manual. 3rd ed.
Geneva: World Health Organization; 2004

4. Clinical and Laboratory Standards Institute (CLSI). Protection

of Laboratory Workars from Occupationally Acquirad infections;
Approved Guidsline- Third Edition. CLSI Document M2§-A3, Wayna,
PA: GLSI; 2005.
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