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VIDAS® B-R-A-H-M-S PCT™ (PCT)

VIDAS® B-R-A‘H-M-S PCT™ is an automated test for use on the VIDAS® family of instruments for the determination of
human procalcitonin in human serum or plasma (lithium heparin) using the ELFA (Enzyme-Linked Fluorescent Assay)

technique.

Used in conjunction with other laboratory findings and clinical assessments, VIDAS® B+R+A*H*MS PCT" aids in the risk
assessment of critically ill patients on their first day of ICU admission, for progression to severe sepsis and septic shock.

Used in conjunction with other laboratory findings and clinical assessments, VIDAS® BRAHMS PCT™ also aids in
decision making on antibiotic therapy for patients with lower respiratory tract infections (LRTI) (including community
acquired pneumonia, exacerbation of chronic obstructive pulmonary disease, acute bronchitis) seen during medical

consultations, including at the Emergency Department.

SUMMARY AND EXPLANATION

Procalcitonin (PCT) is the prohormone of calcitonin.
Whereas calcitonin is only produced in the C cells of the
thyroid gland as a result of hormonal stimulus, PCT is
secreted by different types of cells from numerous organs
in response to proinflammatory stimulation, particularly
bacterial stimulation (1).

Depending on the clinical background, a PCT
concentration above 0.1 ng/mL can indicate clinically
relevant bacterial infection, requiring antibiotic treatment
(2). Ata PCT concentration > 0.5 ng/mL, a patient should
be considered at risk of developing severe sepsis or
septic shock (3, 4).

Sepsis is an excessive reaction of the immune system
and coagulation system to an infection (5). The diagnosis
and monitoring of infected patients are major problems for
physicians. It has been proven that PCT levels increase
precociously, specifically in patients with a bacterial
infection. For laboratory diagnosis, PCT is therefore an
important marker enabling specific differentiation between
a bacterial infection and other causes of inflammatory
reactions (2). Moreover, the resorption of the septic
infection is accompanied by a decrease in the PCT
concentration which returns to normal with a half-life of 24
hours (6, 7).

Several randomized clinical trials have shown that the use
of procalcitonin to guide the initiation and also the duration
of antibiotic treatment in patients with LRTI, significantly
reduced antibiotic consumption across different LRTI
diagnoses (8, 9). The randomized trials were conducted in
different settings, including primary care (10), the
Emergency Department (11) or the ICU (12). In the ED or
the primary care setting, a cut-off concentration at
0.25 ng/ml was used to either withhold or stop antibiotics
in LRTI patients (13, 9, 14).

The reduction of antibiotic consumption was clinically safe
in this framework, as no higher rates of mortality or
treatment failure were associated with a PCT-guided
antibiotic therapy (9).

The safe reduction of antibiotic use through PCT-guided
therapy was confirmed in an observational quality
surveillance study that considered consecutive LRTI
patients, recruited without exclusion criteria, who were
seen at an emergency department or a physician’s office
(14).

In certain situations (newborns, polytrauma, burns, major
surgery, prolonged or severe cardiogenic shock, etc.)
PCT elevation may be independent of any infectious
aggression. The return to normal values is usually rapid.
Viral infections, allergies, autoimmune diseases and graft
rejection do not lead to a significant increase in PCT (15)
A localized bacterial infection can lead to a moderate
increase in PCT levels (2, 16).

The evaluation of VIDAS® BeR-A*H*M:S PCT™ assay
results must always be performed taking into
consideration the patient’s history and the results of any
other tests performed.

If discrepancies are found between the laboratory findings
and the clinical signs, additional tests should be
performed.

PRINCIPLE

The assay principle combines a one-step enzyme
immunoassay sandwich method with a final fluorescent
detection (ELFA).

The Solid Phase Receptacle (SPR®) serves as the solid
phase as well as the pipetting device. Reagents for the
assay are ready-to-use and pre-dispensed in the sealed
reagent strips.

All of the assay steps are performed automatically by the
instrument. The sample is transferred into the wells
containing anti-procalcitonin antibodies labeled with
alkaline phosphatase (conjugate). The sample/conjugate
mixture is cycled in and out of the SPR several times. This
operation enables the antigen to bind with the
immunoglobulins fixed to the interior wall of the SPR and
the conjugate to form a sandwich Unbound components
are eliminated during washing steps.

Two detection steps are then performed successively.
During each step, the substrate (4-Methyl-umbelliferyl
phosphate) is cycled in and out of the SPR®. The
conjugate enzyme catalyzes the hydrolysis of this
substrate into a fluorescent product (4-Methyl-
umbelliferone), the fluorescence of which is measured at
450 nm. The intensity of the fluorescence is proportional
to the concentration of antigen present in the sample. At
the end of the assay, the results are automatically
calculated by the instrument in relation to two calibration
curves stored in memory corresponding to the two
detection steps. A fluorescence threshold value
determines the calibration curve to be used for each
sample. The results are then printed out.
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CONTENT OF THE KIT - RECONSTITUTION OF REAGENTS (60 TESTS):

60 PCT Strips STR Ready-to-use.

60 PCT SPR®s SPR® Ready-to-use. Interior of SPR®s coated with mouse monoclonal anti-human

2x30 procalcitonin immunoglobulins.

PCT Controls Reconstitute with 2 mL of distilled water. Wait for 5 to 10 minutes and then mix.

C1 Control C1 Stable after reconstitution for 8 hours at 2-8°C, or until the expiration date on the kit

2 x 2 mL (lyophilized) at - 25 £ 6°C. 5 freeze/thaw cycles are possible.

C2 Control C2 TRIS NaCl buffer (pH 7.3) + recombinant human PCT + preservatives.

2 x 2 mL (lyophilized) MLE data indicate the acceptable range in ng/mL ("Control C1 Dose Value Range"
or "Control C2 Dose Value Range").

PCT Calibrators Reconstitute with 2 mL of distilled water. Wait for 5 to 10 minutes and then mix.

S1 Calibrator S1 Stable after reconstitution for 8 hours at 2-8°C, or until the expiration date on the kit

2 x 2 mL (lyophilized) at - 25 £ 6°C. 5 freeze/thaw cycles are possible.

S2 Calibrator S2 TRIS NaCl buffer (pH 7.3) + recombinant human PCT + preservatives.

2 x 2 mL (lyophilized) MLE data indicate the concentration in ng/mL ("Calibrator (S1) Dose Value" or
"Calibrator (S2) Dose Value") and the acceptable range in "Relative Fluorescence
Value" (Calibrator (S1) RFV Range or Calibrator (S2) RFV Range).

Specifications for the factory master data required to calibrate the test:
e MLE data (Master Lot Entry) provided in the kit.

or
e MLE bar codes printed on the box label.

1 package insert provided in the kit or downloadable from www.biomerieux.com/techlib.

The SPR . The Reagent Strip

The interior of the SPR"™ is cogted during prOdU.Ct'O.n The strip consists of 10 wells covered with a labeled foil
with  mouse monoclonal anti-human procalcitonin seal. The label comprises a bar code which mainly
immunoglobulins. Each SPR is identified by the PCT indicates the assay code, kit lot number and expiration

code. Only remove the required number of SPR®s from
the pouch and carefully reseal the pouch after
opening.

date. The foil of the first well is perforated to facilitate
the introduction of the sample. The last well of each
strip is a cuvette in which the fluorometric reading is
performed. The wells in the center section of the strip
contain the various reagents required for the assay.
Description of the PTC strip

Well Reagents
1 Sample well.
2-3-4 Empty wells.
5 Conjugate: alkaline phosphatase-labeled mouse monoclonal anti-human procalcitonin
immunoglobulins + preservative (400 pL).
6-7-8 TRIS NaCl Tween (pH 7.3) + preservative (600 pL).
9 Empty well.
10 Reading cuvette with substrate: 4-Methyl-umbelliferyl-phosphate (0.6 mmol/L) + diethanolamine*
(DEA¥) (0.62 mol/L or 6.6%, pH 9.2) + 1 g/L sodium azide (300 pL).

* Signal Word: DANGER

Hazard statement
H318: Causes serious eye damage.

Precautionary statement

P280: Wear protective gloves/protective clothing/eye protection/face protection.
P305 + P351 + P338: IF IN EYES: Rinse cautiously with water for several minutes. Remove contact lenses, if present
and easy to do. Continue rinsing.

For further information, please refer to the Material Safety Data Sheet.
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MATERIALS AND DISPOSABLES REQUIRED BUT
NOT PROVIDED

- Pipette with disposable tip to dispense 2 mL and 200 pL.
- Powderless, disposable gloves.
- For other specific materials and disposables, please
refer to the Instrument User Manual.
Instrument of the VIDAS® family.

ADDITIONAL REAGENT
- Serum free (ref. 66 581)

WARNINGS AND PRECAUTIONS

* For in vitro diagnostic use only.

¢ For professional use only.

e The kit contains products of animal origin. Certified
knowledge of the origin and/or sanitary state of the
animals does not totally guarantee the absence of
transmissible pathogenic agents. It is therefore
recommended that these products be ftreated as
potentially infectious, and handled observing the usual
safety precautions (do not ingest or inhale).

« Do not use the SPR®s if the pouch is pierced.

e Do not use visibly deteriorated STRs (damaged foil or
plastic).

¢ Do not use reagents after the expiration date indicated
on the kit label.

* Do not mix reagents (or disposables) from different lots.

¢ Kit reagents contain sodium azide which can react with
lead or copper plumbing to form explosive metal azides.
If any liquid containing sodium azide is disposed of in
the plumbing system, drains should be flushed with
water to avoid build-up.

o Use powderless gloves, as powder has been reported
to cause false results for certain enzyme immunoassay
tests.

e The substrate in well 10 contains an irritant agent
(diethanolamine). Refer to the hazard statements "H"
and the precautionary statements "P" indicated above.

e Spills should be wiped up thoroughly after treatment
with liquid detergent or a solution of household bleach
containing at least 0.5% sodium hypochlorite. See the
User Manual for cleaning spills on or in the instrument.
Do not autoclave solutions containing bleach.

e The instrument should be regularly cleaned and
decontaminated (see the User Manual).

STORAGE CONDITIONS

« Store the VIDAS® B-R-A-H-M-S PCT™ kit at 2-8°C.

e Do not freeze reagents, with the exception of
calibrators and controls after reconstitution.

o Store all unused reagents at 2-8°C.

o After opening the kit, check that the SPR® pouch is
correctly sealed and undamaged. If not, do not use the
SPR®.

o Carefully reseal the pouch with the desiccant inside
after use to maintain stability of the SPR®s and
return the complete kit to 2-8°C.

o If stored according to the recommended conditions, all
components are stable until the expiration date indicated
on the label. Refer to the kit composition table for
special storage conditions.

SPECIMENS

Specimen type and collection
Human serum or plasma (lithium heparin).

Since EDTA causes a decrease in the values measured,
plasma collected on EDTA should not be used.

For a given patient, the PCT assays must be
performed on the same type of sample tube.

Specimen Type
Dry tubes: wait for samples to coagulate and centrifuge
according to the tube manufacturer's recommendations
to eliminate fibrin.
Other _tubes: follow
recommendations for use.
Frozen-stored samples: after thawing, these samples
must be clarified by centrifuging before testing.

the tube manufacturer’s

Note: Blood sampling tube results may vary from one
manufacturer to another depending on the materials and
additives used.

It is the responsibility of each laboratory to validate the
type of sample tube used and to follow the manufacturer’s
recommendations for use.

Sample preparation
Follow the tube manufacturer's recommendations for use.

The pre-analytical step, including the preparation of blood
samples, is an essential first step when performing
medical analyses. In accordance with Good Laboratory
Practice, this step is performed under the responsibility of
the laboratory manager.

Insufficient clot time can result in the formation of fibrin
with micro-clots that are invisible to the naked eye. The
presence of fibrin, red blood cells, or suspended particles
can lead to erroneous results.

Samples containing suspended fibrin particles or
erythrocyte stroma should be centrifuged before testing.

For serum specimens, ensure that complete clot
formation has taken place prior to centrifugation.
Some specimens, especially those from patients receiving
anticoagulant or thrombolytic therapy, may exhibit
increased clotting times.

Sample stability

Samples separated from the clot can be stored at 2-8°C in
stoppered tubes for up to 48 hours; if longer storage is
required, freeze the sera or plasma at -25 = 6°C. Six-
month storage of frozen samples does not affect the
quality of results. Three freeze/thaw cycles have been
validated.

Test sample volumes less than 200 pL

Test sample volumes between 50 yL and 200 uL can be
tested after performing a manual dilution up to 1/4
(1 volume of test sample + 3 volumes of Serum Free
reagent (ref. 66 581)) and no more than two hours after
dilution.

Sample-related interferences

None of the following factors have been found to

significantly influence this assay:

- hemolysis (after spiking samples with hemoglobin: up to
347 ymol/L (monomer)),

- lipemia (after spiking samples with lipids, up to 30 g/L
equivalent in triglycerides),

- bilirubinemia (after spiking samples with bilirubin: up to
574 pymol/L).
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However, it is recommended not to use samples that are
clearly hemolyzed, lipemic or icteric and, if possible, to
collect a new sample.

