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SERION ELISA classic Yersinia IgA/IgG/IgM

Enzyme-immunoassay for determination of human antibodies

for in vitro diagnostic use

18.2. SERION ELISA classic YersinialgA yrareagentai, skirti Jersinijozés IgA antikiiny nustatymui |FA metodu
96 Sulinéliy mikroploksteliy formatu kraujo serume.

| SERION ELISA classic Yersinia IgA Order Nr.: ESR138A |
|SERION ELISA classic Yersinia IgG Order Nr.: ESR138G|
\/ SERION ELISA classic Yersinia IgM Order Nr.: ESR138M

18.1.SERION ELISA classic YersinialgG yrareagentai, skirti Jersinijozes 1gG antikany nustatymui
IFA metodu 96 3ulinéliy mikroploksteliy formatu kraujo serume.

1 INTENDED USE

The SERION ELISA classic Yersinia IgA, IgG and IgM tests are quantitative and
gualitative immunoassays for the detection of human antibodies in serum or plasma
directed against plasmid encoded virulence markers of Yersinia. The SERION ELISA
classic Yersinia are recommended for the differentiation of acute and recent infections in
case of gastrointestinal diseases and reactive arthritis.

2 DIAGNOSTIC RELEVANCE

Y. enterocolitica and Y. pseudotuberculosis are important human pathogens which are
responsible for a range of intestinal syndromes e.g. enteritis, diarrhoeae,
pseudoappendicitis and, in immune compromised patients, haemopathies and sepsis.
Post infection complications, such as reactive arthritis, erythema nodosum and other
rheumatic diseases, may occur. These complications are often apparent in individuals
carrying the HLA-B27 gene.

Yersinia are ubiquitous, but primarily distributed in temperate and subtropical areas. They
are found in the intestinal tracts and faeces of warm blooded animals (wild and
domesticated). Transmission is primarily through contaminated foodstuffs.

The virulence of the bacterium is dependent upon plasmid-encoded proteins with a
molecular weight of 23 — 51 kD. These virulence-associated proteins, referred to as YOPs
(Yersinia Outer Proteins) have been characterized and are accepted as important
diagnostic markers. The Yersinia outer proteins are genus-specific so antibodies against
all relevant serotypes are detected.

The dynamics of the various antibody classes are important for the differential diagnosis of
rheumatoid disease such as rheumatoid arthritis.

While a Yersinia infection results in production of IgG antibodies which may remain
elevated for several years, the YOP-specific IgA and IgM responses are more fleeting and
in a normal infection fall off within a few months. By contrast, in the case of post-infection
complications the IgA titer remains elevated (possibly for years), often at a very high level,
while the IgM titer drops off within a few months.
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18.1.SERION ELISA classic YersinialgG yrareagental, skirti Jersinijozés |gG antikiiny nustatymui
IFA metodu 96 Sulin¢liy mikroploksteliy formatu kraujo serume.

The test systems are used for the detection of antibodies against all Yersinia serovars
pathogenic for humans.

3 TEST PRINCIPLE SERION ELISA classic

|The ELISA (Enzyme Linked Immunosorbent Assay) is an immunoassay, which is|

articularly suited to the determination of antibodies in the field of infectious serology. The
reaction is based on the specific interaction of antibodies with their corresponding antigen.
The test strips of the SERION ELISA classic microtiter plate are coated with specific
antigens of the pathogen of interest. If antibodies in the patient’'s serum sample are
present, they bind to the fixed antigen. A secondary antibody, which has been conjugated
with the enzyme alkaline phosphatase, detects and binds to the immune complex. The
colourless substrate p-nitrophenylphosphate is then converted into the coloured product
p-nitrophenol. The signal intensity of this reaction product is proportional to the
concentration of the analyte in the sample and is measured photometrically.

18.2. SERION ELISA classic YersinialgA yrareagentai, skirti Jersinijozés 1gA antikiing nustatymui |FA metodu
96 Sulineliy mikroploksteliy formatu kraujo serume.
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18.2. SERION ELISA classic YersinialgA yrareagentai, skirti Jersinijozés 1gA antikany nustatymui IFA metodu
96 Sulineliy mikroploksteliy formatu kraujo serume.

/

18.1.SERION ELISA classic YersinialgG yrareagental, skirti Jersinijozés |gG antikany nustatymui
IFA metodu 96 Sulineliy mikroploksteliy formatu kraujo serume.

18.1ir 18.2 Plokstelés lauzomos po 1 Sulinélj

4 KIT COMPONENTS

Test Comppnents Pieces /

Volume

reak apart microtiter test strips each with eight antigen coated single wells 12 pieces
altogether 96) | MTP |, 1 frame| The coating material is inactivated.

Standard serum (ready-to-use) | STD|, 2x2ml

Human serum in protein containing phosphate buffer; negative for anti-HIV Ab, HBs-
Ag (Hepatitis B-Virus surface antigen) and anti-HCV Ab;
preservative: < 0.1 % sodium azide; colouring: Amaranth O

Negative control serum (ready-to-use) [NEG |, 2 ml
Human serum in protein containing phosphate buffer; negative for anti-HIV Ab, HBs-
Ag (Hepatitis B-Virus surface antigen) and anti-HCV Ab;

preservative: < 0.1 % sodium azide; colouring: Lissamin Green V

Anti-human IgA, IgG or IgM conjugate (ready-to-use) , 13 ml
Anti-human IgA, 1gG or IgM polyclonal antibody,

conjugated to alkaline phosphatase, stabilised with protein stabilisation solution;
preservative: < 0.1 % methylisothiazolone, < 0.1 % bromnitrodioxane

Washing solution concentrate (sufficient for 2000 ml) [ WASH |, 33.3ml
Sodium chloride solution with Tween 20 and 30 mM Tris/HCI, pH 7.4;
preservative: < 0.1 % sodium azide

Dilution buffer (ready-to-use) | DILB |, 2 x50 mi
Protein containing phosphate buffer with Tween 20;
preservative: < 0.1 % sodium azide; colouring: 0.01 g/| Bromphenol blue

Stopping solution (ready-to-use) | STOP |, 15 ml
< 0.1 N sodium hydroxide, 40 mM EDTA

Substrate (ready-to-use) [ pNPP |, 13 ml

Para-nitrophenylphosphate in solvent free buffer;
preservative: < 0.1 % sodium azide

Quality control certificate with standard curve and evaluation table |INFO|, 2 pages
(quantification of antibodies in IU/ml or U/ml)

18.1ir 18.2 I rinkiniusjeinavis reikalingi tirpalai, kontrolés, kalibratoriai ir kiti priedai, reikalingi tyrimui atlikti
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5 MATERIAL REQUIRED BUT NOT SUPPLIED

- Common laboratory equipment

- For the IgM detection: SERION RF Absorbent (Order No. Z200 (20 ml))

- Photometer for microtiter plates with filter, wavelength 405 nm,
recommended reference wavelength 620 nm - 690 nm (e.g. 650 nm)

- Microtiter plate washer

- Incubator 37 °C

- Moist chamber

- Distilled water

- Click-Clips (Order Nr. VT120.1)

- Optional: SERION ELISA control

6 STORAGE AND STABILITY

Reagent Storage Stability
Microtiter strips unopened see expiry date
(coated with after opening at 2 — 8 °C in closed aluminum 6 months
antigen) bag with desiccant
Control sera / unopened see expiry date
Standard sera after opening at 2 — 8 °C 6 months
Conjugate unopened see expiry date
after opening at 2 — 8 °C 6 months
Dilution buffer unopened see expiry date
after opening at 2 — 8 °C 6 months
Washing solution unopened / after opening at 2 — 8 °C see expiry date
working dilution at 2 — 8 °C 2 weeks
working dilution at room temperature 1 week
Substrate unopened see expiry date
after opening at 2 — 8 °C 6 months
Stopping solution unopened see expiry date
after opening at 2 — 8 °C 6 months
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7 TEST PROCEDURE SERION ELISA classic

7.1 General information

Optimum results can only be achieved if the instructions are strictly followed. Only use
SERION ELISA classic reagents when using SERION ELISA classic immunoassays. The
components must not be exchanged for reagents of other manufacturers. Standard and
control sera of SERION ELISA classic immunoassays are defined exclusively for the test
kit to be used and must not be used in other lots. Washing solution, substrate and stop
solution can be used for all SERION ELISA classic immunoassays irrespective of the lot
and the test.

Each SERION ELISA classic test contains a ready-to-use sample dilution buffer. In some
cases the use of special dilution buffers is necessary to guarantee consistent quality and
reliable results. The dilution buffers can be used irrespective of the lots.

There are three different conjugate concentrations for each immunoglobulin class (IgA,
IgG, IgM), indicated on the label as + (low), ++ (medium) and +++ (high). Conjugates with
the same concentration and of the same immunoglobulin class are interchangeable and
can be used for other SERION ELISA classic immunoassays irrespective of the lot and the
test. Dilution or alteration of the reagents may result in a loss of sensitivity. Use aseptic
techniques when removing aliquots from the reagent tubes to avoid contamination.

Reproducibility of test results is dependent on thorough mixing of the reagents. Agitate the
flasks containing control sera before use and also all samples after dilution (e.g. by using a
vortex mixer).

Be sure to pipette carefully and comply with the given incubation times and temperatures.
Significant time differences between pipetting the first and last well of the microtiter plate
when dispensing samples and control sera, conjugate or substrate can result in different
pre-incubation times, which may influence the precision and reproducibility of the results.
Avoid exposure of reagents to strong light during storage and incubation.

Adequate washing avoids test unspecificities. Therefore, the washing procedure should be
carried out carefully. All of the flat bottom wells should be filled with equal volumes of
washing buffer. At the end of the procedure ensure that the wells are free of all washing
buffer in order to avoid uncontrolled dilution effects. Avoid foaming!

Reagents must be tightly closed after use to avoid evaporation and contamination. Take
care not to mix-up the caps of the bottles and/or vials.

The SERION ELISA classic immunoassay is only valid if the lot-specific validation criteria
on the quality control certificate are fulfilled.
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7.2 Sample Preparation and Storage

Lipaemic, hemolytic or icteric samples (serum or plasma) should only be tested with
caution. Obviously contaminated samples should not be tested. Serum or plasma (EDTA,
citrate, heparin) collected according to standard laboratory methods are suitable samples.
Samples must not be thermally inactivated.

7.2.1 Dilution of Samples

Before running the test, patient samples (Vi) must be diluted in dilution buffer (V2) as
follows:

SERION ELISA classic Yersinia IgA

Vi+V2=1+ 100 add 10 pl patient’s sample

eachto 1000 pl dilution buffer

SERION ELISA classic Yersinia lgG

Vi+V2=1+19 add 10 ul patient’s sample

eachto 190 pl dilution buffer

After dilution and before pipetting into the microtiter plate the samples must be mixed
thoroughly to prepare a homogenous solution.

SERION ELISA classic Yersinia IgM

Interference with rheumatoid factors

Rheumatoid factors are autoantibodies mainly of the IgM class, which preferably bind to
IgG immune complexes. The presence of non-specific IgM antibodies (rheumatoid factors)
can lead to false-positive results in the IgM assay. Furthermore, the possibility exists, that
weak-binding pathogen-specific IgM antibodies may be displaced by stronger-binding 1gG
antibodies leading to a false-negative IgM result. Therefore it is necessary to pretreat
samples with rheumatoid factor-absorbens prior to IgM detection (SERION RF Absorbent,
Order No.: Z200 (20 ml/100 tests)). Rf-absorption is performed by incubation of the
patient’s sample in Rf-dilution buffer for 15 minutes at room temperature or over night at
4 °C. The test procedure is described in a separate instruction manual.

Before running the test, rheumatoid factor-absorbent (Vi) must be diluted 1+4 in dilution
buffer (V2).

Vi+Vz2=V3(1+4) add 200 pl Rf-absorbent

each to 800 pl dilution buffer
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Patient’s samples (V4) must be diluted in this Rf-dilution buffer (V3):

Va+V3z=1+100 add 10 pl patient’s sample

eachto 1000 pl Rf-dilution buffer

7.2.2 Sample Storage

The patient’s samples should not be stored for more than 7 days at 2 — 8 °C. Extended
storage is possible at < -20 °C. Avoid repeated freezing and thawing of samples. Diluted
samples can be stored at 2 — 8 °C for one week.
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7.3 Preparation of Kit Reagents
Bring all reagents to room temperature before testing.

7.3.1 Microtiter Test Strips

The microtiter test strips labeled with abreviations for pathogen and immunoglobulin class
are packed with a desiccant in an aluminum bag. To open the aluminum bag of the
microtiter plate please cut off the top of the marked side only, in order to guarantee proper
resealing. Take unrequired cavities out of the frame and put them back into the aluminum
bag. Close bag carefully to ensure airtight conditions. Do not use the strips if the aluminum
bag is damaged or if the bag with remaining strips and desiccant was not properly
resealed.

