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ez-Tracker Anti-Infliximab Total Ab

INTENDED USE

ez-Tracker Anti-Infliximab Total Ab is a fluorescence
immunoassay (FIA) for the semi-quantitative
determination of free and bound antibodies against
infliximab in human serum/plasma.

For in vitro diagnostic use only.

INTRODUCTION

Monoclonal antibodies are now widely accepted as
the biotherapeutic agent to treat several diseases."!
The drug infliximab, a chimeric monoclonal antibody,
has been marketed for several years in the United
States and Europe for the treatment of chronic
infl y di like infl y bowel disease,
t id arthritis, ankyl itis, psoriasis,
etc.??! One of the major concerns, despite of its wide
usage, is the potential development of antibodies to
infliximab (ATI)* Furthermore, the AT has interfered
in infliximab efficacy and a significant number of
patients lose their response to medication. Finally, it
g]an misleads the therapy by changing the treatment.”

ez-Tracker Anti-Infliximab Total Ab used for a semi-
quantitative detection of antibodies to infliximab (ATI)
which can quantify both free and bound form. This
method gives accurate and reliable determination of
anti-infliximab antibody even in the presence of high
infliximab concentration. Therefore, it is an ideal
method for therapeutic drug monitoring. This assay is
helpful for physician to accurate monitor and optimize
the appropriate therapeutic strategy.

PRINCIPLE

ez-Tracker Anti-Infliximab Total Ab test uses a
bridging i for detection of antibodies to
infliximab. Sample is prepared by the dissociation and
anti-infliximab antibodies from sample are bridged
with fluorescent and biotin labeled infliximab which
results in formation of an immune complex. This
immune complex is migrated through nitrocellulose
matrix and are captured by the immobilized
streptavidin on the test strip.

The more antibodies to infliximab in the sample forms
the more immune complex and leads to stronger
intensity of fluorescence signal which is processed by
the instrument for ez-Tracker tests to show anti-
infliximab antibodies concentration.

CCOMPONENT

ez-Tracker Antinfliimab Total Ab consists of
‘cartridges’.

nEach cartridge packaged in an aluminum pouch has
four components including a cartridge part, a
detector part, a liquid buffer part, and a dried buffer
part.

aThe cartridge part contains the membrane called a
test strip which has streptavidin at the test line, and
chicken IgY at the control line.

aThe detector part contains infliximab-fluorescence
conjugate, anti-chicken IgY-fluorescence conjugate,
infliximab-biotin conjugate, mouse IgG, sucrose,

bovine serum  albumin, polyvinyl  alcohol,
polyethylene glycol, and bromophenol blue in tris-
hydrochloride buffer.

aThe liquid buffer part contains sodium azide as a
preservative in glycine buffer.

wThe dried buffer part contains L-Arginine, magnesium
chloride, tween 20 and Pluronic F-68 in tris-
hydrochloride buffer.

WARNING AND PRECAUTIONS

wFor in vitro diagnostic use only.

wFollow the instructions and procedures described in
this ‘Instructions for use’.

uUse only fresh samples and avoid direct sunlight.

Lot numbers of all the test components (cartridge and
ID chip) must match each other.

uDo not interchange the test components between
different lots or use the test components after the
expiration date, either of which might yield incorrect
test result(s).

= Do notreuse cartridges. A cartridge should be used for
testing one sample only.

aThe cartridge should remain sealed in its original
pouch until just before use. Do not use a cartridge, if
the pouch is damaged or has already been opened.

ufrozen sample should be thawed only once. For
shipping, samples must be packed in accordance
with local regulations. Sample with severe hemolysis
and/or hyperlipidemia must not be used.

alf test components and/or sample are stored in
refrigerator, then allow cartridge and sample to be at
room temperature for approximately 30 minutes
before use.

athe instrument for ez-Tracker tests may generate
slight vibration during use.

wUsed cartridges and pipette tips should be handled
carefully and discarded by an appropriate method in
accordance with relevant local regulations.

wThe cartridge contains sodium azide (NaNs), and they
may cause certain health issues like convulsions, low
blood pressure and heart rate, loss of consciousness,
lung injury and respiratory failure. Avoid contact with
skin, eyes, and clothing. In case of contact, rinse
immediately with running water.

