TROPONIN | - CHECK-1

Quantitative determination of Troponin | in plasma or serum samples
Ref. 28071E (20 tests) / Ref. 28071E-10T (10 tests)
FOR EASY READER® AND EASY READER+® USE ONLY

I- INTENDED PURPOSE

The TROPONIN | -CHECK-1 is a rapid screening testtifier detection
of cardiac troponin | protein in whole blood, plasor serum samples
to be used as a tool by medical healthcare prafesls assessing
myocardial ischemia disorder such as acute myagardifarction
(AMI). The sole measurement of concentration oredmination of
troponin | is not sufficient to diagnose acute cany syndrome or
associated cardiac complications such as myocardéaktion.

II- PRINCIPLE

Troponin | (Tnl) is one of the thin filament-assateid regulatory
proteins of muscle (1). It is encoded by threeeddht genes that are
differentially expressed by the various muscleugss resulting in slow
— and fast skeletal and cardiac Tnl isoforms (2).

The unique amino acid sequence of cTnl makes itdeal candidate
for the laboratory detection of acute myocardidhiation (AMI) and
has facilitated the development of monoclonal aies that do not
cross-react with skeletal muscle troponins (3).IBhbd studies from
various groups have demonstrated the utility oflafirasurement for
detection of AMI (3, 4, 6, 7, 8).

CK-MB and cTnl both elevated beyond normal referdimoés within
4-6 hours after infarction. Typical reference lisnitere, as reported by
Bodoret al (3), 6.7 ng/mL for CK-MB and 3.1 ng/mL for cTnl.
Likewise, each report sites similar time frames tfog peak values of
CK-MB and cTnl : CK-MB peaked in 13-15 hours, cTnl id-15
hours. Typical ranges were 39-185 ng/mL for CK-MB 4185 —188
ng/mL for cTnl (5).

However, CK-MB level returns to normal after 36-48ufg) while
levels of cTnl remains elevated for up to 6-10 daye level of cTnl is
very low in normal healthy people, and not detedteghatients with
skeletal muscle injury. Therefore, cTnl is a specimarker for
diagnosis of AMI.

TROPONIN I-CHECK-1 is a rapid quantitative assay foe tletection
of cardiac Troponin | in plasma or serum samplebe Tethod
employs a unique combination of monoclonal dye wegaje and
polyclonal solid phase antibodies to identify tropo in the test
samples with a high degree of sensitivity.

As the test sample flows through the absorbentcéevhe antibody-
dye conjugate binds to the troponin forming an kadiy-antigen
complex. This complex binds to the anti troponirtitody in the
reaction zone (T) and produces a pink-rose colaadb

In absence of troponin, there is no line in thectiea zone (T). The
reaction mixture continues flowing through the absat device past
the reactive zone (T) and control zone (C). Unboeorgjugate binds to
the reagents in the control zone (C), producingh&-pdse colour band,
demonstrating that the reagents are functioningecty.

[lI. TROPONIN I-CHECK-1 KIT COMPONENTS
Each kit contains everything needed to perform rl20otests.

1- TROPONIN I-CHECK-1 reaction devices: 10 20
2- Disposable plastic pipettes : 10 20
3- Instructions leaflet: 1 1

V. STORAGE AND STABILITY

1- All TROPONIN I-CHECK-1 kit components should be rei at
room temperature (+4°C to +30°C).

2- Do not freeze the test Kkit.

3- TROPONIN I-CHECK-1 test is stable until the expilgte stated on
the package label.

V. PRECAUTIONS

1- This test is designed fam vitro diagnostic use and professional use
only.

2- Read carefully the instructions before using thst.

3- Handle all specimens as if they contained indest agents. When
the assay procedure is completed, dispose of spasimarefully after
autoclaving them for at least one hour. Alterndyivehey can be
treated with 0.5% to 1% solution of sodium hypocitéofor one hour
before disposal.

4- Wear protective clothing such as laboratory £aatd disposable
gloves while assaying samples.

5- Do not eat, drink or smoke in the area wherecispens and kit
reagents are handled.