INSTRUCTIONS FOR USE

For complete instructions, see the Instrument User
Manual.

Reading VIDAS® Protocol Test Change (PTC) data and
MLE data

When using the assay for the first time:

With the external instrument barcode reader,

1. Scan the PTC barcode(s) at the end of the package
insert or downloadable from
www.biomerieux.com/techlib. This reading allows
VIDAS® PTC protocol data to be transferred to the
instrument software for its update.

2. Scan the MLE data on the box label.

Note: If the MLE data have been read before the
VIDAS® PTC protocol, read the MLE data again.

When opening a new lot of reagents:

Enter the specifications (or factory master data) into the
instrument using the master lot entry (MLE) data.

If this operation is not performed before initiating the
tests, the instrument will not be able to print results.

Note: the master lot data need only to be entered
once for each lot.

It is possible to enter MLE data manually or
automatically depending on the instrument (refer to the
VIDAS® User Manual).

Calibration

Calibration, using the two calibrators provided in the kit,
must be performed each time a new lot of reagents is
opened, after the master lot data have been entered, and
then every 28 days. This operation provides instrument-
specific calibration curves and compensates for possible
minor variations in assay signal throughout the shelf-life of
the kit.

The calibrators identified by S1 and S2, must be tested
in duplicate (see User Manual) in the same run. The
calibration values must be within the set RFV (Relative
Fluorescence Value). If this is not the case, recalibrate
using S1 and S2.

Procedure

1. Remove the
refrigerator.

2. Use one "PCT" strip and one "PCT" SPR® for each
sample, control or calibrator to be tested. Make sure
the storage pouch has been carefully resealed
after the required SPR®s have been removed.

3. The test is identified by the "PCT" code on the
instrument. The calibrators must be identified by "S1"
and "S2", and tested in duplicate. If the controls need
to be tested, they should be identified by "C1" and
"C2" and tested singly.

required reagents from the

4. Mix the calibrators and controls using a vortex-type
mixer.

5. To obtain optimum results, refer to all the paragraphs
in the SPECIMENS section.

6. Before pipetting, ensure that samples, calibrators and
controls are free of bubbles.

7. For this test, the test portion of the calibrators,
controls and samples is 200 pL.

8. Insert the SPR®s and the strips into the instrument.
Check to make sure the color labels with the assay
code on the SPR®s and the Reagent Strips match.

9. Initiate the assay immediately. All the assay steps
are performed automatically by the instrument.

10. Reclose the vials and return them to the required
temperature after pipetting.

11.The assay will be completed within approximately
20 minutes. After the assay is completed, remove the
SPR®s and strips from the instrument.

12. Dispose of the used SPR® and strips into an
appropriate recipient.

RESULTS AND INTERPRETATION

Once the assay is completed, results are analyzed
automatically by the computer using two calibration

curves which are stored by the instrument; the
concentrations are expressed in ng/mL.
As no international standard is available, VIDAS®

B*R+*A*H*M+S PCT™ s calibrated against an internal
panel of human sera with known procalcitonin
concentrations. In case of patient follow-up, it is
recommended to use the same PCT assay technique.
Samples with procalcitonin concentrations > 200 ng/mL
should be retested after dilution by 1/10 (1 volume of
sample + 9 volumes of PCT negative sample or Serum
Free reagent (ref. 66 581)). The final result should take
into account the original dilution factor.

Special case of a sample volume < 200 pL:

If the result obtained after dilution is below the measurin%
range for the test (0.05 ng/mL) then the VIDAS
instrument will report an "INVALID" result with the mention
"over-diluted". The final result cannot be calculated and
should be reported as less than (0.05 ng/mL x dilution
factor). In this case, a sample which is tested with a
dilution at 1/4 should be reported as less than 0.2 ng/mL
(0.2=0.05x4).

If the dilution factor has not been entered when the Work

List was created (see User Manual), multiply the result by
the dilution factor to obtain the sample concentration.

Interpretation of test results should be made taking into
consideration the patient's history, and the results of any
other tests performed.
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QUALITY CONTROL

Two controls are included in each VIDAS® BeR+AsH+M+S PCT™ kit. These controls must be performed immediately after
opening a new kit to ensure that reagent performance has not been altered. Each calibration must also be checked using
these controls. The instrument will only be able to check the control values if they are identified by C1 and C2.

Results cannot be validated if the control values deviate from the expected values.

Note
It is the responsibility of the user to perform Quality Control in accordance with any applicable local regulations.

LIMITATIONS OF THE METHOD

Interference may be encountered with certain samples containing antibodies directed against reagent components. For
this reason, assay results should be interpreted taking into consideration the patient's history, and the results of any
other tests performed.

RANGE OF EXPECTED VALUES
- Risk assessment for progression to severe sepsis and septic shock

In agreement with the literature (3, 4), the results obtained with VIDAS® BsR*A+H*M+S PCT™ during a study performed
on patients admitted to intensive care units (refer to the "Clinical performance" section) are as follows:

- aconcentration < 0.5 ng/mL represents a low risk of severe sepsis and/or septic shock.

- aconcentration > 2 ng/mL represents a high risk of severe sepsis and/or septic shock.

Nevertheless, concentrations < 0.5 ng/mL do not exclude an infection, on account of localized infections (without
systemic signs) which can be associated with such low concentrations, or a systemic infection in its initial stages
(< 6 hours). Furthermore, increased procalcitonin can occur without infection. PCT concentrations between 0.5 and
2.0 ng/mL should be interpreted taking into account the patient’s history. It is recommended to retest PCT within 6-24
hours if any concentrations < 2 ng/mL are obtained.

- Decision making on antibiotic therapy for patients with lower respiratory tract infections
In agreement with the literature (8, 9, 10, 11, 12, 13), and validated using VIDAS® BeR-AsHsM:S PCT™ (14),
recommended cut-off values are as follows:

PCT concentration | Analysis / Recommendation Note
<0.10 ng/mL Indicates absence of bacterial e If antibiotics are withheld, repeat PCT measurement
infection. within 6-24 hours (also in outpatients if symptoms
Antibiotic therapy strongly persist/worsen).
discouraged.
0.10-0.25 ng/mL Bacterial infection unlikely. * Antibiotic therapy should be considered for:
Antibiotic therapy discouraged. o Respiratory or hemodynamic instability, severe

comorbidities, ICU admission

o PCT <0.1 ng/mL: CAP with PSI V or CURB-
65>3, COPD with GOLD IV

o PCT 0.1-0.25 ng/mL: CAP with PSI IV & V or
CURB-65>2, COPD with GOLD Il & IV

0.26-0.50 ng/mL Bacterial infection is possible. » Follow up samples can be tested at regular intervals
Antibiotic therapy recommended. and antibiotic therapy may be discontinued using the
same cut-off values per this table.

> 0.50 ng/mL Suggestive of presence of
bacterial infection.  Antibiotic | e If PCT remains high, consider treatment failure
therapy strongly recommended.

- CAP: Community-Acquired Pneumonia

- PSI: Pneumonia Severity Index

- CURB-65: Confusion — Urea — Respiratory Rate — Blood pressure — age > 65 years
- COPD: Chronic Obstructive Pulmonary Disease

- GOLD: Global initiative for chronic Obstructive Lung Disease
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PERFORMANCE

Studies performed using VIDAS® B-R-A-H-M-S PCT™ gave the following results:
Measurement range

The VIDAS® B-R-A‘H-M:S PCT™ assay measurement range is 0.05-200 ng/mL.
Detection limits

The Limit of Blank (LoB), the Limit of Detection (LoD) and the Limit of Quantitation (LoQ) were determined according to
the CLSI® EP17-A2 recommendations:

Limit of Blank (LoB) 0.01 ng /mL
Limit of Detection (LoD) 0.03 ng /mL
Limit of Quantitation (LoQ) 0.05 ng /mL

The Limit of Quantitation (LoQ) is the lowest concentration of PCT measured with a within-site precision of 20% CV.

Hook effect
No hook effect was found up to procalcitonin concentrations of 2 600 ng/mL.
Normal values

These results are given as a guide; it is recommended that each laboratory establish its own reference values from a
rigorously selected population.

A study was performed using the VIDAS® BeR+AsH+M+S PCT™ test on serum samples from apparently healthy male
(N=98) and female (N=102) individuals. The normal values corresponding to the 95" and 99" percentiles were
respectively found at < 0.05 ng/mL and at 0.09 ng/mL.

Precision
A precision study was performed according to the recommendations of CLSI® document EP5-A3.

Nine samples were tested in duplicate in 2 runs per day, over 20 days using 3 VIDAS® instruments installed in 3
laboratories (N=240 values for each sample).
Two reagent lots were used: 10 days of tests and 2 calibrations were performed for each lot (5 test days per calibration).

The repeatability, within-laboratory precision and reproducibility/total precision (between-laboratory precision) were
estimated for each sample and are reported in the following table:

Repeatability Wlthln-la_bf)ratory Reproduc!b!htyTotaI
Mean Precision precision
Sample N | Concentration
(ng/mL) Standard Standard Standard
deviation CV (%) deviation CV (%) deviation CV (%)
(ng/mL) (ng/mL) (ng/mL)
Sample 1 | 240 0.12 0.011 9.4% 0.017 14.7% 0.017 14.7%
Sample 2 | 240 0.15 0.010 6.4% 0.019 12.5% 0.019 12.5%
Sample 3 | 240 0.20 0.010 51% 0.017 8.3% 0.017 8.3%
Sample 4 | 240 0.53 0.013 2.4% 0.023 4.3% 0.023 4.3%
Sample 5 | 240 212 0.027 1.3% 0.079 3.7% 0.079 3.7%
Sample 6 | 240 23.09 0.501 2.2% 1.067 4.6% 1.067 4.6%
Sample 7 | 240 92.17 3.099 3.4% 7.252 7.9% 7.252 7.9%
Sample 8 | 240 128.37 5.155 4.0% 12.578 9.8% 12.578 9.8%
Sample 9 | 240 162.79 7.233 4.4% 18.934 11.6% 18.934 11.6%
Specificity

The following compounds, tested at the concentrations indicated in the table, do not affect the VIDAS® B*R+AsH*M-S
PCT™ assay.

Tested compound Tested concentration
Protein (albumin) 4 g/dL
Human Calcitonin 60 ng/mL
Human Katacalcin 10 ng/mL
Human a-CGRP* 10 pg/mL
Human b-CGRP* 10 pg/mL

*Calcitonin Gene Related Peptide
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Drug interference

The following drugs, at the concentrations indicated in the table, do not affect the VIDAS® B+R+A*H+*M+S PCT™ assay:

Tested drug

Tested concentration

Acetominophen (paracetamol) 1 324 ymol/L
Acetylsalicylic Acid 3.62 mmol/L
Alcohol 86.8 mmol/L
Amoxicillin 206 pmol/L
Ampicillin 152 pmol/L
Azithromycin 15.3 pmol/L
Beclometasone dipropionate 1.00 pg/mL
Caffeine 308 pmol/L
Cefotaxime 673 umol/L
Ceftriaxone 1416 pymol/L
Celecoxib 240 pg/mL
Cetirizine HCI 7.71 ymol/L
Cromolyn 24 pyg/mL
Dextromethorphan 3.70 pmol/L
Dopamine 5.87 ymol/L
Dobutamine 1 500 ng/mL
Epinephrine (adrenaline) 1.8 pg/mL
Fluticasone 0.30 pg/mL
Formoterol 29 ng/mL
Furosemide 181 ymol/L
Heparin 3000 IU/mL
Ibuprofen 2 425 pmol/L
Imipenem 180 pg/mL
Levoflaxacin 48.6 ymol/L
Linezolid 480 pg/mL
Loratadine 0.78 pmol/L
Naproxen 2170 pmol/L
Nicotine 6.2 ymol/L
Noradrenaline 2.1 ng/mL
Oxymetazoline HCI 90 ng/mL
Phenylephrine 180 ng/mL
Prednisolone 8.31 ymol/L
Salmeterol 60 ng/mL
Theophylline 222 ymol/L
Tiotropium 22 ng/mL
Vancomycin 69 pymol/L
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Accuracy

The test linearity was studied according to a procedure taken from the CLSI® EP6-A guideline. The test is linear over the
complete measurement range.

Three samples were diluted in a PCT-negative serum pool and tested in triplicate. The ratio of the mean concentration
measured over the expected mean concentration is expressed as a mean recovery percentage.