=No Biotin interference was observed in ez-Tracker
Anti-Infliximab Total Ab when biotin concentration
in the sample 200 ng/mL was below. If a patient has
been taking biotin at dosage of more than 0.03 mga
day, it is recommended to test again 24 hours after
discontinuation of biotin intake.

wez-Tracker Antinfliximab Total Ab will provide
accurate and reliable results subject to the below
conditions.

- ez-Tracker Anti-Infliximab Total Ab will provide
accurate and reliable results subject to the below
conditions.

-_Have to use rec

K, EDTA, Na, EDTA, Sodium citrate

LIMITATIONS OF THE TEST SYSTEM

wThe test may yield false positive result(s) due to the
cross-reactions and/or non-specific adhesion of
certain sample components to the capture/detector
antibodies.

aThe test may yield false negative result(s) due to the
non-responsiveness of the anti-drug antibody which
is the most common if the epitope is masked by some
unknown components, so therefore not being able to
be detected or captured by the antibodies. The
instability or degradation of the anti-drug antibody
with time and/or temperature may also cause false
negative result as it makes the drug unrecognizable
by the antibodies.

wOther factors may interfere with the test and cause
erroneous results, such as technical/procedural
errors, ion of the test ¢ /reag
or presence of interfering substances in the test
samples.

wAny clinical diagnosis based on the test result must be
supported by a comprehensive judgment of the
concerned physician in conjunction with clinical
symptoms and other relevant test results.

STORAGE AND STABILITY

Storage condition

j anticoagulant.

Storage )
Component Temperature Shelf life Note
. a0 o 20months _Unopened
Cortridge 2-30°C 1months Resealed

wReturn an unused cartridge to the spare cartridge
zipper bag containing the desiccant pack. Reseal
along entire edge of zip-seal.

MATERIALS SUPPLIED
ETI003T-24
¢

of ez-Tracker Anti-Infliximab Total Ab
[Cartridge CART 24
Pipette tip (Zipper bag) P-T 24
ID chip ID-C 1

are cartridge zi SCzB
lInstructions for use IFU

IMATERIALS REQUIRED BUT SUPPLIED ON
DEMAND

Following items can be purchased separately from ez-
Tracker Anti-Infliximab Total Ab.
Please contact our sales division for more information.
mez-Track! R

wez-Traker Anti-Infliximab Total Ab Control E ETI003T-C
wez-Traker Anti-Infliximab Total Ab Calibrator E ETI 003T-CAL

The sample type for ez-Tracker Anti-Infliximab Total
Abis human serum/Plasma.

altis recommended to test the sample within 24 hours
after collection.

aThe samples (serum and plasma) should be separated
from the clot by centrifugation within 3 hours after
the collection of whole blood.

wThe samples (serum and plasma) may be stored for a
week at 2 - 8 °C prior to being tested. If testing will be
delayed more than a week, samples should be frozen
at-20°C.

aThe samples stored frozen at -20 °C for 1 month
showed no performance difference.

TEST SETUP

aCheck the components of the ez-Tracker Anti-
Infliximab Total Ab as described below: Cartridges,
pipette tips, an ID chip, a spare cartridge zipper bag
and an instructions for use.

ulfthe sealed cartridge has been stored in a refrigerator,
place them on a clean and flat surface at room
temperature for at least 30 minutes before testing.

uEnsure that the lot number of the cartridge matches
that of the ID chip.

wTurn on the instrument for ez-Tracker tests.

=Empty the tip box.

alnsert the ID chip into the ‘ID chip port”.

% Please refer to the instrument for ez-Tracker tests
opera inual for complete information and

operating instructions.

er bay
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TEST PROCEDURE
|Eeneml mode]

1) Insert a cartridge into the cartridge holder.

2) Insert a tip into the tip hole of the cartridge.