7.3.2 Negative control Sera/ Standard Sera (ready-to-use)

Negative control and standard sera are ready-to-use and must not be diluted any further.
For each test run - independent of the number of microtiter test strips to be used —
negative control and standard sera must be included. Standard sera should be set up in
duplicate. Do not treat negative control and standard sera with Rf-absorbent.

7.3.3 Anti-human IgA, IgG or IgM AP-Conjugate (ready-to-use)

The required conjugate concentration (+, ++, +++) is indicated on the quality control
certificate. Please refer also to the specification on the label. Avoid contamination.

7.3.4 Washing Solution (Concentrate)

Dilute washing buffer concentrate (V1) 1:30 with aqua dest. to a final volume of V2. Bottles
used for the working dilution should be cleaned regularly. Discard cloudy solutions.

Example:
Buffer concentrate (V1) Final volume (V2)
33.3 ml 1000 ml
1.0 ml 30 ml

7.3.5 Dilution Buffer for Samples (ready-to-use)
Discard cloudy solutions.

7.3.6 Substrate (ready-to-use)

Substrate in unopened bottle may have a slightly yellow coloring, which does not reduce
the quality of the product! Avoid contamination.

7.3.7 Stopping Solution (ready-to-use)

english 10
10



7.4 Overview - Test Procedure

SERION ELISA classic
Yersinia IgA/lgG/IgM
guantitative

In case of IgM detection absorption of rheumatoid factor, see No. 7.2.1;
Incubation 15 minutes at room temperature or over night at 4°C

sample dilution?
(patient’s samples)
IgG: 1+ 19
IgA/IgM: 1 + 100

Pipette diluted samples and ready-to-use negative control /
standard sera into the microtest wells (100 pl)

4

INCUBATION 60 min./ 37 °C
moist chamber

4
WASH (4 x 300 pl | DIL || WASH | )2
4

Pipette conjugate solution (100 pl)
4

INCUBATION 30 min./ 37 °C
moist chamber

g
WASH (4 x 300 pl [ DIL |[WASH | )2
g

Pipette substrate solution (100 pl)
4

INCUBATION 30 min./ 37 °C
moist chamber / dark incubation

4
Pipette stopping solution | STOP | (100 pl)
4

READ EXTINCTION at 405 nm |

1Special dilution buffers for the following SERION ELISA classic tests:
Borrelia burgdorferi IgG, IgM, Dengue Virus superior IgM and Epstein-Barr Virus EA IgG.

2For manual use:
tap plate at the end of the wash procedure on paper towel.
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7.5 Manual Test Procedure

1. Place the required number of cavities in the frame and prepare a protocol sheet.
2. Add each 100 pl of diluted sample or ready-to-use negative control/standard
sera into the appropriate wells of microtiter test strips. Spare one well for substrate
blank, e.g.:
Well Quantitative ELISA
Al substrate blank
Bl negative control
C1 standard serum
D1 standard serum
El patient 1 ...
F1 patient 2 ...
3. Sample incubation for 60 minutes (+/- 5 min.) at 37 °C (+/- 1°C) in moist chamber
4, After incubation wash all wells with washing solution (by automated washer or
manually):

- aspirate or shake out the incubation solution
- fill each well with 300 pl washing solution
- aspirate or shake out the washing buffer
- repeat the washing procedure 3 times (altogether 4 times!)
- dry by tapping the microtiter plate on a paper towel
5. Addition of conjugate
Add 100 pl of the ready-to-use IgA/IlgG/IgM conjugate to the appropriate wells
(except substrate blank)

6. Conjugate incubation for 30 minutes (+/- 1 min.) at 37 °C (+/- 1 °C) in moist
chamber.
7. After incubation wash all wells with washing solution (see above).

8. Addition of substrate
Add 100 pl of ready-to-use substrate solution to each well (including well for
substrate blank!)

9. Substrate incubation for 30 minutes (+/- 1 min.) at 37 °C (+/- 1 °C) in moist
chamber. Ensure dark incubation.

10. Stopping of the reaction
Add 100 pl stopping solution to each well, shake microtiter plate gently to mix.

11. Read extinction
Read optical density (OD) within 60 minutes at 405 nm against substrate blank,
reference wave length between 620 nm and 690 nm (e.g. 650 nm).
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7.6 Automated Test Procedure

SERION ELISA are validated for use with Immunomat (using the following consumables:
VT124, VT111, VT112) and suited for processing on similar analyzers. For processing on
the Immunomat the current software version including reagent check has to be used. The
automated processing is performed analogous to manual use. Please note, that under
special working-conditions internal laboratory adaptations of the substrate incubation times
may be necessary.

7.7 SERION ELISA controls (external Positive Control / Accuracy Control)

For the periodic verification of the test method, in order to fulfil the requirements of
laboratory internal quality management systems, we recommend using SERION ELISA
controls to determine precision and accuracy of SERION ELISA classic test runs. SERION
ELISA controls are separately available and the usage is described in specific instruction
manuals. SERION ELISA controls are not available in all countries and the customer
should consult the local distributor.

8 TEST EVALUATION

8.1 SERION ELISA classic Yersinia IgA/lgG/igM

The mathematical curve fitting for antibody quantification with SERION ELISA classic
immunoassays is based on the 4-parameter logistic (4 PL) function.

c—Ling D-A 1)
ACthlty (U /ml) —p B OD(Patient)xF—A

The 4 parameters A, B, C, and D are representative for the exact shape of the standard
curve:

Parameter A: Lower asymptote (OD)
Parameter B: Slope of the curve
Parameter C: Inflection point
Parameter D: Upper asymptote (OD)

Institut Virion\Serion GmbH establishes a lot-specific 4 PL standard curve for each
SERION ELISA classic immunoassay in multiple test runs under optimal test conditions.
The four parameters are indicated on the quality control certificate of each individual
SERION ELISA classic test.

For the adaption of the test level to the given 4 PL standard curve the correction factor F is
calculated by dividing the standard reference OD value indicated on the quality control
certificate with the measured, and consequently test run-specific, standard OD value.

_ STD reference OD value

" measured STD OD value

F

By multiplying the OD values obtained from patient samples with the correction factor F,
the level of each individual test run is adjusted to the given 4 PL standard curve. Thereby,
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interassay deviations are compensated for and antibody activities can be directly
evaluated from the 4 PL standard curve.

After subtraction of the substrate blank from all measured OD values and calculation of the
mean OD value of the standard serum (STD), tested in duplicate, the evaluation of
antibody activities from the optical measurement signals (OD) of patient samples can be
performed with the 4PL function presented above.

8.2 Automated Evaluation / Software

Institut Virion\Serion GmbH recommends the use of the SERION easyANALYZE software
for the automated evaluation of optical measurement signals.

8.3 Borderline Ranges

The borderline ranges of the SERION ELISA classic Yersinia IgA/IgG/IgM tests are
specified on the quality control certificates and indicate the range of borderline test results.
Values below this range indicate a negative test result; values above the borderline range
are interpreted positive.

8.4 Limits of Quantification

The limits of quantification are specified on the quality control certificate of the SERION
ELISA classic YersinialgA/IgG/IgM. The linearity of dilution within this range has been
demonstrated in comprehensive evaluation studies. In case a patient sample shows a test
result above the upper limit of quantification, the sample may be tested at a higher dilution.
The resulting antibody activity must then be multiplied by the additional dilution factor.

8.5 Qualitative Evaluation with SERION ELISA classic Yersinia IgA/lgG/IgM

For the SERION ELISA classic test evaluation a lot-specific quality control certificate with
standard curve and an evaluation table is included in the test kit so that the obtained OD
values may be assigned to the corresponding antibody activities. The substrate blank must
be subtracted from all OD values prior to evaluation. Mean OD value of the standard
serum (STD), tested in duplicate, has to be used.

Method 1:

In the first line of the table, several ranges of OD values for the standard serum are
depicted covering the whole standard validity range. According to the measured mean OD
value of the standard serum, the corresponding column can be chosen. This column
contains the information of upper and lower cut-off OD values to allow evaluation of the
patient sample. OD values below the lower cut-off are evaluated negative and values
above the upper cut-off are evaluated positive. Implementation of the correction factor F is
not necessary in the context of the evaluation table.

Method 2:
Qualitative Evaluation
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To fix the cut-off ranges multiply the mean value of the measured standard OD with the
numerical data of the quality control certificate (see special case formulas), e.g.:

OD = 0.502 x MW(STD) with upper cut-off
OD =0.352 x MW(STD) with lower cut-off

If the measured mean absorbance value of the standard serum is 0.64 OD, the range of
the cut-off is in between 0.225-0.321 OD.

Calculation example:

Standard serum mean OD = 0.64

Upper cut-off: OD = 0.502 x 0.64 = 0.321
Lower cut-off: OD = 0.352 x 0.64 = 0.225

8.6 Criteria of Validity
The substrate blank must be < 0.25 OD.

The negative control must be negative.

The mean OD value (after subtraction of the substrate blank!) of the standard serum must
be within the validity range, which is given on the lot specific quality control certificate.

The variation of OD values of the standard serum must not be higher than 20 %.

If these criteria are not met, the test is not valid and must be repeated.

8.7 Interpretation of Results

A positive test result confirms the presence of specific antibodies. A negative result
indicates that no clinically relevant antibodies against the pathogen are present in the
patient’s sample, but does not exclude the possibility of an acute infection. In case of a
borderline result a reliable evaluation is not possible. A definitive diagnosis can only be
achieved by testing paired serum samples, taken at one to two weeks intervals, in parallel.

IgG, IgA and IgM antibodies are detectable following infection with Yersinia and IgG
antibodies may persist for years. The published literature states that the seroprevalence in
the normal population in Europe is approx. 30 to 45 %. In an uncomplicated acute, primary
infection levels of IgA and IgM antibodies fall within a few weeks or months to
undetectable levels. Secondary immunological complications such as arthritis and
erythema nodosum are characterized by a persistent elevated IgA titer while IgM falls as
usual.
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8.8 Reference Range of Healthy Individuals

Testing of random blood donor sera, collected in the region of southern Germany, with
SERION ELISA classic Yersinia resulted in the following distribution:

SERION ELISA classic Number negative borderline positive
Yersinia IgA 105 91 (86.7 %) 7 (6.7 %) 7 (6.7 %)
Yersinia 19G 105 63 (60.0 %) 9 (8.6 %) 33 (31.4 %)
Yersinia IgM 105 103 (98.1 %) 2 (1.9 %) -

9 PERFORMANCE CHARACTERISTICS

9.1 Sensitivity and Specificity

The performance characteristics of the SERION ELISA classic Yersinia IgA and IgG tests
were evaluated by the analysis of more than 150 serum samples from patients with
suspected yersiniosis, healthy blood donors and samples from interlaboratory tests. The
performance characterisitcs of the SERION ELISA classic IgM was evaluated using 22
serum samples from patients with suspected infection. An ELISA and an Immunoblot of a
leading European manufacturer was used as reference test. The immunoassays of leading
European manufacturers were used as reference tests. Sera classified as borderline were
not included in the calculation of sensitivity and specificity.

Sensitivity Specificity
SERION ELISA classic Yersinia IgA 94.8 % 89.7 %
SERION ELISA classic Yersinia IgG 97.7 % 97.8 %
SERION ELISA classic Yersinia IgM > 99 % 90.0 %
9.2 Reproducibility
SERION ELISA classic Yersinia IgA
Mean Value Intraassay Mean Value Interassay
Sample
(OD) CV (%) (OD) CV (%)
Serum 1 0.400 3.1 0.491 4.1
Serum 2 0.866 2.7 0.990 3.0
Serum 3 2.289 3.0 2.697 2.9
english 16
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SERION ELISA classic Yersinia lgG

Mean Value Intraassay Mean Value Interassay
Sample
(OD) CV (%) (OD) CV (%)
Serum 1 0.755 3.9 0.634 7.1
Serum 2 1.030 4.1 0.940 6.9
Serum 3 1.518 3.7 1.480 5.0
SERION ELISA classic Yersinia lgM
Mean Value Intraassay Mean Value Interassay
Sample
(OD) CV (%) (OD) CV (%)
Serum 1 0.272 2.9 0.296 2.8
Serum 2 0.626 1.2 0.605 2.8
Serum 3 1.045 2.6 1.028 2.6

9.3 Cross-reactivities

SERION ELISA classic Yersinia IgA

To determine detection of cross-reactive antibodies directed against different parameters
sera were analyzed with SERION ELISA classic Yersinia IgA and a commercially available
anti-Yersinia IgA ELISA. Positive sera (10 sera each) for Helicobacter pylori IgA and
Chlamydia pneumoniae IgA have been tested as well as sera positive for rheumatoid
factor (RF) and anti-nuclear antibodies (ANA). Within this internal evaluation potential
cross-reactivities with six RF positive serum samples have been observed. The majority of
reactivities have been confirmed by positive or borderline results in the reference assay.
Other cross-reactivities cannot be ruled out in general.