Samples Dilution factor Expected mean Measured mean Mean recovery percentage

concentration (ng/mL) concentration (ng/mL) (%)
1 1/1 137.07 137.07 100.0
1/2 68.54 71.54 104.4
1/3 45.69 49.56 108.5

1/4 34.27 37.26 108.7

1/8 17.13 19.50 113.8

1/16 8.57 8.75 102.2

1/20 6.85 7.73 112.8

2 1/1 38.67 38.67 100.0
1/2 19.34 19.75 102.1

1/3 12.89 13.90 107.8

1/4 9.67 9.79 101.3

1/8 4.83 4.96 102.5

1/16 2.42 2.26 93.3

1/20 1.93 1.85 95.7

3 1/1 7.58 7.58 100.0
1/2 3.79 417 1101

1/3 2.53 2.70 107.0

1/4 1.90 1.98 104.7

1/8 0.95 0.94 99.2

1/16 0.47 0.51 108.4

1/20 0.38 0.37 98.5

Concordance with the BeR*A*H*M+S PCT LIA method

A concordance study between VIDAS® B*R+AsH:M+S PCT™ and B-R-A*H*M:S PCT LIA was performed using 204
samples with cut-off values at 0.5 ng/mL and 2 ng/mL.

® B-R:A-H-M-S PCT LIA
VIDAS™ B'R-A-H-M-S PCT™

£0.5 ng/mL > 0.5 ng/mL Total
< 0.5 ng/mL 74 1 75
> 0.5 ng/mL 5 124 129
Total 79 125 204

® B-R-A-H-M-S PCT LIA
VIDAS™ B-R-A-H-M-S PCT™

<2 ng/mL > 2 ng/mL Total

<2 ng/mL 109 4 113
> 2 ng/mL 8 83 91

Total 117 87 204

The percentages of concordance between the 2 techniques for the cut-off values at 0.5 and 2 ng/mL are respectively
97.1% and 94.1%.

Clinical Performance
¢ Risk assessment for progression to severe sepsis and septic shock

A study performed at four (4) sites (2 in France and 2 in the USA) determined the clinical performance of the VIDAS®
B*R*A*H*M+S PCT™ assay. This study included 229 patients (141 males and 88 females), who were consecutively
admitted to the medical intensive care unit (MICU). The data represents first day admission testing. Patients admitted for
trauma, surgery, burns, or prolonged or severe cardiogenic shock were excluded from the study.

Based on criteria from the consensus conference of the American College of Chest Physicians/Society of Critical Care
Medicine (5), patients were classified into 5 categories: no infection, SIRS (Systemic Inflammatory Response Syndrome),
sepsis, severe sepsis and septic shock. The classification was reviewed by an independent expert.

bioMérieux SA English - 8
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The number, range and mean age in each category were as follows:

- no infection: 27 patients aged between 22 and 92 years (mean 64.4 years)

- SIRS: 62 patients aged between 18 and 87 years (mean 59.0 years)

- sepsis: 42 patients aged between 21 and 92 years (mean 64.2 years)

- severe sepsis: 48 patients aged between 19 and 89 years (mean 66.3 years)
- septic shock: 50 patients aged between 33 and 88 years (mean 68.2 years)

PCT values for the groups of patients with no infection or SIRS or sepsis versus severe sepsis or septic shock with cut-
off values at 0.5 ng/mL and 2.0 ng/mL are shown in the tables below:

- Results obtained with a cut-off value at 0.5 ng/mL:

No infection/SIRS/sepsis Severe sepsis/septic shock Total

PCT < 0.5 ng/mL 88 3 9
PCT > 0.5 ng/mL 43 95 138
Total 131 98 229

- Results obtained with a cut-off value at 2 ng/mL:

No infection/SIRS/sepsis Severe sepsis/septic shock Total

PCT < 2 ng/mL 115 19 134
PCT > 2 ng/mL 16 9 95
Total 131 98 229

¢ Decision making on antibiotic therapy for patients with lower respiratory tract infections

A clinical study (14) established clinical performance data for the VIDAS® B.R.A.H.M.S PCT™ assay in terms of decision
making on antibiotic therapy for patients with lower respiratory tract infections.

This study shows that the_duration of antibiotic therapy is significantly reduced (from 7.4 to 5.9 days) compared to
medical care that does not include the evaluation of PCT concentrations (difference of -1.51 days; 95% confidence
interval [-2.04 ;-0.98]; p < 0.01). The study population was composed of patients with community-acquired pneumonia,
exacerbation of chronic obstructive pulmonary disease or acute bronchitis.

Furthermore, no_increase in _adverse medical outcomes (relapse, hospitalization, side effects of antibiotic therapy,
and/or mortality) is associated with withholding antibiotic therapy for patients with low PCT values (< 0.25 ng/mL) on
hospital admission, and with stopping antibiotic therapy.

WASTE DISPOSAL

Dispose of used or unused reagents as well as any other contaminated disposable materials following procedures for
infectious or potentially infectious products.

It is the responsibility of each laboratory to handle waste and effluents produced according to their nature and degree of
hazardousness and to treat and dispose of them (or have them treated and disposed of) in accordance with any
applicable regulations.

bioMérieux SA English - 9
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LIMITED WARRANTY

bioMérieux warrants the performance of the product for its stated intended use provided that all procedures for usage,
storage and handling, shelf life (when applicable), and precautions are strictly followed as detailed in the instructions for
use (IFU).

Except as expressly set forth above, bioMerieux hereby disclaims all warranties, including any implied warranties of
merchantability and fitness for a particular purpose or use, and disclaims all liability, whether direct, indirect or
consequential, for any use of the reagent, software, instrument and disposables (the “System”) other than as set forth in
the IFU.
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VIDAS® B-R-A-H-M-S PCT™ @cr)

VIDAS® B-R-A-H-M-S PCT™ yra automatizuotas tyrimas, skirtas naudoti su VIDAS® grupés prietaisais, prokalcitoninui
zmogaus serume ar plazmoje (li€io heparinas), naudojant ELFA technologijg (angl. ,Enzyme-Linked Fluorescent Assay"),

nustatyti.

priemoné norint jvertinti, kokia rizika, kad iSsivystys sunkus sepsis ir sepsinis Sokas, kyla kritinés biklés pacientams
pirmajg hospitalizacijos intensyviosios priezitros skyriuje dieng.

padeda priimti sprendimus dél pacienty, serganciy apatiniy kvépavimo taky infekcijomis (LRTI) (jskaitant visuomenéje
jgyta pneumonijg, létinés obstrukcinés plauciy ligos padméjimg, Omy bronchitg), pastebétomis per medicinines
konsultacijas (jskaitant ir skubiosios pagalbos skyriuose), gydymo antibiotikais.

SANTRAUKA IR PAAISKINIMAS

Prokalcitoninas (PCT) yra kalcitonino prohormonas. Nors
kalcitoninas gaminamas tik skydliaukés C Igstelése kaip
hormoninio dirgiklio rezultatas, PCT iSskiria daugelio
organy skirtingy tipy Igstelés  atsakydamos |
prouzdegiminj dirginima, ypac¢ bakterinj dirginima (1).
Priklausomai nuo klinikinio fono PCT koncentracija,
virSijanti 0,1 ng/ml, gali nurodyti kliniskai svarbig bakterine
infekcija, kurig reikia gydyti antibiotikais (2). Jei PCT
koncentracija > 0,5 ng/ml, kyla rizika, kad pacientui
iSsivystys sunkus sepsis ar sepsinis Sokas (3, 4).

Sepsis yra didelé imuninés ir koaguliacinés sistemos
reakcija | infekcija (5). Infekuoty pacienty diagnozé ir
stebéjimas gydytojams kelia daug sunkumy. |rodyta, kad
PCT lygis anksti didéja, ypa¢ pacientams, turintiems
baktering infekcijg. Laboratorijos diagnozei PCT yra
svarbus Zymuo, leidZiantis atlikti specifiSkai atskirti
baktering infekcijg ir kitas uzdegiminiy reakcijy priezastis
(2). Be to, septinés infekcijos rezorbcija yra lydima PCT
koncentracijos sumazéjimo. PCT koncentracija grizta j
normos ribas su 24 valandy puséjimo trukme (6, 7).

Keliy atsitiktinés atrankos klinikiniy tyrimy metu nustatyta,
kad prokalcitonino naudojimas norint pradéti gydyma, taip
pat gydymo antibiotikais trukmé, gydant LRTI sergancius
pacientus, labai sumazina antibiotiky vartojimg esant
skirtingoms LRTI diagnozéms (8, 9). Atsitiktinés atrankos
tyrimai buvo atlikti skirtingose aplinkose, jskaitant pirminés
priezidros (10), skubiosios pagalbos (11) ir intensyviosios
priezidros skyrius (12). Skubiosios pagalbos skyriaus arba
pirminés prieziiros aplinkoje ribiné 0,25 ng/ml
koncentracija buvo naudojama norint arba nuspresti
neskirti antibiotiky, arba sustabdyti antibiotiky skyrimag
LRTI sergantiems pacientams (13, 9, 14).

Siame kontekste antibiotiky vartojimo sumazinimas buvo
kliniSkai saugus, nes su pagal PCT koreguojamu gydymu
antibiotikais (9) nebuvo susijes didesnis mirtingumo
daznis arba gydymo nesékme.

Saugus antibiotiky vartojimo sumazinimas, skiriant pagal
PCT koreguojamg gydyma, buvo patvirtintas atliekant
kokybés stebéjimo tyrimg, | jj nuosekliai jtraukti atmetimo
kriterjaus netaikant atrinkti LRTI sergantys pacientai,
apzitréti skubiosios pagalbos skyriuje arba gydytojo
kabinete (14).

Tam tikrose situacijose (naujagimiai, daugybinés traumos,
nudegimai, sudétinga operacija, uzsiteses ar Umus
kardiogeninis Sokas ir t.t) PCT didéjimas gali
nepriklausyti nuo jokios infekcinés agresijos. DazZniausia
grizimas | normos ribas jvyksta greitai.  Virusinés
infekcijos, alergijos, autoimuninés ligos ir transplantanto
atmetimas nesukelia Zymaus PCT padidéjimo (15).
Lokalizuota bakteriné infekcija gali sukelti nedidelj PCT
lygio padidéjimg (2, 16).

VIDAS® BeR+A*H*M+S PCT™ tyrimo rezultaty vertinimas
turi bati atliekamas atsizvelgiant j paciento ligos istorijg ir
kity atlikty tyrimy rezultatus.

Jei yra randama neatitikimy tarp laboratoriniy iSvady ir
klinikiniy simptomu, turi bati atliekami papildomi tyrimai.

PRINCIPAS

Tyrimo principas pagrjstas vieno etapo imunofermentiniu
»sumustinio® metodu naudojant galutinj fluorescencijos
aptikimg (ELFA).

Kietosios fazés talpykla (SPR®) naudojama kaip kietoji
fazé bei kaip pipetés jtaisas. Kiti tyrimo reagentai yra i$
karto paruosti naudoti, jie iSpilstyti j sandariai uzklijuotas
reagenty juosteles.

Visus tyrimo veiksmus prietaisas atlieka automatiskai.
Méginys perkeliamas i Sulinélius, turinCius
antiprokalcitonino antikiny, Zyméty Sarmine fosfataze
(konjugatas). Meéginio / konjugato miSinys kelis kartus
cirkuliuoja | SPR ir i§ jos. Per Sig operacijg antikiinas
susiriS8a su imunoglobulinais, prisitvirtinusiais prie vidinés
SPR sienelés, bei konjugatu, kad suformuoty sumustin;.
NesusiriSe komponentai paSalinami plaunant.

Tada vienas po kito atliekami du aptikimo veiksmai.
Atliekant  kiekvieng veiksmg substratas  (4-metil-
umbeliferilfosfatas) cirkuliuoja j SPR® ir i$ jos. Konjugato
fermentas katalizuoja Sio substrato hidrolize ki
fluorescuojan€io produkto (4-metil-umbeliferono), kurio
fluorescencija matuojama 450 nm ilgio bangomis.
Fluorescencijos intensyvumas yra proporcingas antigeno,
esanCio méginyje, koncentracijai. Baigiant tyrimg
rezultatai yra automatisSkai apskaiCiuojami prietaise pagal
dvi kalibravimo kreives, saugomas atmintyje ir
atitinkan€ias du aptikimo veiksmus. Fluorescencijos
slenkstiné verté nustato kalibravimo kreive, naudojamag
kiekvienam méginiui. Tada rezultatai yra iSspausdinami.

bioMérieux SA
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RINKINIO SUDETIS (60 TYRIMY) - REAGENTY SKIEDIMAS:

60 PCT juosteliy STR Paruosti naudoti.

60 PCT SPR SPR® | Paruoéti naudoti. SPR vidiné pusé padengta pelés monokloniniais antizmogaus
2x30 prokalcitonino imunoglobulinais.

PCT kontrolinés C1 Atskieskite 2 ml distiliuoto vandens. Palaukite 5-10 minuliy ir sumaidykite.
medziagos Praskiedus stabilus 8 valandas 2—-8 °C temperataroje ar iki galiojimo laiko pabaigos
C1 kontroliné Cc2 -25 + 6 °C temperatdroje. LeidZiami 5 uzSaldymo ir atSildymo ciklai.

medZiaga TRIS NaCl buferinis tirpalas (pH 7,3) + rekombinantinis Zmogaus PCT +

konservantai
MLE duomenys rodo priimting intervalg, iSreik§tg ng/ml (,Control C1 Dose Value

2 x 2 ml (liofilizuota)
C2 kontroliné

medziaga Range“ (C1 kontrolinés medZiagos dozés verciy intervalas) arba ,Control C2 Dose
2 x 2 mi (liofilizuota) Value Range* (C2 kontrolinés medziagos dozés veréiy intervalas).