3) Select the ‘General mode’ in the instrument for
ez-Tracker tests.

4) Take 100 pL of the sample (blood/serum/control)
using a pipette and dispense it into the sample
well of the cartridge.

5) Tap the ‘Start’ button on the screen.

6) The test result will be displayed on the screen
after 22 minutes.

INTERPRETATION OF TEST RESULT

wThe instrument for ez-Tracker tests calculate the test
result ically and displays anti-inflixi
concentration of the test sample in terms AU/mL

uWorking range: 8 - 250 AU/mL

nThe cut-off: 10 AU/mL

Range Interpretation
>10AU/mL Positive
<10AU/mL Negative

\QUALITY CONTROL

=Quality control tests are a part of the good testing
practice to confirm the expected results and validity
of the assay and should be performed at regular
intervals.

=Quality control tests should also be performed
whenever there is any question concerning the
validity of the test results.

= Control materials are provided on demand with ez-
Tracker Anti-Infliximab Total Ab. For more
information regarding obtaining the control materials,
contact Theradiag’s Sales Division for assistance.
(Please refer to the instructions for use of control
material.)

wAnalytical sensitivity
-Limit of Blank (LoB) 1.25AU/mL
- Limit of Detection (LoD) 7.99 AU/mL
wHigh-dose Hook Effect
There is no high-dose hook effect at anti-infliximab
concentration up to 3,000 AU/mL.
= Analytical specificity
- Cross-reactivity
ez-Tracker Anti-Infliximab Total Ab test results did
not show any significant cross-reactivity with these
biomolecules.

Cross-reactivity materials Concentration

Adalimumab 100 pg/mL
Etanercept 100 pg/mL
Golimumab 100 pg/mL
Anti-adali b antibody 1,000 ng/mL

Anti-etanercept antibody 1,000 ng/mL

Anti-golimumab antibody 1,000 ng/mL
- Interference
Interferents listed in the following table were added
to the test sample at the i ioned

wClinical performance evaluation
ez-Tracker  Anti-Infliimab  Total Ab  has
demonstrated the following clinical performance
results.

below. ez-Tracker Anti-Infliximab Total Ab test

‘ez-Tracker Anti-Inflximab

results did not show any significant interference Total (n=104) n —
: . ositive Negative
with these materials. &
—_— mparator _Positive 25 3 2
Interference materials Concentration Tege 9 7 77—
Hemoglobin 500 mg/dL Positive Agreement 0%
Bilirubin 20 mg/dL (210AU/ml) o
Triglyceride 2,000 mg/dL Negat\;g :ﬁr/eemem 975%
Rheumatoid factor 200 IU/mL < m
- Total it 96.1%
Human serum albumin 12g/dL o1 Agreemen
P | merences ]
- Single-site study HEFERENCES

Repeatability (within-run precision)
within-laboratory precision (Total precision
Lot to lot precision
3 Lots of ez-Tracker Anti-Infliximab Total Ab were
tested for 20 days. Each standard material was
tested 2 times per day. For each test, each material
was duplicated.

- Multi-site study
Reproducibility
1 Lot of ez-Tracker Anti-Infliximab Total Ab was
tested for 5 days in 3 different sites (1 person per 1
site, 1 instrument per 1 site). Each standard
material was tested 1 time per and 5 replicates per
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Anti- Repeatability Total precision
infiimab —
TotalAb  AVG V(%) AVG V(%)
[AU/mL]
2 1290 37 1290 34 _ 6
0 5004 16 9% 15
100 10162 22 101.70 22
Anti- Lottolot e
infliimab precision Reproducibiity
[T,féamﬂ AG OV AVG V(%) ,
Y] D% 34 1104 55 )
0 1989 17 __ 5016 60
100 101.59 18 9937 60
=Accuracy

The accuracy was confirmed by testing with 3
different lots of ez-Tracker Anti-Infliximab Total Ab.
The tests were repeated 10 times at each
concentration of the control standard.

Anti-

infliximab Recovery
Totalpp lot1l lot2  lot3  AVG )

1019
100.3

Y
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