SERION ELISA classic Yersinia lgG

To determine detection of cross-reactive antibodies directed against different parameters
sera were analyzed with SERION ELISA classic Yersinia IgG and a commercially available
anti-Yersinia 1gG ELISA. Positive sera (10 sera each) for Helicobacter pylori 1gG,
Francisella tularensis 1gG, Borrelia burgdorferi IgG and Chlamydia pneumoniae IgG have
been tested as well as sera positive for rheumatoid factor (RF) and anti-nuclear antibodies
(ANA). Within this internal evaluation potential cross-reactivities with one Helicobacter
pylori 1gG, one Chlamydia pneumoniae 1gG, one ANA and seven RF positive serum
samples have been observed. All reactivities have been confirmed by positive or
borderline results in the reference assay..Other cross-reactivities cannot be ruled out in
general.
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SERION ELISA classic Yersinia IgM

To determine detection of cross-reactive antibodies directed against different parameters
sera were analyzed with SERION ELISA classic Yersinia IgM and a commercially
available anti-Yersinia IgM ELISA. Positive sera (10 sera each) for Helicobacter pylori IgM,
Francisella tularensis IgM, Borrelia burgdorferi IgM and Chlamydia pneumoniae IgM have
been tested as well as sera positive for rheumatoid factor (RF) and anti-nuclear antibodies
(ANA). Within this internal evaluation potential cross-reactivities with one Francisella
tularensis IgM and one Chlamydia pneumoniae IgM positive serum samples have been
observed. Other cross-reactivities cannot be ruled out in general.

9.4 Interfering substances

SERION ELISA classic Yersinia IgA/IgG/IgM

To determine the influence of interfering substances, sera with different reactivities were
analyzed with SERION ELISA classic Yersinia IgA/IgG/IgM. No interferences have been
detected for sera with concentrations up to 2.00 g/L hemoglobin, 11.50 g/L
lipemial/triglyceride or 0.201 g/L bilirubin (conjugated and unconjugated).
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10 SAFETY MEASURES

10.1 Statements of Warning

The SERION ELISA classic is designed for use by qualified personnel who are familiar
with good laboratory practice. All kit reagents and human specimens should be handled
carefully, using established good laboratory practice.

This kit contains human blood components. Although all control- and cut-off sera
have been tested and found negative for anti-HIV-ab, HBs-Ag (Hepatitis B-Virus-
surface Antigen) and anti-HCV-ab, they should be considered potentially infectious.

Do not pipette by mouth.
Do not smoke, eat or drink in areas in which specimens or kit reagents are handled.

Wear disposable gloves, laboratory coat and safety glasses while handling kit
reagents or specimens. Wash hands thoroughly afterwards.

Patient’'s material and other potentially infectious material should be
decontaminated after the test run.

Reagents should be stored safely and be inaccessible to unauthorized access e.qg.
children.

10.2 Disposal
Please observe the relevant statutory requirements!

10.3 Limitation of the test

Please note that diagnosis should never be solely based on serological data. Rather,
serological results have to be interpreted in the context of the clinical picture and other
diagnostic findings.
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SERION ELISA classic

Symbole auf den Etiketten/ symbols on labels/ symboles et étiquettes/ simboli sulle etichette/ cumBonbl Ha
aTukeTkax/simbolos sobre las etiquetas/ aUuBoAa oTig eTIkETEG/ simbolos nos rétulos / Symboly na Stitcich /
symboler pa etiketter/ symboler pa etiketterna/ Symbole na etykietach/ symboly na oznadeni/ Simboli na
oznakah/ symbol pa etiketter
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Hersteller/ Manufacturer/ Fabricant/ Produttore/Tlponssogutens/ Fabricante/ KataokeuaoTig/
Fabricante/ Vyrobce/ Fremstiller/ Tillverkare/ Producent/ Vyrobca/ 1zdelovalec/ Produsent

Ausreichend flir 96 Tests/ sufficient for 96 tests/ suffisant pour 96 tests/ sufficiente per 96 test/
pocTtaTtoyHo ansa 96 tectoB / suficiente para 96 pruebas/ emrapekei yia 96 dokipacieg/ suficiente
para 96 ensaios/ stac¢i na 96 test(/ nok til 96 test/ tillrackligt for 96 tester/ Wystarcza na 96 testow/
postacuje na 96 testov/ Zadostuje za 96 testov/ Tilstrekkelig til 96 tester

Charge/ lot/ lot / lotto/ lote/ TrapTida/ lote/ Sarze/ lot/ lot/ seria/ Sarza/ serija/ lot /lot

Referenz oder Bestellnummer/ reference or order number/ numéro de référence ou de commande/
numero di riferimento o ordinazione/ ccbinka unu Homep Ans 3akasa / referencia o nimero de
pedido/ ApiBudg avagpopdg A TTapayyeAiag/ referéncia ou nimero para encomenda/ reference nebo
Cislo objednavky/ reference eller bestillingsnummer/ referens eller bestaliningsnummer/ Numer
referencyjny lub numer zamoéwienia, referenéné cislo alebo cCislo objednavky/ referenéna ali
kataloSka Stevilka/ Referanse eller ordrenummer

Lagern zwischen 2 und 8 Grad Celsius/ store between 2 and 8 degree celsius/ entre 2 et 8 degré
celsius/ conservare a temperatura compresa tra 2 e 8 gradi centigradi/ xpaHuTb npu Temneparype
OoT 2 go 8 rpagycoB uenbcus / conservar entre 2 y 8 grados celsius/ ®uAagn petalu 2 kai 8
BaBuoug KeAaiou/ Armazenar entre 2° e 8° Celsius/ uchovavejte pfi teploté 2 az 8 °C/ opbevares
mellem 2 og 8 grader celsius/ férvara vid 2 till 8 grader Celsius/ Przechowywac w temp. pomiedzy 2
a 8 stopni Celsjusza/ skladovat pri teplote 2 az 8 stupriov Celzia/ Shranjujte pri temperaturi od 2 do
8 C/ Oppbevares mellom 2 og 8 grader Celsiu

CE-Markierung bei Erfullung der IVD Richtlinie 98/79 EG/ CE marking according to IVD guideline
98/79 EC/ Etiquetage CE selon les directives DIV/ marcatura CE in conformita alla direttiva IVD
98/79 EC/ mapkmposka CE cornacHo gupektmsam IVD 98/79 /marca CE segun la directiva IVD
98/79 CE/ ZAuavon CE cupgwva pe tnv odnyia IVD 98/79 EE/ Marcac¢do CE de acordo com a
Directiva 98/79/ znaCeni CE podle smérnice IVD 98/79/ES/ CE-meerkning iht. IVD-retningslinje
98/79/EF/ CE-markning enligt riktlinjerna for IVD i direktiv 98/79/EC/ Oznakowanie CE zgodne z
wytycznymi dot. diagnostyki in vitro 98/79 EC/ oznalenie CE podla smernice IVD 98/79/ES/
oznaka CE, skladna s smernico IVD 98/79/ES/ CE-merking i henhold til IVD-retningslinjer
98/79/EQF

CE-Markierung bei Erfullung der IVD Richtlinie 98/79 EG gemaR} Anhang Il, Liste B/ CE marking
according to IVD guideline 98/79 EC according to annex I, list B/ Etiquetage CE selon les
directives DIV 98/79 CE selon I'annexe I, liste B/ marcatura CE in conformita alla direttiva IVD
98/79 EC secondo l'allegato Il, elenco B/ mapkuposka CE cormacHo aupektusam VD 98/79,
npunoxeHwue I, cnmcok B / marca CE segun la directiva IVD 98/79 CE de acuerdo con el anexo ll,
lista B/ ZAquavon CE oUpg@wva pe tnv odnyia IVD 98/79 EE, olpgewva pe 10 tTrapdptnua I,
katdhoyo B/ Marcagdo CE de acordo com a Directiva 98/79/ CE relativo aos dispositivos médicos
de diagnéstico in vitro, segundo a lista B do anexo I/ zna¢eni CE podle smérnice IVD 98/79/ ES
podle pfiloh Il, seznamu B/ CE-maerkning iht. IVD-retningslinje 98/79 /EF iflg. anneks I, liste B/ CE-
markning enligt riktlinjerna for IVD i direktiv 98/79/EC, bilaga Il, lista B/ Oznakowanie CE zgodne z
wytycznymi dot. diagnostyki in vitro 98/79 EC, zgodnie z aneksem II, lista B/ oznaCenie CE podla
smernice IVD 98/79 ES v zneni dodatku Il, zoznam B/ oznaka CE, skladna s smernico IVD
98/79/ES in seznamom B v Dodatku Il/ CE-merking i henhold til IVD-retningslinjer 98/79/EQF,
tillegg 1, liste B

Verfallsdatum/ expiry date/ date d'expiration/ data di scadenza/ cpok rogHoctn go /fecha de
caducidad/ nuepounvia Af¢ng/ data de validade/ datum exspirace/ udlgbsdato/ forfallodatum/ data
uptywu waznosci/ datum exspiracie/ datum izteka roka uporabnosti/ utlgpsdatp
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Mikrotiterplatte (brechbare Streifen)/ microtiter plate (breakable strips)/ plaque de microtitration
(bandelettes détachables)/ piastra per microtitolazione (strisce separabili)/ mMukpoTuTpoBanbLHas
naHenb (oTpbiBHblE cTpunbl) /placa de microtitulacién (tiras rompibles)/ MAdka pikpoTITAOTIOINONG
(arooTrwueveg Talvieg)/ placa de microtitulagdo (tiras quebraveis)/ mikrotitraéni deska (rozlomitelné
prouzky)/ mikrotiterplade (afbreekkelige strimler)/ mikrotiterplatta (brytbara strips)/ Ptytka
mikrotitracyjna (paski do odrywania)/ mikrotitraéna platnicka (rozlomitelné pruzky)/ vsebnik za
mikrotitriranje (z razdelki, ki jih je mogoc¢e odlomiti)/ Mikrotiterplate (avbrytbare strips)

Antigen/ antigen/ Antigéne/ antigene/ aHTureH /antigeno/ avtiyévo/ antigénio/ antigen/ antigen/
antigen/ Antygen/ antigén/ antigen/ Antigen

Antikdrper/ antibodies/ Anticorps/ anticorpi/ aHTuTena / anticuerpos/ avrtiowpo/ anticorpos/
protilatky/ antistoffer/ antikroppar/ Przeciwciata/ protilatky/ protitelesa/ Antistoffer

Kontrollantigen/ control antigen/ antigene de contr6le/ antigene di controllo/ KOHTPOMNbHbIA aHTUreH
/antigeno de control/ avtiyévo eAéyxou/ antigeno de controre/ kontrolni antigen/ kontrolantigen/
kontrollantigen/ antygen kontrolny/ kontrolny antigén/ kontrolni antigen/ kontrollantigen

Standardserum/ standard serum/ Sérum standard/ siero standard/ ctaHgapTHas cbiBOpOTKa /suero
patron/ TpoTUTTOG 0pd¢/ soro padrdo/ standardni sérum/ standardserum/ standardserum/ Surowica
standardowa/ Standardné sérum/ standardni serum/ Standardserum

Positivkontrolle/ positive control/ Contrdle positif/ controllo positivo/ nonoxurenbHble KOHTPOMK
/control positivo/ BeTIKOG éAeyxog/ controlo positivo/ pozitivni kontrola/ positiv kontrol/ positiv kontroll/
Kontrola pozytywna/ pozitivna kontrola/ pozitivha kontrola/ Positiv kontroll

Grenzwertiges Serum/ cut-off serum/ Sérum seuil/ siero cut-off/ coMHUTENbHbIE CbIBOPOTKM
(norpaHnyHble)/suero de corte/ opiakdg opdg (cut-off)/ soro cut-off/ cut-off sérum/ cutoff-serum/
cutoff-serum/ Surowica ,cut-off"/ sérum na uréenie hraniénej hodnoty/ mejni serum/ Stoppserum

Negativkontrolle/ negative control/ Contrdle négatif/ controllo negativo/ oTpyuaTensHble KOHTPOMK
/control negativo/ apvnTikOg éAeyxog/ controlo negativo/ negativni kontrola/ negativ kontrol/ negativ
kontroll/ Kontrola negatywna/ negativna kontrola/ negativna kontrola/ Negativ kontroll