PCT kalibratoriai S1 Atskieskite 2 ml distiliuoto vandens. Palaukite 5—10 minuciy ir sumaisykite.

S1 kalibratorius Praskiedus stabilus 8 valandas 2—8 °C temperatiroje ar iki galiojimo laiko pabaigos
2 x 2 ml (liofilizuota) S2 —25 £ 6 °C temperatiroje. Leidziami 5 uzSaldymo ir atSildymo ciklai.

TRIS NaCl buferinis tirpalas (pH 7,3) + rekombinantinis Zzmogaus PCT +
konservantai
MLE duomenys rodo koncentracijg, iSreik§tg ng/ml (,Calibrator (S1) Dose Value*
(kalibratoriaus (S1) dozés verté) arba ,Calibrator (S2) Dose Value® (kalibratoriaus
(S2) dozés verté) ir priimting santykinés fluorescencijos vertés intervalg (,Calibrator
(S1) RFV Range® (kalibratoriaus (S1) RFV intervalas) arba ,Calibrator (S2) RFV
Range“ (kalibratoriaus (S2) RFV intervalas).
Tyrimui kalibruoti reikalingos gamykliniy duomeny specifikacijos:
e MLE duomenys (,Master Lot Entry” (pagrindinés partijos jrasas)) pateikiami rinkinyje.

arba

o deézutés etiketéje iSspausdinti MLE briksniniai kodai.

S2 kalibratorius
2 x 2 ml (liofilizuota)

1 pakuotés informacinis lapelis yra pateiktas rinkinyje arba jj galima atsisiysti iS svetainés www.biomerieux.com/techlib.

SPR

SPR® vidus gaminant buvo padengtas pelés mono-
kloniniais Zmogaus antiprokalcitonino imunoglobulinais.
Kiekvienas SPR yra identifikuojamas PCT kodu. IS
pakuotés iSimkite tik reikalingg skai¢iy SPR® ir pakuote
kruopséiai uzdarykite.

PTC juostelés aprasas

Reagento juostelé

Juostele sudaro 10 Sulinéliy, uzdengty folija su etikete.
Etiketéje yra brikSninis kodas, kuris pirmiausia nurodo
tyrimo koda, rinkinio partijos numerj ir galiojimo datg.
Pirmojo Sulinélio folija yra perforuota, kad baty galima j
ja jpilti bandinj. Paskutinis kiekvienos juostelés Sulinélis
yra  kiuvete, kurioje atliekamas fluorometrinis
matavimas. AStuoniuose Sulinéliuose juostelés centre
yra jvairGs tyrimui reikalingi reagentai.

Sulinélis Reagentai

1 Bandinio Sulinélis

2,3,4 Tusti Sulinéliai
5 Konjugatas: Sarmine fosfataze Zyméti monokloniniai antizmogaus prokalcitonino imunoglobulinai +

konservantai (400 pl)

6,7,8 TRIS NaCl ,Tween“ (pH 7,3) + konservantai (600 pl)
9 TuscCias Sulinélis
10 Matavimo kiuveté su substratu: 4-metil-umbeliferilfosfatas (0,6 mmol/l) + dietanolaminas* (DEA¥)

(0,62 mol/l arba 6,6 % pH 9,2) + 1 g/l natrio azido (300 pl)

* Signalinis Zodis: Pavojinga

Pavojingumo frazé
H318: Smarkiai pazeidzia akis.

Atsargumo frazé

P280: mavéti apsaugines pirstines/dévéti apsauginius drabuzius/naudoti akiy (veido) apsaugos priemones.
P305 + P351 + P338: PATEKUS | AKIS: kelias minutes atsargiai plauti vandeniu. ISimti kontaktinius leSius, jeigu jie yra ir

jeigu lengvai galima tai padaryti. Toliau plauti akis.

Dél iSsamesnés informacijos praSome skaityti medziagos saugos duomeny lapg.

bioMérieux SA
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REIKALINGOS, BET NEPATEIKIAMOS PRIEMONES IR
VIENKARTINES MEDZIAGOS

- Pipeté su vienkartiniu antgaliu, skirta iSlaSinti
2 mlir 200 pl

- Vienkartinés pirstinés be talko

- Kitas specifines priemones ir vienkartines medziagas
galite rasti prietaiso naudotojo vadove.
VIDAS® grupés prietaisas

PAPILDOMAS REAGENTAS
Be serumo (nuor. 66 581)

|SPEJIMAI IR ATSARGUMO PRIEMONES

e Tik in vitro diagnostikai.

e Skirta naudoti tik specialistams.

¢ Rinkinyje yra gyvininés kilmés produkty. Sertifikuotos
Zinios apie gyvany kilme ir (arba) sanitarine bikle negali
visiSkai garantuoti perduodamy patogeniniy medZiagy
nebuvimo. Todél rekomenduojama Siuos produktus
laikyti galimai uzkreciamais ir dirbant su jais imtis jprasty
atsargumo priemoniy (nenuryti ir nejkvepti).

¢ Nenaudokite SPR, jei maiSelis yra pradurtas.

¢ Nenaudokite matomai sugadinty STR (pazeista folija ar
plastikas).

o Nenaudokite reagenty pasibaigus galiojimo
nurodytam rinkinio etiketéje.

o NemaisSykite skirtingy partijy reagenty (ar vienkartiniy
medziagy).

¢ Rinkinio reagentuose yra natrio azido, kuris gali reaguoti
su 8vinu ar variu kanalizacijos sistemoje ir sudaryti
sprogiy metaly azido junginiy. Jeigu skystis, kurio
sudétyje yra natrio azido, patenka | kanalizacijos
sistemg, badtina jj nuplauti dideliu vandens kiekiu, norint
iSvengti Siy junginiy kaupimosi.

o Naudokite pirStines be talko, nes yra duomenuy, kad
talkas i8kraipo kai kuriy imunofermentiniy tyrimy
rezultatus.

¢ 10 Sulinélyje esancio substrato sudétyje yra dirginancios
medziagos (dietanolamino). Zr. pirmiau pateiktas
pavojingumo frazes H ir atsargumo frazes P.

o ISsipylusius skys€ius reikia kruop$€iai nuvalyti pries tai
juos nukenksminus skystu plovikliu arba buitinio baliklio
tirpalu, kurio sudétyje yra bent 0,5 % natrio hipochlorito.
Zr. naudotojo vadova, jei norite suZinoti, kaip valyti ant
prietaiso i8sipylusius ar | jj patekusius skysc€ius.
Autoklave neapdorokite skysciy, kuriuose yra baliklio.

e Prietaisg reikia reguliariai valyti ir nukenksminti
(2r. naudotojo vadova).

laikui,

LAIKYMO SALYGOS

e VIDAS® B-R‘A-H-M-S PCT™ rinkinj laikykite 2—-8 °C
temperatiroje.

o Neuzsaldykite reagenty, iSskyrus
kalibratorius ir kontrolines medziagas.

e Visus nepanaudotus reagentus laikykite 2-8 °C
temperatiiroje.

e Atidare rinkinj patikrinkite, ar SPR® maiselis tinkamai
uZdarytas ir nepaZeistas. Jei taip néra, SPR®
nenaudokite.

o MaiSelj kruopséiai uzdarykite, j vidy jdéje dzioviklj,
kad baty iSlaikytas SPR® stabilumas; visg rinkinj
laikykite 2—8 °C temperatiroje.

e Jei laikoma rekomenduojamomis sglygomis, visi
komponentai yra stabills iki galiojimo pabaigos datos,
nurodytos ant etiketés. Specialias laikymo salygas Zr.
rinkinio sudéties lenteléje.

atskiestus

MEGINIAI
Méginiy tipas ir paémimas
Zmogaus serumas ar plazma (li¢io heparinas).

Kadangi EDTA sukelia matuojamy ver€iy sumazéjima,
plazma, paimta su EDTA, negali biiti naudojama.

Paciento PCT tyrimai turi bati atliekami naudojant to
paties tipo mégintuvélius.
Méginio tipas
Sausi mégintuvéliai: palaukite, kol méginiai koaguliuos,
ir centrifuguokite, kad baty pasalintas fibrinas.
Kiti _meégintuvéliai: laikykités mégintuvéliy gamintojo
pateikty naudojimo rekomendacijy.
UZSaldyti laikomi méginiai: at3ildZius Siuos méginius
prie$ tyrima reikia centrifuguoti, kad jie tapty skaidras.

Pastaba: jvairiy gamintojy kraujo émimo mégintuveéliy
rezultatai gali skirtis atsizvelgiant | naudotas medziagas ir
priedus.

Kiekvienos laboratorijos atsakomybé ratifikuoti naudojamo
mégintuvélio tipa ir laikytis gamintojy rekomendacijy.
Méginio paruoSimas

Laikykités mégintuvéliy gamintojo pateikty naudojimo
rekomendacijy.

Veiksmai, kurie atliekami iki medicininés analizés,
jskaitant kraujo meéginiy paruoSimg, yra labai svarbis.
Pagal gerg laboratorijos praktikg uz §j veiksmg atsakingas
laboratorijos vadovas.

Dél per trumpo kre$éjimo laiko gali susiformuoti fibrino
mikrotromby, nematomy plika akimi. Deél fibrino,
raudonyjy kraujo kaneliy ar susidariusiy daleliy rezultatai
gali bati klaidingi.

Méginiai, turintys suspenduoty fibrino daleliy ar eritrocity
stromy, prie$ tyrimg turi bati centrifuguojami.

Pries centrifuguodami serumo méginius jsitikinkite,
kad kreSéjimas baigési. Kai kurie méginiai, ypac
pacienty, gydomy antikoaguliantais ar trombolitikais,
méginiai, gali kreséti ilgiau.

Méginio stabilumas

Méginiai gali bati laikomi 2-8 °C temperatiroje
uzkim$tuose mégintuvéliuose iki 48 valandy; jei reikia saugoti
ilgiau, uzSaldykite serumg arba plazmg iki —25 + 6 °C.
UzSaldyty meginiy laikymas SeSis ménesius neturi jtakos
rezultaty kokybei. Galimi trys atSaldymo ir atSildymo ciklai.

Tyrimo méginiy tiris, mazesnis nei 200 pl

Tyrimo méginiai, kuriy tdris nuo 50 pl iki 200 pl, gali bati
tiriami neautomatiSkai praskiedus santykiu iki 1/4 (1 dalis
tyrimo méginio + 3 reagento be serumo (nuor. 66 581)
dalys) ne daugiau kaip po dviejy valandy po skiedimo.

Méginiy saveika

Né vienas i$ toliau nurodyty veiksniy neturéjo jtakos Siam

tyrimui:

- hemolizé (j meéginius jdéjus hemoglobino, ne daugiau
kaip 347 pmol/l (monomero);

- lipemija (j méginius jdéjus lipidy, iki 30 g/l trigliceridy
ekvivalento);

- bilirubinemija (j méginius jdéjus bilirubino, ne daugiau
kaip 574 pmol/l).

Zinoma, rekomenduojama nenaudoti méginiy, kurie yra

aiSkiai hemolizuoti, lipemiski ar ikteriski ir, jei jmanoma,

paimti naujus méginius.

bioMérieux SA
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NAUDOJIMO INSTRUKCIJOS

Visas instrukcijas galite rasti
vadove.

VIDAS® tyrimo protokolo pakeitimo (PTC) duomeny ir
MLE duomeny skaitymas

Tyrimg naudodami pirma karta

prietaiso naudotojo

Naudodami iSorinj brakSniniy kody skaitytuva:

1. Nuskaitykite PTC bridksninj (-ius) kodg (-us), esantj (-
ius) pakuotés lapelio pabaigoje, arba atsisiyskite i$
svetainés www.biomerieux.com/techlib.Sis nuskaitymas
perkelia VIDAS® PTC protokolo duomenis | prietaiso
programine jranga, kad jie bity atnauijinti.

2. Nuskaitykite MLE duomenis, esanlius ant dézutés
etiketés.

Pastaba: jei MLE duomenys buvo nuskaityti pries
VIDAS® PTC protokola, dar karta nuskaitykite MLE
duomenis.

Atidare naujg reagenty partija

Jveskite specifikacijas (ar gamyklinius duomenis) |
prietaisg, naudodamiesi pagrindinius partijos jvedimo
(MLE) duomenimis.

Jei Si operacija nebuvo atlikta prieS pradedant tyrimus,
prietaisas negalés iSspausdinti rezultaty.

Pastaba: pagrindinius kiekvienos partijos duomenis
reikia jvesti tik vieng karta.

Atsizvelgiant | prietaisg, MLE duomenis galima jvesti
neautomati§kai arba automatiskai (Zzr. VIDAS®
naudotojo vadovg).