6- Avoid any contact between hands and eyes or doseg specimen
collection and testing.

7- Do not use beyond the expiry date which appearshe package
label.

8- Do not use a test from a damaged protective paap

VI. SPECIMEN COLLECTION AND PREPARATION

1- TROPONIN I rapid test is performed on human seouplasma.

2- The specimen should be collected under the atdnthboratory
conditions (aseptically in such a way as to avadrholysis).

3- If anticoagulant is needed, only citrate, EDTA oheparin should
be used.

4- Each specimen should be treated as if potentistctious.

5- If the test is to be run within 48 hours aftefiection the specimen
should be stored in the refrigerator (+2°C to +81Qesting is delayed
more than 48 hours, the specimen should be froZée. frozen
specimen must be completely thawed, thoroughly chied brought to
room temperature prior to testing. Avoid repeatedefing and
thawing.

6- In case of cloudiness, high viscosity or presesfoparticulate matter
into the serum specimen, it should be diluted wiglnal volume (V/V)
of diluting buffer (not provided but available upwsaquest) before

testing.
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VII. ASSAY PROCEDURE

IMPORTANT : Switch the reader on and allow it to warm up forat least 30 minutes before performing any measuremes.
Follow the below instructions or refer to the piatein°1.

1- Allow samples and TROPONIN |-CHECK-1 test deviaesame to room temperature prior to testing.

2- Remove the reaction device from its protectivapper by tearing along the split.

3- Label device with the patient's name or contrghber.

4- Fill the serum dropper with specimen and, bydhj it vertically, dispense 5 drops (150 pL) ofise or plasma into sample welkj.

5- Read the resufin ng/mL) after 20 minutes either using the immediate amtdown reading mode (see corresponding leaflet).

For general instructions describing how to useMBE®ALAB's rapid test readers, refer to the corresgiog leaflet.

1. Add 5 drops

of serum or A \\

plasma.

2. Place
into meter.

Picture n°1

VIIl. PERFORMANCES CHARACTERISTICS
a) Linearity
The linearity measuring range is 0-50 ng/mL.

b) Accuracy

1- Standards

A study has been performed on serum or plasma samysing five concentrations of DADE-BEHRING calilorat determined in duplicate on
TROPONIN |-CHECK-1 rapid tests. The results show thedycorrelation of the values obtained with TROPONIBHECK-1 on VEDALAB's
reader.

Correlation figures : y=1.159 x - 0.2435

r=0.9992
2- Human samples
Using plasma samples, a field study has been peefbion 67 patients with diagnosed AMI and 56 offagients with non AMI. The sensitivity and
specificity of the TROPONIN I-CHECK-1 have been caitall to be respectively 94 % (Cl 95% [87.7 — 98.6}1H 91.1 % (IC 95% [79.4 —
97.4]*) when an AMI cut-off of 0.8 ng/mL was consi@gd. For an AMI cut-off of 1 ng/mL, sensitivity duspecificity have been found to be 91%
(Cl 95% [80.6 — 96.9]* for sensitivity and Cl 95% [43- 97.4]* for specificity).
*Cl 95% : 95% confidence interval

¢) Sensitivity

The detection limit is lower than 0.5 ng/mL. Anyneentration around or higher than 0.8 ng/mL mayesta possible AMI case (with a sensitivity
of 94 % (CI 95% [87.7 — 98.6]*) (7) and furthew@stigations should be made. Troponin | elevatedi$eare also observed in setting of systemic
inflammatory response syndrome (SIRS) sepsis oicsgpbck (9).

*Cl 95% : 95% confidence interval

d) Specificity

Negative sera assayed using the STRATUS-DADE arralysee found constantly negative using TROPONIN |-CHEL. No cross-reaction has
been observed with the skeletal muscle Troponifield evaluation study (7) has shown a specificit 91.1 % (Cl 95% [79.4 — 97.4]*) for a cut-
off of 0.8 ng/mL.