Alkalisches Phosphatase Konjugat antihuman/ alkaline phosphatase conjugate anti-human/
conjugué phosphatase alcaline anti-humain/ coniugato con fosfatasi alcalina anti-umano/
aHTMYenoBeYeckUn LWenoYyHon KoHblorat doocdartasbl / conjugado anti humano de fosfatasa
alcalina/ Z0Ceugn aAkaAikng pwaogaTtdong/ conjugado anti-humano com fosfatase alcalina/ konjugat
alkalické fosfatazy anti-humanni/ alkalisk phosphatase konjugat antihumant/ antihumant alkaliskt
fosfatas-konjugat/ Anty-ludzki koniugat fosfatazy alkalicznej/ konjugat antihumannej alkalickej
fosfatazy/ konjugat alkalne fosfataze, antihumani/ Alkalisk fosfatase-konjugat, anti-humant

niedrig-konzentriertes Konjugat/ conjugate with low concentration/ conjugué a faible concentration/
coniugato a concentrazione bassa/ kOHblOraT HU3KOWM KOHLEHTpaumm /conjugado con concentracion
baja/ Xuleuén xaunAng ouykéviwong/ conjugado de baixa concentragdo/ konjugat s nizkou
koncentraci/ konjugat med lav koncentration/ konjugat med 1&g koncentration/ koniugat o niskim
stezeniu/ konjugat so strednou koncentraciou/ konjugat z majhno koncentracijo/ Konjugat med lav
konsentrasjon

mittel-konzentriertes Konjugat/ conjugate with medium concentration/ conjugué a concentration
moyenne/ coniugato a concentrazione media/ KOHblOraT cpegHen KoHueHTpauuun /conjugado con
concentracién media/ Z0Ccuén pétpiag ouykévipwaong/ conjugado de concentracdo intermédia/
konjugat se stfedni koncentraci/ konjugat med medium koncentration/ konjugat med medelhdg
koncentration/ koniugat o srednim stezeniu/ konjugéat so strednou koncentraciou/ konjugat s srednjo
koncent/ Konjugat med middels konsentrasjon

hoch-konzentriertes Konjugat/ conjugate with high concentration/ conjugué a concentration élevée/
coniugato a concentrazione alta/ BbICOKOKOHLEHTPUPOBAHHBIA KOHBbIOraT/ conjugado con
concentracién alta/ ouleuén uwnAng ouykévrpwang/ conjugado de elevada concentracao/ konjugéat
s vysokou koncentraci/ konjugat med hgj koncentration/ konjugat med hég koncentration/ koniugat
o wysokim stezeniu/ konjugét s vysokou koncentraciou/ konjugat z veliko koncentracijo/ Konjugat
med hgy konsentrasjon
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Rheumafaktor-Absorbens (Rf-Absorbens)/ rheumatoid factor absorbent (rf-absorbent)/ absorbant
de facteur rhumatoide (rf-absorbant)/ adsorbente del fattore reumatoide (adsorbente Rf)/
abcopbeHT peBmatomaHoro daktopa (Rf-abcopbeHT) /absorbente de factor reumatoide (material
absorbente de Rf)/ Amoppo@nTri¢ peupaTocidoug Tapdyovra (amoppo@ntrig Rf)/ absorvente de
factor reumatéide (absorvente de Fr)/ absorbent revmatoidniho faktoru (rf-absorbent)/ reumafaktor-
absorptionsmiddel (rf-absorptionsmiddel)/ reumafaktor-absorptionsmedel (rf-absorptionsmedel)/
Absorbent czynnika reumatoidalnego (absorbent RF)/ absorbent reumatoidného faktora (absorbent
rf)/ absorbent revmatoidnega faktorja (absorbent RF)/ Revmatoid faktor-absorbent (rf-absorbent)

DILB Verdunnungspuffer fir Serum/ dilution buffer for sera/ sérum pour le tampon de dilution/ tampone di
diluizione per sieri / pasbasnstowmin 6ydep ansa ceiBopoTku / solucidon amortiguadora para los sueros/

pubuioTiké O1dAupa apaiwong yia opolUg/ tampdo de diluicAo para soro/ Fedici pufr pro séral/
fortyndingsbuffer til sera/ spadningsbuffert for serum/ bufor rozcienczajgcy do surowic / pufor na
riedenie sér/ pufer za redéenje seruma/ Fortynningsbuffer til serum

Waschldsungskonzentrat/ washing solution concentrate/ concentré de solution de lavage /
soluzione di lavaggio concentrata / npombIBOYHbINA KOHUEHTpAT /concentrado de solucién de lavado/
oupTTUkvwpa €kTAuong/ concentrado de solugcdo de lavagem/ koncentrat promyvaciho roztoku/
vaskeoplgsningskoncentrat/ tvattldsningskoncentrat/ Stezony roztwdér do ptukania/ koncentrat
premyvacieho roztoku/ koncentrat za raztopino za izpiranje/ Vaskelgsningskonsentrat

pNPP Substrat/ pNPP substrate/ substrat Pnpp/ substrato pNPP/ pNPP cy6cTpart / sustrato pNPP/
Yméotpwpa pNPP/ substrato pNPP/ pNPP substrat/ pNPP-substrat/ pNPP-substrat/ Substrat
pNPP/ substrat pNPP/ substrat pNPP/ pNPP-substrat

STOP| Stopplosung/ stopping solution/ solution d'arrét/ soluzione di arresto/cton-pacteop/ soluciéon de
parada/ diGAupa diakoTrg/ solugdo de paragem/ zastavovaci roztok/ stopoplasning/ stopplésning/
roztwor zatrzymujgcy reakcje/ ukonovaci roztok/ raztopina za ustavitev reakcije/ stoppelasning

Gebrauchsanweisung, Zertifikat (Standardkurve und Auswertetabelle), CD/ instructions, certificate
(standard curve and evaluation table), CD/ instructions, certificat (courbe de référence et tableau
d'évaluation), CD/ istruzioni per l'uso, certificato (curva standard e tabella interpretativa), CD/
MHCTpyKUuMa NO npuMMeHeHuto, cepTudumkaT (CTaHAapTHas KpuBas M Tabnuua ANS OUEHKW),
KOMMakTHbIA auck /instrucciones, certificado (curva patrén y tabla de evaluacion), CD/ Odnyieg
xpriong, MototoinTikd (TTPATUTIN KAUTTUAN Kal TTivakag utroAoyiopou), CD/ instrugdes, certificado
(curva padrdo e tabela de avaliagdo), CD/ (standardni kfivka a vyhodnocovaci tabulka), CD/
brugsanvisning, certifikat (standardkurve og evalueringstabel), CD/ instruktioner, certifikat
(standardkurva och utvarderingstabell), CD/ Instrukcje, certyfikat (krzywa standardowa i tabela do
okreslania wynikoéw/ CD/ pokyny, certifikat (Standardnéd krivka a hodnotiaca tabulka), disk CD/
navodila, certifikat (standardna krivulija in ocenjevalna tabela), CD/ Instruksjoner, sertifikat
(standardkurve og evalueringstabell), CD

RTU gebrauchsfertig/ ready-to-use/ prét a I'emploi/ pronto per l'uso/ rotoBbii K ucnonb3oBaHuio /listo
para usar/ €1oigo TTpog XpAon/ pronto a utilizar/ pfipraveny k pouZziti/ klar til brug/ bruksfardig/
gotowy do uzycia/ pripravené na pouzitie/ pripravljen za uporabo/ klar til bruk

CONC| Konzentrat/ concentrate/ concentré/ concentrato/ koHueHTpaT / concentrado/ ZupTTUKVWUG/
concentrado/ koncentrat/ koncentrat/ koncentrat/ Koncentrat/ koncentrat/ koncentrat/ Konsentrat

DIL verdinnen oder lésen in/ dilute or disolve in/ diluez ou dissoudre dans/ diluire o sciogliere in/

pa3baBuTb unu pacteoputb B /diluir o disolver en/ apaiwon 1} didAuon og/ diluir ou dissolver em/
nafedte nebo rozpustte v/ fortynd eller oplgs i/ spad eller 16s i/ Rozcienczy¢ lub rozpuscié¢ w/
rozriedit' alebo rozpustit’ v/ razredCite ali raztopite v/ Fortynnes eller lgses opp i

destilliertes Wasser/ aqua detillata/ eau distillée/ acqua distillata/ aucTunnuposaHHas Boga /agua
destilada/ atmrooTayuévo vepd/ agua destilada/ destilovana voda/ destilleret vand/ destillerat vatten/
woda destylowana/ destilovana voda/ destilirana voda/ Destillert vann
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VD) In-vitro Diagnostik Anwendung/ in-vitro diagnostic use/ utilisation en diagnostic in-vitro/ uso
diagnostico in vitro/ ncnonb3oBaHne B AunarHocTMke MH-BUTPO /uso diagndstico in-vitro/ Aidyvwan,
xprion in-vitro/ para diagnéstico in vitro/ diagnostické pouziti in-vitro/ til in-vitro diagnostik/ in vitro-
diagnostisk anvandning/ do diagnostyki in vitro/ diagnostické pouzitie in-vitro/ uporaba pri
diagnostiki in vitro/ In vitro-diagnostisk bruk

EE] Gebrauchsanweisung beachten/ consult instructions for use/ se référer a la notice d'instruction/
consultare le istruzioni per I'uso/ 03HaKOMbTeCb C MHCTPYKLMEN NO Mcnofnb3oBaHuio/ consultense las
instrucciones de uso/ cupPouleuteite TIG 0dnyieg Xpriong/ consultar as instrucdes de utilizag&do/
¢téte navod k pouziti/ se brugsanvisningen/ se bruksanvisningen/ zapoznaj sie z instrukcjg
stosowania/ dodrzuj navod na pouzitie/ glejte navodila za uporabo/ se bruksanvisningen/
figyelembe kell venni a hasznalati utasitast
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o

NEERIEREERIRIREREIRER
5B & E BIEIE B &
> lw| Iv] o] O] le] 1N =] |a

(==
[N
N
=

102 Masern/Measles Virus Parainfluenza Virus
Mumps Virus Mycoplasma pneumoniae
Varicella Zoster Virus Adenovirus

105 Herpes Simplex Virus 1/2 129 Roteln/Rubella Virus
1051 Herpes Simplex Virus 1 130 Diphtheria

Herpes Simplex Virus 2
Legionella pneumophila 1-7

Echinococcus
Tetanus
Cytomegalovirus
Toxoplasma gondii
FSME/TBE Virus
Respiratory Syncytial Virus
Dengue Virus

Dengue Virus superior
Brucella

Candida albicans
Helicobacter pylori

Bordetella pertussis
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Coxiella burnetii Phase 1
Coxiella burnetii Phase 2

Aspergillus fumigatus
Enterovirus
Coxsackievirus

Echovirus

Epstein-Barr Virus VCA
Epstein-Barr Virus EBNA 1
Epstein-Barr Virus EA
Chlamydia

Chlamydia pneumoniae
Chlamydia trachomatis
Yersinia

Campylobacter jejuni
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SERION ELISA classic Yersinia IgA/1gG/IgM

Fermentu imuninis tyrimas, skirtas Zmogaus antikiinu nustatymui
in vitro diagnostiniam naudojimui

SERION ELISA classic Yersinia IgA Uzsakymo nr.: ESR138A
SERION ELISA classic Yersinia 1gG Uzsakymo nr.: ESR138G
SERION ELISA classic Yersinia IgM Uzsakymo nr.: ESR138M

1 NUMATYTAS NAUDOJIMAS

SERION ELISA classic Yersinia IgA, 1gG ir IgM testai yra kiekybiniai ir kokybiniai imuniniai tyrimai zmogaus
antikiny prie$ plazmide uzkoduotus Yersinia virulencijos zymenis aptikimui serume ar plazmoje. SERION
ELISA classic Yersinia yra rekomenduojama timios ir nesenos virSkinimo trakto ligos ir reaktyviojo artrito
diferencijacijos atveju.

2 DIAGNOSTINE SVARBA

Y. enterokolitica ir Y. pseudotuberculosis yra svarblis zmogaus patogenai, atsakingi uz jvairius Zarnyno
sindromus, pvz. enterita, viduriavima, pseudoappendicita ir pacientams, turintiems imuninés sistemos sutrikimus,
hemopatija ir sepsj. Po infekcijos gali atsirasti komplikacijy, tokiy kaip reaktyvusis artritas, mazginé eritema ir
kitos reumatinés ligos. Sios komplikacijos daznai isry$kéja asmenims, turintiems HLA-B27 gena.

Yersinia yra paplitusi visur, tad¢iau daugiausia paplitusi vidutinio klimato ir subtropiky srityse. Ji randama
Siltakraujy gyviny (laukiniy ir prijaukinty) Zarnyne ir iSmatose. Pirmiausia perduodama uZterStais maisto
produktais.

Bakterijos virulentiskumas priklauso nuo plazmide uzkoduoty baltymy, kuriy molekuliné masé yra 23 - 51 kD.
Sie virulentiskumu susij¢ baltymai, vadinami YOP (Yersinia Outer Proteins), buvo charakterizuoti ir yra
priimami kaip svarbiis diagnostiniai Zymenys. Yersinia iSoriniai baltymai yra specifinés genties, todé¢l nustatomi
antikiinai prie§ visus svarbius serotipus.

Ivairiy antiktiny klasiy dinamika yra svarbi reumatoidinés ligos, tokios kaip reumatoidinis artritas, diferencinei
diagnozei.