Kalibravimas

Kalibravimas, naudojantis dviem kalibratoriais, kurie
pateikiami rinkinyje, turi bati atliekamas kiekvieng kartg,
kai atidaromi naujos partijos reagentai ir jvedami
pagrindiniai  partijos duomenys. Veéliau turi badti
kalibruojama kas 28 dienas. Si operacija pateikia
prietaisui specifines kalibravimo kreives ir kompensuoja
galimus mazus tyrimo signalo nukrypimus per rinkinio
naudojimo laikotarpj.

Kalibratoriai, nurodyti kaip S1 ir S2, tame paciame cikle
turi bati tiriami atliekant du kartotinius tyrimus (zr.

naudotojo vadovag). Kalibravimo vertés turi patekti j
nurodyta RFV (santykinés fluorescencijos vertés)
intervalg. Jei taip néra, sukalibruokite iS naujo

naudodami S1ir S2.

Procedura
1. IS Saldytuvo iSimkite reikalingus reagentus.

2. Kiekvienam méginiui, kontrolés medziagai ar
kalibratoriui iStirti naudokite vieng PCT juostele ir vieng
PCT SPR®. Iséme reikalingas SPR® jsitikinkite, kad
laikymo maiselj sandariai uzdaréte.

3. Prietaise tyrimas Zzymimas PCT kodu. Kalibratoriai turi
bti identifikuojami kaip S1 ir S2, jie tiriami atliekant du
kartotinius tyrimus. Jei kontrolés medziagos turi bati
tiiamos, jos turi bdti identifikuotos kaip C1 ir C2 ir
tiriamos vienu metu.

4. Kalibratorius ir kontrolés medziagas sumaiSykite
naudodami ,Vortex* tipo kratykles.

6. Prie$ lasindami pipete |sitikinkite, kad méginiuose,

kalibratoriuose ir kontrolés medziagose néra
burbuliuky.
7. Atliekant Sj tyrima, kalibratoriy, kontrolés

medziagy ir méginiy dalis yra 200 pl.

8. | prietaisg jdékite SPR® ir juosteles. Patikrinkite, ar
sutampa spalvinés etiketés su tyrimo kodu, nurodytu
ant SPR® ir reagenty juosteliy.

9. Nedelsdami paleiskite tyrima. Visus tyrimo veiksmus
prietaisas atlieka automatiskai.

10. Jla8ing pipete uzkim$kite buteliukus ir padékite juos
vietoje, kurioje temperatira yra tinkama.

11.Tyrimas bus atliktas mazdaug per 20 minuciy.
Pabaige tyrimg i§imkite SPR® ir juosteles i$ prietaiso.

12. Panaudotas SPR® ir juosteles iSmeskite | atitinkamag
talpykla.

REZULTATAI IR INTERPRETAVIMAS

Kai tyrimas baigtas, rezultatus automatiskai iSanalizuoja
kompiuteris, naudodamas dvi kalibravimo kreives,
saugomas prietaiso atmintyje; koncentracija yra
iSreiSkiama ng/ml vienetais.

Kadangi néra jokio tarptautinio standarto, VIDAS®
B*ReAsH*M+S PCT™ kalibruojamas lyginant su Zmogaus
serumo, kurio prokalcitonino koncentracija Zinoma, vidiniais
duomenimis. Jei pacientas toliau stebimas, rekomenduojama
naudoti tg pacig PCT tyrimo metodika.

Meéginiai, kuriuose prokalcitonino koncentracija didesné kaip
200 ng/ml, turi bati dar kartg tiriami atskiedus juos santykiu
1/10 (1 méginio dalis + 9 PCT neigiamo méginio arba reagento
be serumo dalys (nuor. 66 581)). ApskaiCiuojant galutinj
rezultata, batina jtraukti originaly skiedimo koeficients.
Ypatingas atvejis, kai méginio tiiris yra < 200 pl

Jei atskiedus rezultatas yra mazesnis nei tyrimo matavimo
diapazonas (0,05 ng/ml), VIDAS® prietaisas informuos,
kad rezultatas yra INVALID (neteisingas) ir pateiks uzrasa
wover-diluted“ (per daug atskiestas). Galutinis rezultatas
negali bati apskaiciuotas ir turéty bati registruotas kaip
mazesnis nei (0,05 ng/ml x skiedimo koeficientas). Tokiu
atveju, jei tiriamas méginys, atskiestas santykiu 1/4,
koncentracija turi bdti registruojama kaip mazesné
nei 0,2 ng/ml (0,2 = 0,05 x 4).

Jeigu skiedimo koeficientas nebuvo jvestas kuriant darby
sgrasg (zr. naudotojo vadova), padauginkite rezultatg i$
skiedimo  koeficiento, kad gautuméte  méginio
koncentracija.

Tyrimy rezultatai turi bdti interpretuojami atsizvelgiant j
paciento ligos istorijg ir kity tyrimy rezultatus.

KOKYBES KONTROLE

Kiekviename VIDAS® BeR-AsHMS PCT™ rinkinyje yra dvi
kontrolés medziagos. Sios kontrolés medziagos turi biiti
naudojamos tuojau pat, kai rinkinys atidaromas, taip
uztikrinama, kad reagenty savybés nepakito. Kiekvienas
kalibravimas turi bdti patikrinamas naudojantis Siomis kontrolés
medziagomis. Prietaisas galés patikrinti kontrolés medziagy
vertes, tik jei jos identifikuotos kaip C1 ir C2.

Rezultatai néra priimtini, jei kontrolés medzZiagy vertés
nukrypsta nuo tikétiny verciy.

5. Norédami gauti optimalius rezultatus, Zr. visas Pastaba
pastraipas skyriuje MEGINIAL Naudotojas atsakingas uz tai, kad baty atlikta kokybés
kontrolé pagal visus taikytinus vietinius reikalavimus.
bioMérieux SA Lietuviy k. — 4




VIDAS® B-R-A-H-M-S PCT™ (PCT) 13207 H - - It - 2016/11

METODO APRIBOJIMAI

Gali blti pastebeta sgveika su tam tikrais méginiais, kuriuose yra antikiny prieS reagento komponentus. Deél Sios
prieZzasties tyrimo rezultatai turi bati interpretuojami atsizvelgiant j paciento ligos istorijg ir kity atlikty tyrimy rezultatus.

TIKETINY VERCIU DIAPAZONAS
— Rizikos, kad iSsivystys sunkus sepsis ir sepsinis Sokas, vertinimas

Nepriestaraujant paskelbtiems duomenims (3, 4), rezultatai, gauti VIDAS® BeR+AsH*M+S PCT™ iStyrus pacienty,
paguldyty j intensyviosios terapijos skyrius (zr. skirsnj ,Klinikinis atlikimas®), méginius vertintini taip:

- koncentracija < 0,5 ng/ml reiSkia mazg sunkaus sepsio ir (arba) sepsinio $oko rizika;

- koncentracija > 2 ng/ml reiskia didele sunkaus sepsio ir (arba) sepsinio Soko rizika.

Vis délto koncentracija < 0,5 ng/ml neleidzia atmesti infekcijos galimybés esant lokalizuotai infekcijai (néra sisteminiy
simptomy), kuri gali badti susijusi su tokia maza koncentracija, arba esant pradinei sisteminés infekcijos fazei
(< 6 valandos). Be to, prokalcitonino koncentracija gali padidéti ir be infekcijos. PCT koncentracija tarp 0,5 ir 2,0 ng/ml
gali bati interpretuojama atsizvelgiant j paciento ligos istorijg. Rekomenduojama dar kartg istirti PCT per 6—24 valandas,
jei gauta koncentracijos yra < 2 ng/ml.

Gydymo antibiotikais skyrimas pacientams, kuriems diagnozuota apatiniy kvépavimo taky infekcija

Pagal literatlroje paskelbtus duomenis (8, 9, 10, 11, 12, 13) ir, kaip patvirtinta naudojant VIDAS® B*R+A*H*M+S PCT™
(14), terapija rekomenduojama nutraukti, kaip nurodyta toliau.

PCT koncentracija Analizé / rekomendacijos Pastaba

< 0,10 ng/mi Nurodo, kad néra bakterinés e Jei nuspresta neskirti antibiotiky, iSmatuokite PCT
infekcijos. Gydymas antibiotikais per 6—24 valandas (taip pat ir ambulatoriskai, jei
grieztai nerekomenduojamas. simptomai iSlieka arba pablogéja).

o Gydymg antibiotikais reikia skirti:

0,10-0,25 ng/ml Nepanasu, kad yra bakteriné o esant kvépavimo arba hemodinamikos

infekcija. nestabilumui, sunkioms gretutinéms ligoms,
paguldZius j intensyviosios prieZitros skyriy;

Gydymas antibiotikais
nerekomenduojamas. o PCT < 0,1 ng/ml: CAP su PSI V arba CURB-
65>3, COPD su GOLD 1V;

o PCT 0,1-0,25 ng/ml: CAP su PSI IV ir V arba
CURB-65>2, COPD su GOLD Ill'ir IV.

0,26-0,50 ng/ml Jmanoma bakteriné infekcija. e Tolesni bandiniai gali bati tikrinami reguliariais
Gydymas antibiotikais intervalais; gydyma antibiotikais galima nutraukti,
rekomenduojamas. taikant tas pacias ribines vertes, esancias Sioje
lenteléje.
> 0,50 ng/ml Didele bakterinés infekcijos ) o o )
tikimybé. Gydymas antibiotikais e JeiPCT koncentracija islieka didelé, apsvarstykite,
primygtinai rekomenduojamas. ar gydymas veiksmingas.

- CAP: visuomenéje jgyta pneumonija

- PSI: pneumonijos sunkumo rodiklis

- CURB-65: sgmonés sutrikimas, Slapimas, kvépavimo daznis, kraujo spaudimas, amzius > 65 metai
- COPD: |étiné obstrukciné plauciy liga

- GOLD: Pasauliné létinés obstrukcinés plauciy ligos gydymo iniciatyva

ATLIKIMAS
Tyrimy, atlikty naudojantis VIDAS® B-R-A-H-M-S PCT™, rezultatai pateikti toliau.

Matavimo diapazonas
VIDAS® B-R-A-H-M-S PCT™ matavimo diapazonas yra 0,05-200 ng/ml.
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Aptikimo ribos

Tuscio méginio riba (LoB), aptikimo riba (LoD) ir kiekybinio jvertinimo riba (LoQ) buvo nustatytos pagal CLSI® EP17-A2
rekomendacijas.

Tuscio méginio riba (LoB) 0,01 ng/mi
Aptikimo riba (LoD) 0,03 ng/ml
Kiekybinio jvertinimo riba (LoQ) 0,05 ng/ml

Kiekybinio jvertinimo riba (LoQ) yra maziausia PCT koncentracija, iSmatuota 20 % CV laboratorijos glaudumu.

Kablio efektas
Kablio efektas nebuvo pastebétas prokalcitonino koncentracijai nesiekiant 2600 ng/ml.

|prastos vertés

Sie rezultatai pateikiami kaip gairés; kiekvienai laboratorijai rekomenduojama nusistatyti savo atskaitos vertes
atsizvelgiant j kruop&ciai atrinktg populiacijg.

Tyrimas buvo atliktas naudojant VIDAS® BeR+AsH*M+S PCT™ tyrimg su serumo méginiais, paimtais i§ akivaizdziai
sveiky vyry (N = 98) ir motery (N = 102). Jprastos vertés, atitinkancios 95-g ir 99-3 procentilg, atitinkamai buvo gautos
esant < 0,05 ng/ml ir 0,09 ng/ml koncentracijai.

Glaudumas

Glaudumo tyrimas buvo atliekamas pagal CLSI® dokumento EP5-A3 rekomendacijas.

Devyni méginiai buvo istirti po du kartus, atliekant 2 tyrimus per dieng 20 dieny, naudoti 3 VIDAS® prietaisai 3
laboratorijose (N = 240 kiekvieno méginio ver¢iy).

Naudotos dvi reagenty partijos: kiekviena partija tirta 10 dieny tyrimai, atliekant po 2 partijos kalibravimus (5 tyrimo
dienos sukalibravus).

Jvertintas kiekvieno méginio rezultaty atkartojamumas, laboratorijos rezultaty glaudumas ir atkartojamumas / bendrasis

glaudumas (rezultaty glaudumas skirtingose laboratorijose), duomenys pateikti tolesneje lenteléje.