*Cl 95% : 95% confidence interval

e) Cross reactions

1- Rheumatoid factor

A negative serum sample spiked with 4 000 IU/mLrieéumatoid factor (RF) did not show any false pesitiesult. Therefore there is no
interference of RF in TROPONIN I-CHECK-1

2- HAMA

A negative serum sample spiked with human anti ma@ugibodies (HAMA) of type 1 or type 2 did not shany false positive result. Therefore
there is no interference of HAMA type 1 or typenZlIROPONIN I-CHECK-1 at the tested concentration lgvel
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f) Interferences

1- Hemoglobin, bilirubin and triglycerides

Negative (0 ng/mL), weak positive (2ng/mL) and stjopositive
(20ng/mL) serum samples spiked wit hemoglobin (fina
concentration : 1.5 g/L), bilirubin (final conceation : 9mg/L) and
triglycerides (final concentration : 2.5g/L) didtrehow any effect in
samples status (positive or negative).

2- Anticoagulants

Plasma samples containing different anticoagulamse assayed
indicating no matrix effect of citrate, heparin 8D TA.

g) Hook effect
No hook effect has been observed up to 5 pg/mLaofigrunative
troponin I.

h) Intra-assay reproducibility

Within run reproducibility was evaluated performig§ replicates of
three commercialy available references containgpectively 13.6;
30.1 and 70.7 ng/mL of troponin | determined withagtitative

TROPONIN I-CHECK-1 test for VEDALAB's reader. The obtad

CVs (coefficient of variation) were respectively afjto 8.9; 7.7 and
7.5%.

i) Inter-assay reproducibility

Between run reproducibility was evaluated perforn8mgplicates of
four serum samples containing 2, 5, 10 and 20 ngdfnitoponin |
respectively measured using three different lotsSTROPONIN |-
CHECK-1 test and VEDALAB's reader.

The obtained CVs (coefficient of variation) werepestively equal
to 14.8; 14, 10.8 and 12.3%.

IX. LIMITATIONS

1- As for any diagnostic procedure, the physiciaousd confirm the
data obtained using this test by other clinicalhuds.

2- Any Troponin | concentration close or higherrttta8 ng/mL may
suggest a possible AMI. The time required for bladchl level to
reach the upper limit of normal has been foundeal#6 hours after
the onset, and then remains elevated for 6-10 dag®me cases.
Therefore, a negative result within the first hoofsthe onset of
symptoms does not rule out AMI with certainty. lispected, repeat
the test at appropriate intervals.

3- In case of high RF (rheumatoid factor) or CRP (&:tiee protein)
concentrations (high levels indicate acute infex)o the test could
exceptionally show a positive result.

4- In case of delayed reading time, i.e. over 20¥2Butes, the test
could also show sometimes positive results.

5- The test is designed to eliminate the poteritigrference of
human antibodies to murine IgG (HAMA). However, thitgvel of
HAMA could give falsely positive results.

6- This format of test is to be only used with VED¥B’s rapid test
readers.

7- If the reading time (20 minutes) is not strictgspected, wrong
results will be obtained.

8- This format of test should not be used for visaading.

9- As for any diagnostic method or for any measems through
analysers, there is a variability of the obtainedult. Therefore, a
confidence range of +/-25% should be consideredhferfinal value
and for the clinical significance of the result.

10- Do not use the reader for measurements befordeast
30 minutes warm-up after having switched on.
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CHANGES DESCRIPTION
Changes type

Manufactured by VEDALAB - France

- N/A
- Technical change

Not Applicable (creation)
Addition, revision and/or remi@fanformation

related to the product.

- Administrative Implementation of non-technical

noticeable to the end-user.

aclges

Changes type Change description

Technical change - Chap VIl info c) sensitivity+ |

cross reaction (addition) + Cl 95%-+
e) cross reaction + f) interferences
+g) hook effect + h) inter assay+ I)

intra assay

Administrative - Chap | (addition)
- Chap X bibliographic references

8& 9 (addition)

Note: Minor typographical, grammar, spelling and fortima changes are not
reported in the change details.
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