Nors dél Yersinia infekcijos susidaro IgG antikiinai, kuriy kiekis gali islikti padidéjes kelerius metus, YOP
specifiniai IgA ir IgM atsakai yra trumpesni ir jprastos infekcijos atveju iSnyksta per kelis ménesius. Priesingai,
po infekcijos atsiradusiy komplikacijy IgA titras iSlieka padidéjes (galbiit mety metus), daznai labai aukstas, o
IgM titras nukrenta per kelis ménesius.

Tyrimo sistemos yra naudojamos nustatyti antikinus prie§ visus Zmonéms patogeninius Yersinia serologinius
virusus.

Lietuviy kalba 2
3 SERION ELISA classic TYRIMO PRINCIPAS 8



ELISA (su fermentais susijgs imunosorbentinis tyrimas) yra imuninis tyrimas, ypa¢ tinkamas antikiiny
nustatymui infekcinés serologijos srityje. Reakcija yra paremta specifine antikiiny sgveika su atitinkamu
antigenu. SERION ELISA classic mikrotitrinés plokstelés tyrimo juostelés yra padengtos specifiniais dominancio
patogeno antigenais. Jeigu paciento serumo méginyje yra antikiiny, jie prisiriSa prie fiksuoto antigeno. Antrinis
antik@inas, kuris sujungtas su fermentu — Sarmine fosfataze, aptinka ir prisiriSa prie imuninio komplekso. Tada
bespalvis substratas p-nitrofenilfosfatas paveréiamas spalvotu produktu — p-nitrofenoliu. Sio reakcijos produkto
signalo intensyvumas yra proporcingas analités koncentracijai méginyje ir yra matuojamas fotometriniu badu.

4 RINKINIO KOMPONENTAI

Testo komponentai Vnt./Tiris
NulauZiamos mikrotitrinés tyrimo juostelés, kiekviena su aStuoniais antigenu padengtais | 12 vnt.
atskirais Sulinéliais

(i§ viso 96) MTP, 1 rémelis. Dangos medziaga yra inaktyvuota.
Standartinis serumas (paruoStas naudojimui) STD, 2x2 ml
Zmogaus serumas fosfato buferiniame tirpale, kurio sudétyje yra baltymy;

Neigiamas anti-ZIV Ab, HBs-Ag (hepatito B viruso pavir§iaus antigenui) ir anti-HCV Ab;
Konservantas: < 0,1 % natrio azidas; Dazymas: Amaranth O

Neigiamos kontrolés serumas (paruostas naudojimui) NEG, 2ml
Zmogaus serumas fosfato buferiniame tirpale, kurio sudétyje yra baltymy;

Neigiamas anti-ZIV Ab, HBs-Ag (hepatito B viruso pavirsiaus antigenui) ir anti-HCV Ab;
Konservantas: < 0,1 % natrio azidas; Dazymas: Lissamin Green V

Anti Zmogaus IgA, IgG arba IgM konjugatas (paruo$tas naudojimui) APC, 13 ml
Anti zmogaus IgA, IgG ar IgM polikloninis antikiinas,

Prijungtas prie Sarminés fosfatazés, stabilizuotas su baltymy stabilizavimo tirpalu;
Konservantas: < 0,1 % metilizotiazolonas, <0,1 % bromonitrodioksanas

Plovimo tirpalo koncentratas (pakanka paruosti 1000 ml) WASH, 33,3 ml
Natrio chlorido tirpalas su Tween 20 ir 30 mM Tris/HCI, pH 7,4;
Konservantas: < 0,1 % natrio azidas

Skiedimo buferinis tirpalas (paruostas naudojimui) DILB 2x50 ml
Fosfato buferinis tirpalas, kurio sudétyje yra baltymo, su Tween 20;
Konservantas: < 0,1 % natrio azidas; Dazymas: 0,01 g/l bromfenolio mélis

Stabdymo tirpalas (paruostas naudojimui) STOP, 15 ml
<0,1 N natrio hidroksidas, 40 mM EDTA
Substratas (paruostas naudojimui) pNPP, 13 ml

Para-nitrofenilfosfatas buferiniame tirpale be tirpiklio;
Konservantas: < 0,1 % natrio azidas

Kokybés kontrolés sertifikatas su standartine kreive ir vertinimo lentele INFO, 2 puslapiai
(Antikiiny kiekybinis jvertinimas [U/ml arba U/ml)

Lietuviy kalba 3
5 REIKALINGOS, TACIAU NETIEKIAMOS MEDZIAGOS

- Iprastiné laboratoriné jranga; 29



- IgM aptikimui: SERION Rf absorbentas (uzsakymo nr. Z200 (20 ml));
- Fotometras mikrotitrinéms ploksteléms su filtru, bangos ilgis 405 nm,

rekomenduojamas palyginamasis bangos ilgis 620-690 nm intervale (pvz., 650 nm);

- Mikrotitriniy ploksteliy plovyklé;

- Inkubatorius, 37 °C;
- Drékinimo kamera;
- Distiliuotas vanduo;

- UzZspaudziami spaustukai (uzsakymo nr. VT120);
- Pasirinktinai: SERION ELISA control.

6 SANDELIAVIMAS IR STABILUMAS

Reagentas

Laikymo salygos

Stabilumas

Mikrotitrinés plokstelés
(padengtos antigenu)

Neatidarius

Po atidarymo laikykite, kai temperatiira 2-8 °C, uzdarame
aliuminio maiSelyje su desikantu.

Zr. galiojimo data.

Trumpiausias galiojimo
laikas: keturios savaités

Kontroliniai  serumai/
standartiniai serumai

Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8
°C.

Zr. galiojimo data.

Konjugatas Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8 | Zr. galiojimo data.
°C.

Skiedimo buferinis | Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8 | Zr. galiojimo data.

tirpalas °C.

Plovimo tirpalas

Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8
°C.

Darbinis skiedinys laikomas, kai temperattira 2-8 °C.
Darbinis skiedinys laikomas kambario temperatiiroje.

Zr. galiojimo data.

2 savaités
1 savaité

Substratas

Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8
°C.

Zr. galiojimo data.

Stabdymo tirpalas

Neatidarius/Po atidarymo laikykite, kai temperatiira 2-8
°C.

Zr. galiojimo data.

Lietuviy kalba

7 SERION ELISA classic TYRIMO EIGA

7.1 Pablogéjimo jrodymai
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Optimalas rezultatai gali buti gauti tik tada, kai grieztai laikomasi instrukcijy. Naudokite SERION ELISA classic
reagentus tik tada, kai atliekate SERION ELISA classic imuninius tyrimus. Komponenty negalima keisti ] kity
gamintojy reagentus. SERION ELISA classic imuniniy tyrimy standartiniai ir kontroliniai serumai paruo$iami
biitent tam tyrimo rinkiniui, kuris bus naudojamas, ir jy negalima naudoti su kitomis partijomis. Plovimo tirpala,
substratg ir stabdymo tirpalg galima naudoti visiems SERION ELISA classic imuniniams tyrimams,
nepriklausomai nuo partijos ir testo.

Kiekvienas SERION ELISA classic testas turi paruosta naudoti méginio skiedimo buferinj tirpalg. Kai kuriais
atvejais reikia naudoti specialius skiedimo buferinius tirpalus tam, kad baty uZztikrinti tinkamos kokybés ir
patikimi rezultatai. Skiedimo buferiniai tirpalai gali biti naudojami nepriklausomai nuo partijy.

Yra trys skirtingos konjugato koncentracijos, skirtos kiekvienai imunoglobuliny klasei (IgA, IgG, IgM), kurios
ant etike¢iy nurodomos kaip + (zema), ++ (vidutiné) ir +++ (auksta). Tos pacios koncentracijos ir imunoglobuliny
klasés konjugatai gali biiti kei¢iami tarpusavyje ir naudojami kitiems SERION ELISA classic imuniniams
tyrimams, nepriklausomai nuo partijos ir testo. Reagenty skiedimas ar pakeitimas gali sumazinti tyrimo jautruma.
Tam, kad iSvengtuméte uzter§imo, imdami tirpalus i§ reagento mégintuvéliy taikykite sterilius metodus.

Testo rezultaty atkuriamumas priklauso nuo to, ar gerai iSmaiSysite reagentus. Talpas su kontroliniais serumais
ir visus méginius po skiedimo prie§ naudojimg pamaisykite (pvz., naudodami stikuring maisyklg).

Biitinai kruops¢iai sulasinkite medziagas ir laikykités nustatyto inkubavimo laiko bei temperatiiros. ReikSmingi
laiko skirtumai tarp jlasinimo j pirma ir paskutinj mikrotitrinés plokstelés Sulinélj skirstant méginius ir
kontrolinius serumus, konjugatg ar substratg gali lemti skirtingg laikg prie$ inkubavima, o Sis gali paveikti
rezultaty tikslumg ir atkuriamumg. Sandéliavimo ir inkubavimo metu venkite stiprios saulés Sviesos poveikio
reagentams.

Tinkamas plovimas leis i§vengti testo nespecifiSkumy. Todél plovimo procediirg reikia atlikti labai atidziai. Visi
plokséiadugniai Sulinéliai turi buti pripildyti vienodais plovimo buferinio tirpalo tariais. Tam, kad iSvengtuméte
nekontroliuojamy skiedimo efekty, procediiros pabaigoje uztikrinkite, kad Sulinéliuose visiSkai nebelikty
plovimo buferinio tirpalo. Venkite putojimo!

Siekiant iSvengti reagenty garavimo ir uzter§imo, po naudojimo jie turi biiti sandariai uzdaromi. Nesumai$ykite
buteliuky dangteliy.

SERION ELISA classic imuninis tyrimas yra galiojantis tik tada, jeigu yra i$pildyti partijai specifiniai kokybés
kontrolés sertifikato patikimumo reikalavimai.

7.2 Méginiy paruoSimas ir laikymas

Lipeminius, hemolizinius arba geltos méginius (serumo ar plazmos) reikia tirti atsargiai. AiSkiai uZter§ty meginiy
tirti negalima. Serumas ar plazma (EDTA, citratas, heparinas), surinkti standartiniais laboratoriniais metodais,
yra tinkami méginiai. Méginiy negalima inaktyvuoti karS¢iu.

Lietuviy kalba 5
7.2.1 Méginiy skiedimas
Pries atliekant testa, paciento méginius (V1) reikia skiesti skiedimo buferiniame tirpale (V2) toliau aprasytu biidu:

SERION ELISA classic Yersinia IgA a1



V1+V2 = 1+100 [lasinkite 10 ul paciento méginio
I kiekvieng 1000 ul skiedimo buferinio tirpalo

SERION ELISA classic Yersinia IgG

V1+V, = 1+19 [laSinkite 10 pl paciento méginio
I kiekvieng 190 pl skiedimo buferinio tirpalo

SERION ELISA classic Yersinia IgM

Saveika su reumatoidiniais faktoriais

Reumatoidiniai faktoriai yra autoantikiinai, daugiausiai IgM klasés, pirmiausia besijungiantys prie IgG imuniniy
kompleksy. Jeigu yra nespecifiniy IgM antikiiny (reumatoidiniy faktoriy), gauti IgM tyrimo rezultatai gali biiti
klaidingai teigiami. Be to, egzistuoja tikimybé, kad silpnai prisijunge patogenui specifiniai IgM antikiinai gali
buti i§stumti stipriau prisijungusiy IgG antikiiny, todél bus gautas klaidingai neigiamas IgM rezultatas. Dél to
prie$ IgM nustatymg méginius biitina paveikti reumatoidinio faktoriaus absorbentais (SERION Rf absorbentas,
uzsakymo nr. Z200 (20 ml/100 testy)). Rf absorbcija atliekama paciento méginj inkubuojant Rf skiedimo
buferiniame tirpale 15 minuc¢iy kambario temperatiiroje arba per naktj, kai temperatiira 4 °C. Tyrimo procediira
aprasyta atskirame instrukcijy vadove.

Pries$ atliekant testg, reumatoidinio faktoriaus absorbentg (V1) reikia skiesti 1+4 skiedimo buferiniame tirpale
(V2).

V1+V2 = V3(1+4) [lasinkite 200 pl Rf absorbento
I kiekviena pridékite po 800 pl skiedimo buferinio tirpalo

Paciento méginiai (V) turi biiti skiedziami §iame Rf skiedimo buferiniame tirpale (V3):

V4+V3 = 1+100 Ilasinkite 10 pl paciento méginio
] kiekvieng pridékite po 1000 pl Rf skiedimo buferinio tirpalo

Tam, kad paruostuméte homogeninj tirpala, po skiedimo ir prie§ laSindami méginius j mikrotitring plokstele,
kruops¢€iai juos iSmaisykite.