. . Laboratorijos rezultaty Atkarto_jamumas
Vldutlne__ Atkartojamumas glaudumas Bendrasis rezultaty

Méginys | N | koncentracija glaudumas

(ng/ml)

nuc?li?;;i: r(trlwr;/sml) (CO/:/) nuc?li?;;: r(trl1riql7ml) CV (%) nu?li?;p?i: rg;lrgfml) CV (%)

1 méginys| 240 0,12 0,011 9,4 % 0,017 14,7 % 0,017 14,7 %
2 méginys| 240 0,15 0,010 6,4 % 0,019 12,5% 0,019 12,5%
3 méginys| 240 0,20 0,010 51 % 0,017 8,3 % 0,017 8,3%
4 méginys| 240 0,53 0,013 2,4 % 0,023 4,3% 0,023 4,3%
5 méginys| 240 2,12 0,027 1,3% 0,079 3,7% 0,079 3,7%
6 méginys| 240 23,09 0,501 22 % 1,067 4,6 % 1,067 4,6 %
7 méginys| 240 92,17 3,099 3.4% 7,252 7,9 % 7,252 7,9 %
8 méginys| 240 128,37 5,155 4,0 % 12,578 9,8 % 12,578 9,8 %
9 méginys| 240 162,79 7,233 4,4 % 18,934 11,6 % 18,934 11,6 %

SpecifiSkumas

Toliau nurodyti junginiai (tirta lenteléje nurodyta koncentracija) nepaveiké VIDAS® BeR+AsH*M+S PCT™ tyrimo.

Tirtas junginys Tirta koncentracija
Baltymas (albuminas) 4 g/dl
Zmogaus kalcitoninas 60 ng/mi
Zmogaus katakalcinas 10 ng/ml
Zmogaus a-CGRP* 10 pg/ml
Zmogaus b-CGRP* 10 pg/ml

* Kalcitonino su genu susijes peptidas

bioMérieux SA Lietuviy k. — 6
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Saveika su vaistais

Toliau nurodyti vaistai (tirta lenteléje nurodyta koncentracija) nepaveiké VIDAS® B-R-A-H-M-S PCT™ tyrimo.

Tirtas vaistas

Tirta koncentracija

Acetominofenas (paracetamolis) 1324 pmol/l
Acetilsalicilo ragstis 3,62 mmol/l
Alkoholis 86,8 mmol/l
Amoksicilinas 206 pumol/l
Ampicilinas 152 pmol/l
Azitromicinas 15,3 umol/l
Beklomezatono dipropionatas 1,00 pg/ml
Kofeinas 308 pumol/l
Cefotaksimas 673 umol/l
Ceftriaksonas 1416 pmol/l
Celekoksibas 240 pg/mi
Cetirizino HCI 7,71 pmol/l
Kromolinas 24 pg/mi
Dekstrometorfanas 3,70 umol/l
Dopaminas 5,87 umol/l
Dobutaminas 1500 ng/ml
Epinefrinas (adrenalinas) 1,8 pg/mi
Flutikazonas 0,30 pg/ml
Formoterolis 29 ng/mi
Furozemidas 181 pmol/l
Heparinas 3000 IU/ml
Ibuprofenas 2425 pmol/l
Imipenemas 180 pg/mi
Levofloksacinas 48,6 umol/l
Linezolidas 480 pg/ml
Loratadinas 0,78 umol/l
Naproksenas 2170 pmol/l
Nikotinas 6,2 pmol/l
Noradrenalinas 2,1 ng/ml
Oksimetazolino HCI 90 ng/ml
Fenilefrinas 180 ng/ml
Prednizolonas 8,31 umol/l
Salmeterolis 60 ng/ml
Teofilinas 222 pmol/l
Tiotropiumas 22 ng/ml
Vankomicinas 69 umol/l

bioMérieux SA
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Tikslumas
Tyrimo linijiSkumas buvo tirtas pagal procedira, nurodytg CLSI gairése EP6-A. Tyrimas yra linijiSkas visame matavimo diapazone.

Trys méginiai buvo skiesti su PCT neigiamu serumo miSiniu ir tirti trigubu pakartojimu. Vidutinés koncentracijos ribos,
nustatytos pagal tikéting viduting koncentracija, yra iSreiSkiamos kaip vidutinis atkuriamumo procentas.

Méginiai Skiedimo Tikeétina vidutiné ISmatuota vidutiné Vidutinis atkuriamumo
koeficientas koncentracija (ng/ml) koncentracija (ng/ml) procentas (%)
1 1/1 137,07 137,07 100,0
1/2 68,54 71,54 104,4
1/3 45,69 49,56 108,5
1/4 34,27 37,26 108,7
1/8 17,13 19,50 113,8
1/16 8,57 8,75 102,2
1/20 6,85 7,73 112,8
2 1/1 38,67 38,67 100,0
1/2 19,34 19,75 102,1
1/3 12,89 13,90 107,8
1/4 9,67 9,79 101,3
1/8 4,83 4,96 102,5
1/16 2,42 2,26 93,3
1/20 1,93 1,85 95,7
3 1/1 7,58 7,58 100,0
1/2 3,79 4,17 110,1
1/3 2,53 2,70 107,0
1/4 1,90 1,98 104,7
1/8 0,95 0,94 99,2
1/16 0,47 0,51 108,4
1/20 0,38 0,37 98,5

BeR+*A*H*M+S PCT LIA metodo atitikimas

Tiriant VIDAS® BsReA*H+*M*S PCT™ ir BsR*A*H*M+S PCT LIA atitikima, panaudoti 204 méginiai, kuriy ribinés vertés
0,5 ng/ml ir 2 ng/ml.

B-R-A-H-M-S PCT LIA
VIDAS® B-R:A-H-M-S PCT™
< 0,5 ng/ml > 0,5 ng/ml IS viso
<0,5 ng/ml 74 1 S
B-R-A-H-M-S PCT LIA
VIDAS® B-R-A-H-M-S PCT™
<2 ng/ml > 2 ng/ml IS viso
> 2 ng/ml 8 83 91
1$ viso 117 87 204

2 technologijy, esant 0,5 ir 2 ng/ml ribinéms vertéms, atitikimo procentas yra atitinkamai 97,1 % ir 94,1 %.
Klinikinis veikimas
» Rizikos, kad iSsivystys sunkus sepsis ir sepsinis Sokas, vertinimas

Atlikus tyrimg keturiuose (4) centruose (2 Pranctzijoje ir 2 JAV) nustatytas VIDAS® B+R+AsH+M+S PCT™ tyrimo klinikinis
veikimas. Tyrime dalyvavo 229 pacientai (141 vyras ir 88 moterys), paguldyti j medicininés intensyviosios priezilros
skyriy. Cia yra pateikti pirmosios dienos hospitalizacijos tyrimy duomenys. Tyrime nedalyvavo pacientai po traumuy,
operacijy, nudegimy ir uzsitesusio ar dmaus kardiogeninio Soko.

Remiantis ,American College of Chest Physicians / ,Society of Critical Care Medicine” (5) sutarimo konferencijos
kriterijais, pacientai buvo suskirstyti j 5 kategorijas: néra infekcijos, SIRS (sisteminio uzdegiminio atsako sindromas),
sepsis, Umus sepsis ir sepsinis Sokas. Klasifikacija buvo apzvelgta nepriklausomo eksperto.
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Toliau nurodyti skai€iai, amziaus ribos ir amziaus vidurkis kiekvienoje kategorijoje:
- nérainfekcijos: 27 pacientai nuo 22 iki 92 mety (vidurkis — 64,4 m.);

- SIRS: 62 pacientai nuo 18 iki 87 mety (vidurkis — 59,0 m.);

- sepsis: 42 pacientai nuo 21 iki 92 mety (vidurkis — 64,2 m.);

- O0mus sepsis: 48 pacientai nuo 19 iki 89 mety (vidurkis — 66,3 m.);

- sepsinis Sokas: 50 pacienty nuo 33 iki 88 mety (vidurkis — 68,2 m.).

Pacienty be infekcijos, su SIRS ar sepsiu ir su imiu sepsiu arba sepsiniu Soku PCT vertés (ribinés vertés 0.5 ng/ml ir 2,0
ng/ml), pateiktos tolesnése lentelése.

- Rezultatai, gauti taikant 0,5 ng/ml ribine verte

Néra infekcijos / SIRS / sepsis Sunkus sepsis / sepsinis $okas IS viso
PCT < 0,5 ng/ml 88 3 91
PCT > 0,5 ng/ml 43 95 138
IS viso 131 98 229

- Rezultatai, gauti taikant 2 ng/ml ribine verte

Néra infekcijos / SIRS / sepsis Sunkus sepsis / sepsinis Sokas IS viso
PCT < 2 ng/ml 115 19 134
PCT > 2 ng/ml 16 79 95
15 Viso 131 08 229

e Gydymo antibiotikais skyrimas pacientams, kuriems diagnozuota apatiniy kvépavimo taky infekcija

Atlikus klinikinj tyrimg (14) nustatyti VIDAS® B.R.A.H.M.S PCT™ Kklinikinio veikimo duomenys, atsizvelgiant j gydymo
antibiotikais skyrimg pacientams, kuriems diagnozuota apatiniy kvépavimo taky infekcija.

Sis tyrimas rodo, kad gydymo _antibiotikais trukmé yra labai_sumazéjusi (nuo 7,4 iki 5,9 dienos), palyginti su
medicinine priezitra neiSmatavus PCT koncentracijos (skirtumas —1,51 dienos; pasikliovimo intervalas yra 95 % (—2,04;
-0,98); p < 0,01). Tyrimo populiacija buvo sudaryta i§ pacienty, serganciy visuomenéje jgyta pneumonija, paiméjusia
létine obstrukcine plauciy liga arba Gminiu bronchitu.

Be to, nenustatyta jokio nepageidaujamo medicininio poveikio (atkry€io, hospitalizacijos, gydymo antibiotikais
Salutinio poveikio ir (arba) mirtingumo) dél gydymo antibiotikais, paskirto pacientams, kuriy PCT vertés nedidelés (< 0,25
ng/ml), atidéjimo gulint ligoninéje, nei dél gydymo antibiotikais nutraukimo.

ATLIEKU UTILIZAVIMAS

Panaudotus ar nepanaudotus reagentus utilizuokite kaip ir kitas uzkréstas iSmetamas medziagas, laikydamiesi infekciniy
ar potencialiai infekciniy gaminiy utilizavimo procedary.

Kiekviena laboratorija prisiima atsakomybe uz tai, kad su atliekomis ar nutekamaisiais vandenimis bus elgiamasi
atsizvelgiant j jy prigimtj ir pavojingumo laipsnj bei jie bus utilizuojami laikantis visy taikomy taisykliy.

RIBOTOJI GARANTIJA

.bioMérieux“ garantuoja, kad gaminys veiks pagal nurodytg naudojimo paskirtj, jei bus grieztai laikomasi visy naudojimo,
laikymo ir tvarkymo procediry bei atsizvelgiama j eksploatavimo trukme (jei taikoma) ir atsargumo priemones,
iSdéstytas naudojimo instrukcijose.

ISskyrus pirmiau aiSkiai iSreik8tg garantijg, ,bioMérieux” Siuo dokumentu atsisako visy garantijy, jskaitant bet kokias
numanomas perkamumo arba tinkamumo konkreCiam tikslui ar naudojimo paskiriai garantijas, ir atsisako tiek
tiesioginés, tiek netiesioginés, tiek Salutinés atsakomybés uz reagenty, programinés jrangos, instrumenty ir vienkartiniy
medziagy (,sistema‘“) naudojimg naudojimo instrukcijose nenurodytais tikslais.

bioMérieux SA Lietuviy k. — 9
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VIDAS® 25 OH Vitamin D TOTAL (VITD)

VIDAS 25 OH Vitamin D TOTAL (VITD) is an automated quantitative test for use on the instruments of the VIDAS family
for the determination of 25-hydroxyvitamin D Total in human serum or plasma using the ELFA technique (Enzyme

Linked Fluorescent Assay).

The VIDAS 25 OH Vitamin D TOTAL assay is to be used as an aid in the assessment of Vitamin D sufficiency.

SUMMARY AND EXPLANATION

Vitamin D is a fat-soluble steroid prohormone. Vitamin D
deficiency can be associated with rickets in children, and
osteoporosis and secondary hyper-parathyroidism in
adults. Recent studies have established a link between
low circulating vitamin D levels and an increasing risk of
diabetes, cardiovascular or autoimmune diseases as well
as various forms of cancer (1-8). Vitamin D testing has
become an assay of general health status (9).

Vitamin D is found mainly in two forms: vitamin D2
(ergocalciferol) and vitamin D3 (cholecalciferol). Vitamin
D3 is synthesized from 7-dehydrocholesterol by action of
solar ultraviolet radiation on the skin. It is also present in
food (mostly in fatty fish). Vitamin D2 is from exogenous
origin only. Small amounts of vitamin D2 are present in
food (mushrooms, vegetables). Both vitamins D2 and D3
are used for medical supplementation and are identically
metabolized by the body.

The active form of the molecule is the 1,25-(OH), vitamin
D (calcitriol) which is obtained from vitamin D through two
successive hydroxylation reactions. The first hydroxylation
occurs in the liver to yield 25-(OH) vitamin D (calcidiol).
The second hydroxylation occurs in the kidneys and other
tissues as well to yield biologically active 1,25-(OH),
vitamin D. The 25-(OH) vitamin D is the main storage form
of vitamin D in the human body. It is found in high
concentrations in serum or plasma, which makes 25-(OH)
vitamin D the preferred analyte for the determination of
vitamin D nutritional status (10).