Lietuviy kalba 6
7.2.2 Méginiy laikymas

Paciento meéginiy negalima laikyti ilgiau kaip 7 dienas esant 2-8 °C temperatiirai. Ilgiau laikyti galima esant <-
20 °C temperatirai. Venkite pakartotinio méginiy uzsaldymo ir atitirpinimo. Skiestus méginius galima laikyti
savaite esant 2-8 °C temperatiirai. 39



7.3 Rinkinio reagenty paruoSimas
Pries tyrima Vvisus reagentus palaikykite kambario temperataroje.

7.3.1 Mikrotitrinés tyrimo juostelés

Mikrotitrinés tyrimo juostelés, pazymétos patogeny ir imunoglobuliny klasés trumpiniais, supakuotos aliuminio
maiSelyje su desikantu. Norédami atidaryti mikrotitrinés plokstelés aliuminio maiselj, nukirpkite tik virSuting
pazymétg dalj. Tik tokiu biidu garantuosite tinkamg sandarumag naudodami véliau. ISimkite nereikalingas jdubas
i rémo ir sudékite atgal j aliuminj maiselj. Gerai uzdarykite maiSelj tam, kad uztikrintuméte sandarias salygas.
Nenaudokite juosteliy, jeigu aliuminio maiSelis yra paZeistas arba jeigu maiSelis su likusiomis juostelémis ir

desikantu nebuvo sandariai uzdaryti.

7.3.2 Kontrolinis serumas/standartinis serumas (paruostas naudoti)

Kontroliniai ir standartiniai serumai yra paruosti naudojimui ir daugiau jy skiesti negalima. Per kiekvieng tyrimo
procediirg — nepriklausomai nuo naudojamo mikrotitriniy tyrimo juosteliy skaiciaus — reikia jtraukti kontrolinius
ir standartinius serumus. Standartinius ir ribinius serumus reikia nustatyti su pakartojimu. Neapdorokite

kontroliniy serumy su Rf absorbentu.

7.3.3 Anti Zmogaus IgA, IgG ar IgM AP konjugatas (paruostas naudoti)

Reikalinga konjugato koncentracija (+, ++, +++) yra nurodyta kokybés kontrolés sertifikate. Taip pat Zzr.

specifikacijas ant etiketés.

7.3.4 Plovimo tirpalas (koncentratas)

Plovimo buferinio tirpalo koncentratg (V1) skieskite distiliuotu vandeniu, santykiu 1:30 iki galutinio tiirio — Vo.

Pavyzdys:
Buferinio tirpalo koncentratas (V1): Galutinis taris (V2):
33,3ml 1000 ml
1,0ml 30 ml

7.3.5 Skiedimo buferinis tirpalas méginiams (paruos$tas naudoti)

7.3.6 Substratas (paruoStas naudoti)

Substratas neatidarytame buteliuke gali biiti Sviesiai geltonos spalvos. Tai nekeicia produkto kokybés!

7.3.7 Stabdymo tirpalas (paruoStas naudoti)

Lietuviy kalba 7
7.4 Bendra informacija — tyrimo procediira

SERION ELISA classic
Yersinia IgA/lIgG/IgM
kiekybinis
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Nustatydami IgM, atlikite reumatoidinio faktoriaus absorbavima, zr. 7.2.1.
15 minuciy inkubuokite kambario temperatiiroje arba per naktj esant 4 °C temperatiirai.

Meéginio skiedimas®:
(Paciento méginiai)
lgG: 1+19
IgA/IgM: 1+100

[laSinkite skiestus méginius ir paruostus naudojimui kontrolinius/standartinius serumus j mikrotesto Sulinélius
(200 pl)
!

INKUBAVIMAS 60 minuciy/37 °C
Drékinimo kameroje

|
PLOVIMAS (4x300 pl DIL WASH)?

l
Ilasinkite konjugato tirpalo APC (100 pl)
!

INKUBAVIMAS 30 minuciy/37 °C
Drékinimo kameroje

}
PLOVIMAS (4x300 pl DIL WASH)?

l
Ilasinkite substrato tirpala pNPP (100 ul)

!

INKUBAVIMAS 30 minu¢iy/37 °C
Drékinimo kameroje

l
[lasinkite stabdymo tirpala STOP (100 pl)

!

PAMATUOKITE GESINIMA esant 405 nm.

Specialiis skiedimo buferiniai tirpalai, skirti SERION ELISA classic tyrimams:
Borrelia burgdorferi 19G, IgM, EBV EA IgG ir Hantavirus Puumala IgG, IgM.

2Rankiniam naudojimui:
Plovimo procediiros pabaigoje papleksnokite plokstele ant popierinio ranksluoscio.

Lietuviy kalba 8
7.5 Rankiné tyrimo procediira

1. Idékite reikiamg skai¢iy jdubuy i réma ir paruoskite procediiros lapa.
2. Jlasinkite po 100 pl skiesto méginio ar paruoStos naudojimui kontrolés | atitinkamus mikrotitriniy tyrimo
juosteliy Sulinélius. Vieng Sulinélj palikite tus¢ig substrato kontrolei, pvz.: 34




Sulinélis Kiekybinis ELISA
Al tuscias, substrato kontrolei
Bl neigiama kontrolé
C1 standartinis serumas
D1 standartinis serumas
El pacientas nr. 1...
F1 pacientas nr. 2...

3. Méginj inkubuokite 60 minuciy (+/-5 min) esant 37 °C (+/-1 °C) temperatiirai drékinimo kameroje.

4. Po inkubavimo visus $ulinélius plaukite plovimo tirpalu (naudokite automating plautuve arba viska atlikite
rankiniu biidu):

- i8siurbkite arba iSpurtykite inkubavimo tirpala;

- kiekvieng Sulinélj pripildykite 300 pl plovimo tirpalo;

- i8siurbkite arba iSpurtykite plovimo buferin; tirpala;

- plovimo procediirg pakartokite 3 kartus (i§ viso 4 kartus!);

- mikrotitrine plokstele nusausinkite, paplekSnodami ant popierinio rankSluoscio.

5. llasinkite konjugata.

I atitinkamus Sulinélius (iSskyrus tuséig substrato kontrolei) pridékite po 100 pl paruosto naudojimui
IgA/IgG/1gM konjugato.

6. Konjugata inkubuokite 30 minuéiy (+/- 1 min) esant 37 °C (+/-1 °C) temperatirai drékinimo kameroje.

7. Po inkubavimo visus sulinélius plaukite plovimo tirpalu (zr. anksé¢iau).

8. llasinkite substrata.

I kiekvieng Sulinélj (jskaitant tusc¢ig Sulin€lj substrato kontrolei!) pridékite po 100 pl paruosto naudojimui
substrato tirpalo.

9. Substrata inkubuokite 30 minuciy (+/- 1 min) esant 37 °C (+/-1 °C) temperatiirai drékinimo kameroje.

10. Sustabdykite reakcija.

I kiekvieng Sulinélj jlaSinkite po 100 pl stabdymo tirpalo, Svelniai papurtykite mikrotitring plokstele, kad
1$simaisyty.

11. Pamatuokite gesinimg.

Per 60 minu¢iy pamatuokite optinj tankj (OD) esant 405 nm, remdamiesi substrato kontrolés Sulinéliu;
palyginamasis bangos ilgis 620-690 nm intervale (pvz., 650 nm).

7.6 Automatiné tyrimo procediira

SERION ELISA gali buti apdorotas automatiskai ir jvertintas naudojimui su Immunomat™ ir Gemini bei
DYNEX DSX® ir DS2®. Automatinis apdorojimas atliekamas analogiskai kaip rankinis. Pragom jsidéméti, kad
tam tikromis darbinémis salygomis gali tekti atlikti vidinius laboratorinius inkubavimo laiko pritaikymus.

Lietuviy kalba 9
7.7 Teigiama kontrolé / tikslumo kontrolé

Siekiant, kad tyrimo metodas atitikty laboratorijos vidiniy kokybés valdymo sistemy reikalavimus ir periodiSkai
ji tikrinant, mes rekomenduojame naudoti SERION ELISA kontroles, kad bty nustatytas SERION ELISA
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classic tyrimo procediiry jautrumas ir tikslumas. SERION ELISA kontroliy naudojimas yra aprasytas
specialiuose instrukcijy vadovuose.

8 TYRIMO VERTINIMAS
8.1 SERION ELISA classic Yersinia IgA/1gG/IgM

Matematiné kreivé, tinkanti antikiiny kiekybiniam apskai¢iavimui SERION ELIISA classic imuniniu tyrimu yra
paremta 4 parametry logaritmine (4 PL) funkcija.

.1 D-A

I —_ ]
B "COD{ Patient )+ F—A "

Activity (U Iml)=e

4 parametrai A, B, C ir D parodo tikslig standartinés kreivés forma:

A parametras: Apatiné asimptoté (OD)
B parametras: Kreivés nuolydis

C parametras: ISlinkio tasSkas

D parametras: VirSutiné asimptoté (OD)

Institut Virion/Serion GmbH nustato kiekvienai partijai specifing 4 PL standarting kreive skirtingam SERION
ELISA classic imuniniam tyrimui, esant pakartotinéms tyrimo procediroms, optimaliomis sglygomis.
Kiekvienam individualiam SERION ELISA classic testui kokybés kontrolés sertifikate nurodomi keturi
parametrai.

Testo lygio pritaikymui duotajai 4 PL standartinei kreivei, korekcijos veiksnys F yra apskai¢iuojamas standarting
palyginamaja optinio tankio OD verte, nurodyta kokybés kontrolés sertifikate, dalinant i§ pamatuotos vertés,
vadinasi, i$ testui specifinés standartinés OD vertés.

_ STD reference OD value
 measured STD OD value

F

OD vertes, gautas i§ paciento méginiy, dauginant i§ korekcijos veiksnio F, kiekvieno individualaus testo lygis yra
pritaikomas duotajai 4 PL standartinei kreivei. Todél nuokrypiai tarp tyrimy yra kompensuojami, o antikiiny
aktyvumai gali bati tiesiogiai jvertinami i§ 4 PL standartinés kreivés.

Po substrato kontrolés atémimo i$ visy pamatuoty OD ver¢iy ir standartinio serumo (STD) OD vertés vidurkio
apskaic¢iavimo, tyrimus atliekant dviem pakartojimais, pacienty méginiy optinio matavimo signaly (OD) antikiiny
aktyvumo jvertinimui galimos jvairios galimybés. Jos apibiidinamos atskiruose naudotojo vadovuose.

Lietuviy kalba 10
8.2 Automatizuotas vertinimas / programiné jranga

Institut Virion\Serion GmbH rekomenduoja naudoti SERION easyANALYZE programing jrangg automatiniam
optiniy matavimo signaly jvertinimui. 36



8.3 Ribiniai intervalai

SERION ELISA classic Yersinia IgA/IgG/IgM testy ribiniai intervalai yra nurodyti kokybés kontrolés
sertifikatuose ir rodo ribiniy tyrimo rezultaty intervalg. Vertés, esancios Zemiau $io intervalo, rodo neigiamag
tyrimo rezultatg; vertés, esancios virs$ ribinio intervalo, yra interpretuojamos kaip teigiamos.

8.4 Kiekio nustatymo ribos

Kiekio nustatymo ribos yra nurodytos SERION ELISA classic Yersinia IgA/IgG/IgM testy kokybés kontrolés
sertifikatuose. Skiedimo tiesiSkumas Siose ribose buvo parodytas i§samaus vertinimo tyrimo metu. Jei paciento
méginio tyrimo rezultatas virSija virSutine kiekio nustatymo ribg, méginys gali buti tiriamas jj labiau praskiedus.
Taip nustatytg antikiino aktyvuma reikia padauginti i§ papildomo skiedimo faktoriaus.

8.5 Automatinis jvertinimas/programiné jranga

Automatiniam optinio matavimo signaly jvertinimui pagal uzklausimag galite gauti vertinimo programing jrangg
SERION easyANALYZE, programing jranga SERION evaluate ir Microsoft® Excel pagrindo programinés jrangos
jrankj SERION activity.

8.6 Patikimumo kriterijali

- Substrato kontrolés OD turi biiti < 0,25.

- Neigiama kontrolé turi rodyti neigiama tyrimo rezultatg.

- Atliekant kiekybinius SERION ELISA classic testus, standartinio serumo OD vidurkis (atémus substrato
kontrolg!) turi patekti j patikimumo intervalg, kuris yra nurodytas partijai specifiniame kokybés kontrolés
sertifikate.

- Atliekant kokybinius SERION ELISA classic testus, teigiamos kontrolés ir ribinio serumo OD vidurkio vertés
(atémus substrato kontrolg!) turi patekti j patikimumo intervalg, kuris yra nurodytas partijai budingame kokybés
kontrolés sertifikate.

- Standartinio ar ribinio serumy OD verciy iSsibarstymas negali buti didesnis negu 20 %.