KIT COMPOSITION (60 TESTS):

PRINCIPLE

The assay principle combines an enzyme immunoassay
competition method with a final fluorescent detection
(ELFA).

The Solid Phase Receptacle (SPR®) serves as the solid
phase as well as the pipetting device for the assay.
Reagents for the assay are ready-to-use and pre-
dispensed in the sealed reagent strips.

All of the assay steps are performed automatically by the
instrument. The reaction medium is cycled in and out of
the SPR several times.

The sample is mixed with pre-treatment reagent to
separate vitamin D from its binding protein.

The pre-treated sample is then collected and transferred
into the well that contains an alkaline phosphatase (ALP)-
labeled anti-vitamin D antibody (conjugate).

The vitamin D antigen present in the sample and the
vitamin D antigen coating the interior of the SPR compete
for binding sites on the anti-vitamin D antibody-ALP
conjugate.

During the final detection step, the substrate (4-Methyl-
umbelliferyl phosphate) is cycled in and out of the SPR.
The conjugate enzyme catalyzes the hydrolysis of this
substrate into a fluorescent product (4-Methyl-
umbelliferone), the fluorescence of which is measured at
450 nm. The intensity of the fluorescence is inversely
proportional to the concentration of vitamin D antigen
present in the sample. At the end of the assay, results are
automatically calculated by the instrument in relation to
the calibration curve stored in memory, and then printed
out.

60 VITD Strips STR | Ready-to-use. Stabilizer of human origin*.
60 VITD SPRs SPR | Ready-to-use.

2 x 30 Interior of SPR coated with vitamin D.
Control VITD C1 Ready-to-use.

1 x 1.5 mL (liquid)

25-(0OH) Vitamin D diluted in human serum* + preservative.

The confidence interval in ng/mL is indicated on the MLE card after the following
mention: "Control C1 Dose Value Range".

Calibrator VITD S1
1 x 2.5 mL (liquid)

Ready-to-use.

25-(0OH) Vitamin D diluted in human serum* + preservative.

The concentration in ng/mL is indicated on the MLE card after the following mention:
"Calibrator (S1) Dose Value". The confidence interval in "Relative Fluorescence
Value (RFV)" is indicated on the MLE card after the following mention: "Calibrator
(S1) RFV Range".

Specifications for the factory master data required to calibrate the test: to read the
MLE data, please refer to the User's Manual.

1 MLE Card (Master Lot Entry)

1 Package insert provided in the kit or downloadable from www.biomerieux.com/techlib.

* This product has been tested and shown to be negative for HBs antigen and antibodies to HIV1, HIV2 and HCV. However, since no
existing test method can totally guarantee their absence, this product must be treated as potentially infectious. Therefore, usual safety
procedures should be observed when handling.

bioMérieux SA English - 1
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The SPR

The interior of the SPR® is coated during production
with vitamin D. Each SPR is identified by the "VITD"
code. Only remove the required number of SPRs from
the pouch and carefully reseal the pouch after
opening.

Description of the VITD strips:

The Reagent Strip

The strip consists of 10 wells covered with a labeled,
foil seal. The label comprises a bar code which mainly
indicates the assay code, kit lot number and expiration
date. The foil of the first well is perforated to facilitate
the introduction of the sample. The last well of each
strip is a cuvette in which the fluorometric reading is
performed. The wells in the center section of the strip
contain the various reagents required for the assay.

Wells Reagents
1 Sample Well.
2 Conjugate: TRIS, NaCl + anti-vitamin D antibody conjugated with alkaline
phosphatase + stabilizer of human origin* + preservative (300 pL).
3 Pre-treatment solution: TRIS, NaCl + dissociation agent + surfactant + methanol**
(600 pL).
4-5-6 Empty well
7-8-9 Wash buffer: TRIS, NaCl + preservative + surfactant (600 uL).
10 Reading cuvette with substrate: 4-Methyl-umbelliferyl phosphate (0.6 mmol/l) +
diethanolamine*** (DEA) (0.62 mol/L or 6.6%, pH 9.2) + 1 g/L sodium azide
(300 pL).

* This product has been tested and shown to be negative for HBs antigen and antibodies to HIV1, HIV2 and HCV. However, since no
existing test method can totally guarantee their absence, this product must be treated as potentially infectious. Therefore, usual safety

procedures should be observed when handling.
*HARMFUL reagent:

—R20/21/22 : Harmful by inhalation, in contact with skin and if swallowed.
—R68/20/21/22 : Harmful: possible risk of irreversible effects through inhalation and in contact with skin.
—836/37/39 : Wear suitable protective clothing, gloves and eye/face protection.

*** IRRITANT reagent:
- R 36: Irritating to eyes.

- 8 26: In case of contact with eyes, rinse immediately with plenty of water and seek medical advice.
For further information, refer to the Safety Data Sheet available on request.

MATERIALS AND DISPOSABLES REQUIRED BUT
NOT PROVIDED

— Pipette with disposable tip to dispense 100 pL.

— Powderless, disposable gloves.

— For other specific materials and disposables, please
refer to the Instrument User's Manual.

— Instrument of the VIDAS family.

WARNINGS AND PRECAUTIONS

e For in vitro diagnostic use only.

* For professional use only.

¢ This kit contains products of human origin. No
known analysis method can totally guarantee the
absence of transmissible pathogenic agents. It is
therefore recommended that these products be
treated as potentially infectious and handled
observing the usual safety precautions (see
Laboratory biosafety manual - WHO - Geneva -
latest edition).

e This kit contains products of animal origin. Certified
knowledge of the origin and/or sanitary state of the
animals does not totally guarantee the absence of
transmissible pathogenic agents. It is therefore
recommended that these products be treated as
potentially infectious and handled observing the usual
safety precautions (do not ingest or inhale).

* Do not use the SPRs if the pouch is pierced or if the
dot sealing a SPR is detached.

¢ Do not use visibly deteriorated STRs (damaged foil or
plastic).

e Do not use reagents after the expiration date
indicated on the label.

¢ Do not mix reagents (or disposables) from different
lots.

e Use powderless gloves, as powder has been
reported to cause false results for certain enzyme
immunoassay tests.

e Kit reagents contain sodium azide which can react
with lead or copper plumbing to form explosive metal
azides. If any liquid containing sodium azide is
disposed of in the plumbing system, drains should be
flushed with water to avoid build-up.

e The reading cuvette with pre-treatment solution
(well 3) contains a harmful reagent (methanol =
CH3OH). Refer to the risk phrase “R” and the
precautions “S” above.

¢ The reading cuvette with substrate (well 10) contains
an irritant agent (6.6% diethanolamine). Refer to the
risk phrase “R” and the precautions “S” above.

¢ Spills should be wiped up thoroughly after treatment
with liquid detergent or a solution of household bleach
containing at least 0.5% sodium hypochlorite. See the
User's Manual for cleaning spills on or in the
instrument. Do not autoclave solutions containing
bleach.

e The instrument should be regularly cleaned and
decontaminated (see the User's Manual).

bioMérieux SA
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STORAGE CONDITIONS

e Store the VIDAS 25 OH Vitamin D TOTAL kit at
2-8°C.

¢ Do not freeze reagents.

¢ Store all unused reagents at 2-8°C.

o After opening the kit, check that the SPR® pouch is
correctly sealed and undamaged. If not, do not use
the SPRs.

o Carefully reseal the pouch with the desiccant
inside after use to maintain stability of the SPRs
and return the complete kit to 2-8°C.

o |f stored according to the recommended conditions,
all components are stable until the expiration date
indicated on the label.

SPECIMENS

Specimen type and collection:

Human serum or plasma (lithium heparin).

Do not use EDTA tubes.

Types of tubes validated:

— Plastic tube with clot activator,

— Plastic tube with separation gel and clot activator,
— Plastic tube with lithium heparin,

— Plastic tube with lithium heparin and separation gel.

Note: Blood collection tube results may vary from one
manufacturer to another depending on the materials
and additives used.

It is the responsibility of each laboratory to validate the
type of sample tube used and to follow the
manufacturer’'s recommendations for use.

Samples containing suspended fibrin particles or
erythrocyte stroma should be centrifuged before testing.

Specimen preparation

Plain tubes: wait for samples to coagulate and
centrifuge according to the tube manufacturer’s
recommendations to eliminate fibrin.

Other __tubes: follow the tube manufacturer's
recommendations for use.

Frozen-stored samples: after thawing, these samples
must be homogenized before testing. Mix using a
vortex-type mixer. Clarify the samples before analysis
by centrifugation, if necessary.

The pre-analytical step including the preparation of
blood samples is an essential first step when
performing medical analyses. In conformity with Good
Laboratory Practices, this step is the responsibility of
the laboratory manager.

Insufficient clot time can result in the formation of fibrin
with micro-clots that are invisible to the naked eye. The
presence of fibrin, red blood cells, or suspended
particles can lead to erroneous results.

Samples containing suspended fibrin particles or
erythrocyte stroma should be centrifuged before testing.

For serum specimens, ensure that complete clot
formation has taken place prior to centrifugation. Some
specimens, especially those from patients receiving
anticoagulant or thrombolytic therapy, may exhibit
increased clotting times.

Specimen-related interferences

Interferences have been studied according to the
recommendations of Clinical and Laboratory Standards
Institute (CLSI®) document EP7-A2 (11).

None of the following factors have been found to

significantly influence this assay:

- hemolysis (after spiking samples with hemoglobin:
0 to 1.9 g/L (monomer)),

- lipemia (after spiking samples with lipids: 0 to 4.0 g/L
equivalent in triglycerides),

- bilirubinemia (after spiking samples with bilirubin: 0 to
0.3 g/L),

- cholesterol (after spiking samples with cholesterol: 0
to 5g/L).

However, it is recommended not to use samples that

are clearly hemolyzed, lipemic or icteric and, if possible,

to collect a new sample.

Specimen stability

Serum and plasma samples can be stored in primary
tube at 18-25°C for up to 8 hours or aliquoted at 2-8°C
for up to 5 days; if longer storage is required, freeze the
sera or plasma at-25 + 6°C. Serum-type samples can
be stored for 3 months at -25 + 6°C, with
3 freeze/thaw cycles. Plasma-type samples can be
stored for 3 months at -25 + 6°C, with 3 freeze/thaw
cycles.

INSTRUCTIONS FOR USE

For complete instructions, see the Instrument
User’s Manual.

VIDAS PTC protocol data entry

When using the assay for the first time, and before
reading the MLE data, scan the bar code(s) (at the
end of the package insert or downloadable from
www.biomerieux.com/techlib) using the instrument’s
external bar code reader.

This reading will allow VIDAS PTC protocol data to be
transferred to the instrument software for its update.
These data should only be read the first time the assay
is used.

Master lot data entry

Note: When using the assay for the first time, enter
the VIDAS® PTC protocol (bar codes at the end of
the package insert or downloadable from
www.biomerieux.com/techlib) before reading the
MLE data. If the MLE data have been read before the
VIDAS PTC protocol, read the MLE data again.
Before each new lot of reagents is used, specifications
(or factory master calibration curve data) must be
entered into the instrument using the MLE data. If this
operation is not performed before initiating the tests,
the instrument will not be able to print results. The
master lot data need only be entered once for each lot.
It is possible to enter the MLE data manually or
automatically depending on the instrument (refer to the
User’s Manual).

Calibration

Calibration, using the calibrator provided in the kit, must
be performed each time a new lot of reagents is
opened, after the master lot data have been entered.
Calibration should then be performed every 28 days.
This operation provides instrument-specific calibration
curves and compensates for possible minor variations
in assay signal throughout the shelf-life of the kit.

bioMérieux SA
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The calibrator, identified by S1, must be tested in
duplicate (see User's Manual). The calibrator value
must be within the set RFV ("Relative Fluorescence
Value"). If this is not the case, recalibrate using S1.

Procedure

1. Only remove the required reagents from the
refrigerator. They can be used immediately.

2. Use one "VITD" strip and one "VITD" SPR® from the
kit for each sample, control or calibrator to be
tested. Make sure the storage pouch has been
carefully resealed after the required SPRs have
been removed.

3. The test is identified by the "VITD" code on the
instrument. The calibrator must be identified by
"S1", and tested in duplicate. If the control is to be
tested, it should be identified by "C1".

4. If necessary, clarify the samples by centrifugation.
5. Mix the calibrator, control and samples using a

vortex-type mixer (for serum or plasma separated
from the pellet).

6. Before pipetting ensure that samples, calibrators,
controls and diluent are free of bubbles.

7. For this test, the calibrator, control, and sample
test portion is 100 L.

8. Insert the "VITD" SPRs and "VITD" strips into the
instrument. Check to make sure the color labels with
the assay code on the SPRs and the Reagent Strips
match.

9. Initiate the assay as directed in the User's Manual.
All the assay steps are performed automatically by
the instrument.

10. Reclose the vials and return them to 2-8°C after
pipetting.

11. The assay will be completed within approximately
40 minutes. After the assay is completed, remove
the SPRs and strips from the instrument.