Jeigu Sie kriterijai nepatenkinami, testas yra negaliojantis ir turi biiti pakartotas.
8.7 Rezultaty interpretavimas

Teigiamas testo rezultatas patvirtina specifiniy antikiiny buvimg. Neigiamas rezultatas nurodo, kad paciento
meginyje néra kliniSkai susijusiy antikiiny prie§ patogena, taciau tai neleidZia atmesti imios infekcijos galimybés.
Ribiniy rezultaty atveju patikimas jvertinimas néra galimas. Galutiné diagnozé gali buti gauta tik tiriant
suporuotus serumo méginius, lygiagreéiai paimtus vienos-dviejy savaiciy intervale.

IgG, IgA ir IgM antikiinai yra aptinkami po uzsikrétimo Yersinia, o IgG antik@inai gali islikti daugelj mety.
ISleistoje literatiiroje teigiama, kad jprasty Europos gyventojy serologinis paplitimas yra apytiksliai nuo 30 iki 45
%. Esant nekomplikuotam timiniam atvejui, pirminés IgA ir IgM antikiiny infekcijos lygis per kelias savaites ar
meénesius sumazeja iki neaptinkamo. Antrinéms imunologinéms komplikacijoms, tokioms kaip artritas ir mazginé
eritema, biidingas nuolatinis padidéjes IgA titras, o IgM sumaze¢ja kaip jprasta.
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Tiriant atsitiktiniy kraujo donory serumus, paimtus piety Vokietijos regione, su SERION ELISA classic Yersinia

rezultatai pasiskirsté taip:

SERION ELISA classic Kiekis Neigiamas Ribinis Teigiamas
Yersinia IgA 105 91 (86.7 %) 7 (6.7 %) 7 (6.7 %)
Yersinia 1gG 105 63 (60.0 %) 9 (8.6 %) 33 (31.4 %)
Yersinia IgM 105 103 (98.1 %) 2 (1.9%) -

9 NASUMO CHARAKTERISTIKOS
9.1 Jautrumas ir specifiSkumas

SERION ELISA klasikiniy Yersinia IgA ir IgG testy veikimo charakteristikos buvo jvertintos iSanalizavus
daugiau nei 150 serumo méginiy i§ pacienty, kuriems jtariama jersinioze, sveiky kraujo donory ir
tarplaboratoriniy tyrimy meéginius. SERION ELISA classic IgM veikimo charakteristikos buvo jvertintos
naudojant 22 serumo méginius i$ pacienty, kuriems jtariama infekcija. Kaip pamatinis testas buvo naudojamas
pirmaujanc¢io Europos gamintojo ELISA ir imunoblotas. Kaip etaloniniai testai buvo naudojami pirmaujanciy
Europos gamintojy imunologiniai tyrimai. Serumai, klasifikuojami kaip ribiniai, nebuvo jtraukti i jautrumo ir

specifiskumo skaiciavima.

Jautrumas Specifiskumas
SERION ELISA classic Yersinia IgA 94.8 % 89.7 %
SERION ELISA classic Yersinia 1gG 97.7 % 97.8 %
SERION ELISA classic Yersinia IgM >99 % 90.0 %
9.2 Atkuriamumas
SERION ELISA classic Yersinia IgA:
Méginvs Vidurkis | Variacijos koeficientas per Vidurkis Variacijos koeficientas per kelis
sy (OD) ta pati bandyma (CV %) (OD) bandymus (CV %)
1 serumas 0.400 3.1 0.491 4.1
2 serumas 0.866 2.7 0.990 3.0
3 serumas 2.289 3.0 2.697 2.9
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SERION ELISA classic Yersinia 1gG:

Méginys Vidurkis | Variacijos koeficientas per Vidurkis Variacijos koeficientas per kelis
(OD) ta pati bandyma (CV %) (OD) bandymus (CV %)

1 serumas 0.755 3.9 0.634 7.1

2 serumas 1.030 4.1 0.940 6.9

3 serumas 1.518 3.7 1.480 5.0

SERION ELISA classic Yersinia IgM:

Méginys Vidurkis | Variacijos koeficientas per Vidurkis Variacijos koeficientas per kelis
(OD) ta pati bandyma (CV %) (OD) bandymus (CV %)

1 serumas 0.272 2.9 0.296 2.8

2 serumas 0.626 1.2 0.605 2.8

3 serumas 1.045 2.6 1.028 2.6

10 SAUGUMO PRIEMONES
10.1 Perspéjimai

SERION ELISA classic turi naudoti kvalifikuotas personalas, susipazings su galiojanc¢ia laboratorine praktika.
Su visais rinkinio reagentais ir Zmogaus méginiais dirbti reikia atsargiai, laikantis galiojancios laboratorinés
praktikos.

- Siame rinkinyje yra zmogaus kraujo komponenty. Nors visi kontroliniai ir ribiniai serumai buvo tiriami ir buvo
nustatyta, kad jie yra neigiami anti-ZIV-ab, HBs-Ag (hepatito B viruso pavir§iaus antigenui) ir anti-HCV-ab, juos
reikia laikyti potencialiai uzkreciamais.

- Nesiurbkite pipetés burna.

- Neriikykite, nevalgykite ir negerkite tose vietose, kur dirbate su méginiais ar rinkinio reagentais.

- Dirbdami su rinkinio reagentais ar méginiais, miivekite vienkartines pirstines, vilkékite laboratorinj chalaty ir

nesiokite apsauginius akinius. Po darbo kruopsciai nusiplaukite rankas.
- Po tyrimo procediiros paciento ir kita potencialiai uzkre¢iama medziaga turi biiti nukenksminama.
- Reagentai turi biiti laikomi saugiai, taip, kad nebiity laisvai prieinami, pvz., vaikams.

10.2 Utilizavimas

Prasom laikytis atitinkamy jstatyminiy reikalavimy.

11. LITERATURA

Su SERION ELISA classic Yersinia susijusj literatiros sgrasg galima rasti $io instrukcijy vadovo pabaigoje.
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serion\diagnostics
Your Partner in Infectious Serology

Certificate transfer

20250630
Phone: +49931/30450
Mail: regulatory@yvirion-serion.de

Dear Sir or Madam,

IVDR certificate

In February 2025 we have informed you about the achievement of the IVDR certification for our class B
and C products of the following product groups:

- SERION ELISA classic (ESRxxx)

- SERION ELISA antigen (ESR200)

- SERION ELISA control (BCxxx)

- SERION immunoCONTROL (ICxxx)

- SERION ELISA Al control (CLSxxx)

- SERION ELISA Avidity Control (BRxxxAVID)
- SERION ELISA Avidity Reagent (BxxxAVID)
- SERION RF Absorbent (Z200)

It is certified that requirements according to REGULATION (EU) 2017/746 on In Vitro Diagnostic Medical
Devices Annex IX Chapter |, Section 2 and 3 and Chapter Il are fulfilled for the covered products of
class B as well as class C products.

With this mailing we would like to inform you that the current IVDR certificates are being transferred to
another Notified Body, TUV Sid (number 0123).

The IVDR certificate will be issued by TUV Siid with the corresponding number 0123. Please note that
the content of the certificate remains unchanged and therefore the certificate transfer does not affect
the certification status of our products. A change will apply for the labelling of the devices as the number
of the new Notified Body will be implemented for labels, Instructions for Use (IFU) and Declarations of
Conformity (DoC).

virion\serion

Institut Virion\Serion GmbH Friedrich-Bergius-Ring 19, 97076 Wiirzburg, Germany

Phone +49 9313045 0 Fax +49 9313045 100 Mail diagnostics@virion-serion.de Web www.virion-serion.de
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serion\diagnostics
Your Partner in Infectious Serology

The effective date for certificate transfer is June 30, 2025.

The certificate is shared on our homepage here: Quality and Certificates | Virion\Serion
(virion-serion.de)

From July 1, 2025, newly produced product lots will be labelled with the new number 0123.

Updated DoCs, IFUs and labels will be made available upon request after July 1, 2025. Please let us
know which information is required from your side.

The change of labelling will be implemented successively for the individual products and depends on
the production schedule. Within a transition period of 18 months all products will carry the new labelling.

The CE with number of Notified Body will be removed from component labels of device components as
this is not mandatory for components.

EN ISO 13485 certificate

The EN ISO 13485 certificate has been transferred to TUV Siid (number 0123) and validity date is from
2025-05-30. The certificate number is Q5 131304 0001 Rev. 00. The scope has been extended
regarding the instruments for infection diagnostics.

The certificate is shared on our homepage here: Quality and Certificates | Virion\Serion
(virion-serion.de)

If you have any further questions or comments, don’t hesitate to contact us.

We thank you for your understanding and cooperation.

With best regards,

Institut Virion\Serion GmbH

virion\serion

Institut Virion\Serion GmbH Friedrich-Bergius-Ring 19, 97076 Wirzburg, Germany

Phone +49 9313045 0 Fax +49 9313045 100 Mail diagnostics@virion-serion.de Web www.virion-serion.de
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ZERTIFIKAT & CERTIFICATE o

** ** * Benannt durch/Designated by

* * Zentralstelle der Lander
* !._é * fiir Gesundheitsschutz
_—— bei Arzneimitteln und
* * Medizinprodukten

e *i‘?/\‘? BS-IVDR-099

www.zlg.de

Product Service

EU Quality Management System Certificate
Regulation (EU) 2017/746 on in Vitro Diagnostic Medical Devices, Annex IX Chapter |

Certificate No. V13 131304 0003 Rev. 00

Manufacturer: Institut Virion\Serion GmbH
Friedrich-Bergius-Ring 19
97076 Wirzburg
GERMANY

SRN Manufacturer - DE-MF-000007582

The quality management system has been evaluated in accordance with Regulation (EU) 2017/746,
Annex IX Chapter | with a positive result.

Details on devices covered by the quality management system are described on the following
page(s). The report referenced below summarises the results of the assessment and includes
reference to relevant CS, harmonised standards and test reports.

The certified quality management system is subject to periodical surveillance.

If class A devices in sterile conditions are covered by this certificate, the audit was limited to the
aspects relating to establishing, securing, and maintaining sterile conditions.

If class B or C excluding self-/near-patient-testing, or class C companion diagnostics devices are
covered by this certificate, the quality management system assessment was accompanied by the
assessment of technical documentation for devices selected on a representative basis. The periodical
surveillance includes further assessment of the technical documentation on the basis of
representative samples.

If class D devices, class B or C self-/near-patient testing, or class C companion diagnostics devices
are covered by this certificate, an EU Technical Documentation Assessment Certificate in accordance
with Annex IX Chapter Il is required before placing them on the market.

All applicable requirements of the Testing, Certification, Validation and Verification Regulations TOV
SUD Group have to be complied with.
For details and certificate validity see: www.tuvsud.com/ps-cert?q=cert:\V13 131304 0003 Rev. 00

Report No.: 713371585
Valid from: 2025-07-01
Valid until: 2029-05-15
Mt
Marta Carnielli
Issue date: 2025-07-01 Head of Certification IVD
Page 1 of 2

TUV SUD Product Service GmbH is Notified Body with identification no. 0123
TUV SUD Product Service GmbH « Certification Body * Ridlerstraf3e 65 + 80339 Munich « Germany 43
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** ** * Benannt durch/Designated by
* * Zentralstelle der Lander
‘* | 4 N * fiir Gesundheitsschutz
R bei Arzneimitteln und
* * Medizinprodukten

e **"A‘? BS-IVDR-099

www.zlg.de
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Product Service

EU Quality Management System Certificate
Regulation (EU) 2017/746 on in Vitro Diagnostic Medical Devices, Annex IX Chapter |

Certificate No. V13 131304 0003 Rev. 00

Classification: Class B

Device Group: IVR 0503 - Infectious agent detection: Presence of, or exposure to
an infectious agent

Intended Purpose: Devices intended to be used to detect the presence of, or

exposure to an infectious agent

Classification: Class C
Device Group: WO0105 + IVP 3007 - Infectious diseases
Intended Purpose: IVD Reagents for Infectious diseases

The validity of this certificate  -none-
depends on conditions and/or
is limited to the following:

Rev. Dated Report Description
00 2025-07-01 713371585 Initial issuance
Page 2 of 2

TUV SUD Product Service GmbH is Notified Body with identification no. 0123 o
TUV SUD Product Service GmbH « Certification Body * Ridlerstraf3e 65 + 80339 Munich « Germany 44 TUV



YerA5.0.2.asy

Yersinia IgA Serum 1:100

YerA5.0.2

No password protection.

Written by Virion\Serion GmbH.

Date created: 2007 m. geguze 15 d., antradienis 10:26:02.
Last edited: 2024 m. liepa 8 d., pirmadienis 10:50:11.
Plate ID Check: *

Generic 96 well plate type.

Maximum tolerable ambient temperature is 28,0°C.
Combination group: 0

1 2 3 4 5 6 7 8 9 10 11 12

A SLWA1 T5 T13 T21 T29 T37 T45 T53 T61 T69 T77 T85
B T6 T14 T22 T30 T38 T46 T54 T62 T70 T78 T86
C STD1 T7 T15 T23 T31 T39 T47 T55 T63 T71 T79 T87
D STD1 T8 T16 T24 T32 T40 T48 T56 T64 T72 T80 T88
E T1 T9 T17 T25 T33 T41 T49 T57 T65 T73 T81 T89
F T2 T10 T18 T26 T34 T42 T50 T58 T66 T74 T82 T90
G T3 T11 T19 T27 T35 T43 T51 T59 T67 T75 T83 T91
H T4 T12 T20 T28 T36 T44 T52 T60 T68 T76 T84 T92
Pipette

Predilution

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 210ul from DILB (speed 2).

Aspirate 10ul from patient sample (speed 1).

Dispense 210ul into dilution plate ('Dilution 1:101') (speed 3).
Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Dilb

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 800ul from DILB (speed 2).

Dispense 800ul into dilution plate ('Dilution 1:101") (speed 5).

Incubate
Incubate for 1 (+15,-0) minutes at room temperature.
Incubate in ambient light.

--- Scheduling break ---

Pipette

NC

Pipette into wells B1.

Action on error: Raise alarm and stop

Aspirate 110ul from Yersinia A NC (speed 3).

Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Std

Pipette into wells C1-D1.

Action on error: Raise alarm and stop

Aspirate 110ul from Yersinia A Std (speed 3).

Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Sample 1:101

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 110ul from dilution plate ('Dilution 1:101") (speed 3).
Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.

Incubate
Incubate for 60 (+5,-5) minutes at 37,0+/-1,0°C.

Wash

Perform 4 x 300ul wash cycles using Wash buffer on strips 1-12.
Dispense rate 75.

With aspirate sweep.

Immunomat Version 3.0.0 ” Immunomat:
Printed on 2025 m. liepa 22 d., antradienis 09:29:01 Page 1 of 3



YerA5.0.2.asy

Partial plate mode: as quick as possible.

Perform 2 aspirate cycle(s) on strips 1-12.
With aspirate sweep.
Partial plate mode: as quick as possible.

Dispense
Add 8x100ul (+50ul oversoak) of APC (Conjugate) IgA (3/3) into wells B1-H12.

Incubate
Incubate for 30 (+1,-1) minutes at 37,0+/-1,0°C.

Wash

Perform 4 x 300ul wash cycles using Wash buffer on strips 1-12.
Dispense rate 75.

With aspirate sweep.

Partial plate mode: as quick as possible.

Perform 2 aspirate cycle(s) on strips 1-12.
With aspirate sweep.
Partial plate mode: as quick as possible.

Dispense
Add 8x100ul (+50ul oversoak) of pNPP (Substrate) (2/3) into wells A1-H12.

Incubate
Incubate for 25 (+1,-1) minutes at 37,0+/-1,0°C.

Dispense
Add 8x100ul (+50ul oversoak) of STOP (2/3) into wells A1-H12.

Read
Reader settings

Shake for 5 seconds.

Using wavelengths: 405nm,620nm.
Average inputs. Use arithmetic mean.
Report results to 3 decimal places.
Auto scientific mode for:

Average blank mode.
Blank calculation on final results only.

Validation criteria

SLW<0.25
0.5*RefValue<=Std<=1.7*RefValue
0.8<=STD1.1/Std1.2<=1.25
NC<Icutoff*Std

Full V.C. report.

Do not display results if V.C. fails.

Qualitative Settings

If 'Sample<Icutoff*Std' Then Result:='neg’
If 'Sample>ucutoff*Std' Then Result:='pos'
Default result := ?

pos Indicates a positive result
? Indicates an equivocal result
Indicates a negative result

No histogram required

Average inputs. Use arithmetic mean.
Report results to 3 decimal places.
Auto scientific mode for:

Quantitative

STD1=0U/mL

Average standard replicates.

Virion data model.

Show predicted standard values.

Display a concentration graph.

X axis settings: label: 'auto.', minimum=5, maximum=100, units=auto., show gridlines, logarithmic
Y axis settings: label: 'auto.', minimum=0, maximum=3, units=1, show gridlines

Dilutions:

T1=1 T2 =1 T3=1 T4 =1

T5=1 T6=1 T7 =1 T8 =1

Immunomat Version 3.0.0 w Immunomat:
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T9 =1 T10=1 T11=1 T12=1
T13=1 T14 =1 T15=1 T16 =1
T17 =1 T18 = T19 = T20 =
T21 = T22=1 T23=1 T24 =1
T25=1 T26 =1 T27 =1 T28 =1
T29 =1 T30=1 T31=1 T32=1
T33=1 T34 =1 T35=1 T36=1
T37 =1 T38=1 T39=1 T40=1
T41 =1 T42 =1 T43 =1 T44 =1
T45=1 T46 =1 T47 =1 T48 =1
T49 =1 T50 =1 T51=1 T52=1
T53 =1 T54 =1 T55=1 T56 =1
T57 =1 T58 =1 T59 =1 T60 =1
T61 =1 T62 =1 T63 =1 T64 =1
T65 =1 T66 = 1 T67 =1 T68 =1
T69 =1 T70=1 T71=1 T72=1
T73=1 T74 =1 T75=1 T76 =1
T77 =1 T78 =1 T79=1 T80 =1
T81 =1 T82=1 T83=1 T84 =1
T85=1 T86 =1 T87 =1 T88 =1
T89 =1 T90 =1 T91 =1 T92 =1
NC1 =
Result annotation:
IF(x(y)<5,Result:='<5',,)
IF(x(y)>100,Result:=">100',,)
IF(y<=A*(Std/RefValue),Result:='<5',,)
IF(y>=D*(Std/RefValue),Result:=">100',,)
IF(y<0,0,Result:='<5',,)
IF(y>3,0,Result:='>100',,)
Average inputs. Use arithmetic mean.
Report results to 1 decimal places.
Auto scientific mode for:
Header:
Report Settings
Header: &l &D
Body: Laboratory Details
Assay Header
Lot Specific Values
Validation criteria
Quantitative Results 1

Combined Report

Footer: &V
&F
Combined Report
Table of results :- Patient ID, Well Location, Reader value, Quant. 1 value, Qual. value, Flag
Table order: STD, NC, EC, T, PC, CO

ASTM E 1394 Quant. 1 mean

End of protocol

&Q

&S
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Yersinia IgG Serum 1:20

YerG5.0.2

No password protection.

Written by Virion\Serion GmbH.

Date created: 2007 m. geguze 15 d., antradienis 10:26:02.
Last edited: 2024 m. liepa 8 d., pirmadienis 10:52:02.
Plate ID Check: *

Generic 96 well plate type.

Maximum tolerable ambient temperature is 28,0°C.
Combination group: 0

1 2 3 4 5 6 7 8 9 10 11 12

A SLWA1 T5 T13 T21 T29 T37 T45 T53 T61 T69 T77 T85
B T6 T14 T22 T30 T38 T46 T54 T62 T70 T78 T86
C STD1 T7 T15 T23 T31 T39 T47 T55 T63 T71 T79 T87
D STD1 T8 T16 T24 T32 T40 T48 T56 T64 T72 T80 T88
E T1 T9 T17 T25 T33 T41 T49 T57 T65 T73 T81 T89
F T2 T10 T18 T26 T34 T42 T50 T58 T66 T74 T82 T90
G T3 T11 T19 T27 T35 T43 T51 T59 T67 T75 T83 T91
H T4 T12 T20 T28 T36 T44 T52 T60 T68 T76 T84 T92
Pipette

Predilution

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 210ul from DILB (speed 2).

Aspirate 40ul from patient sample (speed 1).

Dispense 240ul into dilution plate ('Dilution 1:16') (speed 3).
Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Dilb

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 400ul from DILB (speed 2).

Dispense 400ul into dilution plate ('Dilution 1:16') (speed 5).

Incubate
Incubate for 1 (+15,-0) minutes at room temperature.
Incubate in ambient light.

--- Scheduling break ---

Pipette

NC

Pipette into wells B1.

Action on error: Raise alarm and stop

Aspirate 110ul from Yersinia G NC (speed 3).

Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Std

Pipette into wells C1-D1.

Action on error: Raise alarm and stop

Aspirate 110ul from Yersinia G Std (speed 3).

Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.
Sample 1:20

Pipette into wells E1-H12.

Action on error: Raise alarm and stop

Aspirate 30ul from DILB (speed 2).

Aspirate 80ul from dilution plate ('Dilution 1:16') (speed 3).
Dispense 100ul into microplate (speed 3).

Passive wash: waste: 0,0 seconds, wash: 0,0 seconds, volume: Oul.

Incubate
Incubate for 60 (+5,-5) minutes at 37,0+/-1,0°C.

Wash
Perform 4 x 300ul wash cycles using Wash buffer on strips 1-12.
Dispense rate 75.
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With aspirate sweep.
Partial plate mode: as quick as possible.

Perform 2 aspirate cycle(s) on strips 1-12.
With aspirate sweep.
Partial plate mode: as quick as possible.

Dispense
Add 8x100ul (+50ul oversoak) of APC (Conjugate) IgG (3/3) into wells B1-H12.

Incubate
Incubate for 30 (+1,-1) minutes at 37,0+/-1,0°C.

Wash

Perform 4 x 300ul wash cycles using Wash buffer on strips 1-12.
Dispense rate 75.

With aspirate sweep.

Partial plate mode: as quick as possible.

Perform 2 aspirate cycle(s) on strips 1-12.
With aspirate sweep.
Partial plate mode: as quick as possible.

Dispense
Add 8x100ul (+50ul oversoak) of pNPP (Substrate) (2/3) into wells A1-H12.

Incubate
Incubate for 25 (+1,-1) minutes at 37,0+/-1,0°C.

Dispense
Add 8x100ul (+50ul oversoak) of STOP (2/3) into wells A1-H12.

Read
Reader settings

Shake for 5 seconds.

Using wavelengths: 405nm,620nm.
Average inputs. Use arithmetic mean.
Report results to 3 decimal places.
Auto scientific mode for:

Average blank mode.
Blank calculation on final results only.

Validation criteria

SLW<0.25
0.5*RefValue<=Std<=1.7*RefValue
0.8<=STD1.1/Std1.2<=1.25
NCc<Ilcutoff*Std

Full V.C. report.

Do not display results if V.C. fails.

Qualitative Settings

If 'Sample<Icutoff*Std' Then Result:='neg’
If 'Sample>ucutoff*Std' Then Result:='pos'
Default result := ?

pos Indicates a positive result
? Indicates an equivocal result
Indicates a negative result

No histogram required

Average inputs. Use arithmetic mean.
Report results to 3 decimal places.
Auto scientific mode for:

Quantitative

STD1 =0 U/mL

Average standard replicates.

Virion data model.

Show predicted standard values.

Display a concentration graph.

X axis settings: label: 'auto.', minimum=5, maximum=500, units=auto., show gridlines, logarithmic
Y axis settings: label: 'auto.', minimum=0, maximum=3, units=1, show gridlines

Dilutions:

T1=1 T2=1 T3=1 T4 =1
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T5=1 T6 =1 T7 =1 T8 =1
T9 =1 T10=1 T11=1 T12=1
T13=1 T14 =1 T15=1 T16 =1
T17 =1 T18 = T19=1 T20 =
T21 =1 T22=1 T23=1 T24 =1
T25=1 T26 =1 T27 =1 T28 =1
T29 =1 T30=1 T31=1 T32=1
T33=1 T34 =1 T35=1 T36=1
T37 =1 T38=1 T39=1 T40=1
T41 =1 T42 =1 T43 =1 T44 =1
T45=1 T46 =1 T47 =1 T48 =1
T49 =1 T50 =1 T51=1 T52 =1
T53 =1 T54 =1 T55=1 T56 =1
T57 =1 T58 =1 T59 =1 T60 =1
T61 =1 T62 =1 T63 =1 T64 =1
T65 =1 T66 = 1 T67 =1 T68 =1
T69 =1 T70=1 T71=1 T72=1
T73=1 T74 =1 T75=1 T76 =1
T77 =1 T78 =1 T79=1 T80 =1
T81 =1 T82 =1 T83=1 T84 =1
T85=1 T86 =1 T87 =1 T88 =1
T89 =1 T90 =1 T91 =1 T92 =1
NC1 =
Result annotation:
IF(x(y)<5,Result:='<5",,)
IF(x(y)>500,Result:=">500',,)
IF(y<=A*(Std/RefValue),Result:='<5',)
IF(y>=D*(Std/RefValue),Result:=">500',,)
IF(y<0,0,Result:='<5',,)
IF(y>3,0,Result:='>500',,)
Average inputs. Use arithmetic mean.
Report results to 1 decimal places.
Auto scientific mode for:
Header:
Report Settings
Header: &l &D
Body: Laboratory Details
Assay Header
Lot Specific Values
Validation criteria
Quantitative Results 1

Combined Report

Footer: &V
&F
Combined Report
Table of results :- Patient ID, Well Location, Reader value, Quant. 1 value, Qual. value, Flag
Table order: STD, NC, EC, T, PC, CO

ASTM E 1394 Quant. 1 mean

End of protocol

&Q

&S
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