12. Dispose of the used SPRs and strips into an
appropriate recipient.

RESULTS AND INTERPRETATION

Once the assay is completed, results are analyzed
automatically by the computer. Fluorescence is
measured twice in the Reagent Strip’s reading cuvette
for each sample tested.

The first reading is a background reading of the
substrate cuvette before the SPR is introduced into the
substrate. The second reading is taken after incubating
the substrate with the enzyme remaining on the interior
of the SPR. The RFV (Relative Fluorescence Value) is
calculated by subtracting the background reading from
the final result. This calculation appears on the result
sheet.

The results are automatically calculated using
calibration curves which are stored by the instrument
(4-parameter logistics model) and are expressed in
ng/mL or nmol/L.

Assay results should be used in conjunction with other
clinical or laboratory data to assist the clinician in
making individual patient management decisions.

QUALITY CONTROL

One control is included in each VIDAS 25 OH Vitamin D
TOTAL kit.

This control must be performed immediately after
opening a new kit to ensure that reagent performance
has not been altered. Each calibration must also be
checked using this control. The instrument will only be
able to check the control value if it is identified by C1.
Results cannot be validated if the control value deviates
from the expected value.

Note

It is the responsibility of the user to perform Quality
Control in accordance with any local applicable
regulations.

LIMITATIONS OF THE METHOD

e Interference may be encountered with certain sera
containing antibodies directed against reagent
components. For this reason, assay results should be
interpreted taking into consideration the patient's
history, and the results of any other tests performed.

RANGE OF EXPECTED VALUES

It is recommended that each laboratory establish its
own reference range, which may be unique to the
population it serves. A review of the most recent
literature suggests the recommendation for 25-OH
Vitamin D levels are (12):

Status 25-(OH) vitamin D
Deficient <20 ng/ml
Insufficient 20-29 ng/mi
Sufficient 30-100 ng/mi
Potential toxicity > 100 ng/ml

A reference range study was conducted using 140
apparently healthy adults, based on guidance from
CLSI C28-A3. Serum samples were collected in from a
French population between January and December,
and were tested using VIDAS 25 OH Vitamin D TOTAL
assay. The values observed are summarized below*:

Observed values

(n=140) 25-(OH) vitamin D (ng/ml)

Median 23.1

Observed range
(2.5th to 97.5th
percentile)

9.3-48.5

(*) Indicative results: the results obtained can vary from
one laboratory to another and according to the
geographical zones.

bioMérieux SA
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PERFORMANCE
Studies performed using VIDAS® 25 OH Vitamin D TOTAL kit gave the following results:

Measurement range

The VIDAS 25 OH Vitamin D TOTAL measurement range extends from 8.1 ng/mL up to 126.0 ng/mL. Values below the
lower limit of the measurement range are reported as < 8.1 ng/mL. Values above the upper limit of the measurement
range are reported as > 126.0 ng/mL.

Detection and quantitation limits

The Limit of Blank is the 95" percentile of more than 60 measurements of analyte free samples. LoB corresponds to the
concentration below which the probability to obtain analyte-free samples is 95%. LoB was determined to be 6.2 ng/mL.

The Limit of Detection (LoD) is the concentration of 25(OH) Vitamin D in a sample that can be distinguished from the
analyte free sample with a probability of 95%. The LoD was determined to be 8.1 ng/mL.

The Limit of Quantitation (LoQ) is the lowest concentration of 25(0OH) Vitamin D that can be quantified with a level of
acceptable accuracy and precision. The LoQ was determined to be 8.1 ng/mL.

The study was performed as recommended by CLSI® document EP17-A2.

Functional detection limit

The functional detection limit is defined as the concentration of 25(OH) Vitamin D measured with an inter-assay
coefficient of variation of 20%. During an in-house study, the functional detection limit was determined to be < 8.1 ng/mL.

Linearity

The VIDAS 25 OH Vitamin D TOTAL assay is linear over its measurement range (7.1 a 126.2 ng/mL), evaluated
according to the recommendations of CLSI® document EP6-A.

Precision

A study was performed according to the recommendations of CLSI® document EP5-A2. A panel of 5 human samples
covering the measurement range was tested as follows: each sample was tested in duplicate in 2 separate runs per day
over 20 days, using two reagent lots (10 test days per reagent lot) on 3 instruments (N=240 values per sample). The
3 instruments were located at one site. Two calibrations were used for each reagent lot (5 test days per calibration for
each lot). The repeatability (within-run precision) and reproducibility (within-instrument between-lot) were calculated for
each sample using this protocol and are reported in the following table:

Repeatabilit (Within-instrument
Mean P y between-lot) reproducibility
Sample N concentration
(ng/mL) Standard Standard
deviation CV (%) deviation CV (%)
(ng/mL) (ng/mL)
Sample 1 240 171 1.1 6.4 1.8 10.5
Sample 2 240 21.6 1.1 5.2 1.7 8.1
Sample 3 240 30.5 1.3 4.2 1.7 5.6
Sample 4 240 46.7 1.4 3.0 23 4.9
Sample 5 240 100.0 24 24 3.3 3.3

bioMérieux SA English - 5
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Specificity

The specificity of the VIDAS 25 OH Vitamin D TOTAL assay was assessed by testing cross-reactants according to the
recommendations of the CLSI® document EP7-A2. Cross-reactivity was evaluated by adding the following substances to
samples containing 25(0OH) Vitamin D. The results of this study are summarized in the following table:

Tested compound Concentration % Cross reactivity’
Vitamin D2 100 ng/mL 9
Vitamin D3 100 ng/mL 6
1,25(0OH), Vitamin D2 * 100 ng/mL 6
1,25(0OH), Vitamin D3 * 100 ng/mL 81
24,25(0OH), Vitamin D3 * 10 ng/mL 588
3 epi 25(0OH) Vitamin D3 100 ng/mL S

* levels tested were 10x to 1000x the typical endogenous levels of analyte

Mean Value spiked (ng/ml) - Mean Value unspiked (ng/ml
a Cross reactivity (%) = P (ng/mi) P (ng )><100

concentration of cross - reactant (ng/ml)

The cross-reactivity P to 25(0OH) Vitamin D2 was determined using natural sera that contain endogenous 25(OH) Vitamin
D, without spiking. Samples were analyzed by liquid chromatography coupled to mass spectrometry method (LC-MS/MS)
in order to determine 25(OH) Vitamin D2 and 25(OH) Vitamin D3 respective concentrations. Samples that were included
in this study showed a ratio [25(OH) Vitamin D2]/[ 25(OH) Vitamin D3] >4.

25(0OH)D (Vidas) - 25(0OH)D3 (LC - MS/MS)
X
25(0OH)D2 (LC - MS/MS)
The mean 25(0OH) Vitamin D2 cross reactivity for VIDAS 25 OH Vitamin D TOTAL assay is 91%.

b 25(0OH) Vitamin D2 cross reactivity (%) =

100

Interference
The VIDAS 25 OH Vitamin D TOTAL was evaluated for interference consistent with CLSI document EP7 A2.

None of the following factors have been found to significantly influence this assay:

Human Albumin 0to 60 g/L
Rheumatoid factors 0a577.7 IU/mL
HAMA 0 a2 ug/mL

bioMérieux SA English - 6
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Method comparison

1) A comparison of the VIDAS 25 OH Vitamin D TOTAL assay (Y) with the IDS-iSYS 25-Hydroxy Vitamin D assay (X)
assay gave the following results:

Number of samples analyzed: 344

Equation for Passing-Bablok regression: Y =0.87 X —-0.81
Coefficient of correlation: 0.93

VIDAS 250H Vitamin D TOTAL vs. IDS+iSYS 25-Hydroxy Vitamin D
(Passing & Bablok) .
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The sample concentrations analyzed with VIDAS 25 OH Vitamin D TOTAL ranged between 8.2 ng/mL and 98.2 ng/mL.

2) A comparison of the VIDAS 25 OH Vitamin D TOTAL assay (Y) with a LC-MS/MS method (X) assay gave the following
results:
Number of samples analyzed: 343

Equation for Passing-Bablok regression: Y =1.00 X + 0.41
Coefficient of correlation: 0.86

190 - VIDAS 25 OH Vitamin D TOTAL vs. LC-MS/MS 25-OH Vitamin D
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LC-MS/MS 25-OH Vitamin D (ng/mL)
The sample concentrations analyzed with VIDAS 25 OH Vitamin D TOTAL ranged between 8.2 ng/mL and 98.2 ng/mL.
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WASTE DISPOSAL

Dispose of used or unused reagents as well as any
other contaminated disposable materials following
procedures for infectious or potentially infectious
products.

It is the responsibility of each laboratory to handle
waste and effluents produced according to their nature
and degree of hazardousness and to treat and dispose
of them (or have them treated and disposed of) in
accordance with any applicable regulations.
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VIDAS® 25 OH Vitamin D TOTAL (VITD)

VIDAS 25 OH Vitamin D TOTAL (VITD) yra automatizuotas kiekybinis tyrimas, naudojamas su VIDAS Seimos
instrumentais, bendro 25-hydroksivitamino D nustatymui Zmogaus serume ar plazmoje, naudojant ELFA technologijg

(imunofermentinis fluorescentinis metodas).

VIDAS 25 OH Vitamin D TOTAL tyrimas yra naudojamas kaip pagalbiné priemoné D vitamino pakankamumo

nustatyme.

SANTRAUKA IR PAAISKINIMAS

Vitaminas D yra riebaluose tirpus steroidinis
prohormonas. Vitamino D nepakankamumas gali bdati
susijes su vaiky rachitu bei suaugusiyjy osteoporoze bei
antriniu hiperparatiroidizmu. Paskutiniy studijy metu buvo
nustatyta sgsaja tarp mazo cirkuliuojancio vitamino D
kiekio ir padidéjusios diabeto, Sirdies ir kraujagysliy ar
autoimuniniy susirgimy bei jvairiy vézio formy rizikos (1-
8). Vitamino D tyrimas tapo vienu i$ bendros sveikatos
bdklés vertinimo kriterijy (9).

Vitaminas D dazniausiai yra aptinkamas dviejy formuy:
vitaminas D2 (ergokalciferolis) ir vitaminas D3
(cholekalciferolis). Vitaminas D3 yra sintetinamas i§ 7-
dehidrocholesterolio saulés ultravioletinio odos
spinduliavimo metu. Jo taip pat yra maiste (daugiausia —
riebioje Zuvyje). Vitaminas D2 yra egzogeninés kilmés.
Mazi vitamino D2 kiekiai yra aptinkami maiste (grybuose,
darZovése). Abu, ir vitaminas D2, ir vitaminas D3, yra
naudojami medicininiuose papilduose ir yra identiskai
metabolizuojami organizme.

Aktyvioji molekulés forma yra 1,25-(OH), vitaminas D
(kalcitriolis), gaunama i§ D vitamino i$ dviejy nuosekliy
hidroksilacijos reakcijy. Pirmoji hidroksilacija vyksta
kepenyse, kuriose yra produkuojamas 25-(OH) vitaminas
D (kalcidiolis). Antroji hidroksilacija vyksta inkstuose ir
kituose audiniuose ir produkuoja biologiskai aktyvy 1,25-
(OH), vitaming D. 25-(OH) vitaminas D yra pagrindiné
vitamino D saugykla Zmogaus organizme. Aukstos jo
koncentracijos yra aptinkamos serume ar plazmoje, taigi
25-(0OH) vitaminas D yra puiki analité nustatant vitamino D
jsisavinima (10).

RINKINIO SUDETIS (60 TYRIMUY):

PRINCIPAS
Tyrimo principas pagrijstas imunofermentiniu
konkurenciniu metodu su galutiniu fluorescencijos

jvertinimu (ELFA).

Kietos fazés antgalis (SPR®) tarnauja kaip kieta fazé
reakcijai bei kaip iSpilstymo priemoné tyrimui. Tyrimo
reagentai yra i§ karto paruosti naudojimui ir iSpilstyti
sandariai uzklijuotuose reagenty strypeliuose.

Visos tyrimo proceddros instrumento atliekamos
automatiskai. Reakcijos terpé kelis kartus cirkuliuoja j
SPR antgalj ir i$ jo.

Méginys yra sumaiSomas su iSankstinio apdorojimo
reagentu, kad D vitaminas atsiskirty nuo jj suriSanciy
baltymuy.

Tada apdorotas méginys yra perkeliamas | Sulinélj su
Sarmine fosfataze (ALP)-zymétas anti-vitamino D
antiknas (konjugatas).

Vitamino D antigenas, esantis méginyje, ir vitamino D
antigenas, padengtas vidinégje SPR antgalio puséje,
konkuruoja dél anti-vitamino D antikGino-ALP konjugato,
dengiancio vidinj SPR antgalio pavirsiy, susiriSimo vietos.
Paskutinéje nustatymo stadijoje substratas (4- metil-
umbeliferil fosfatas) cirkuliuoja j SPR antgalj ir i§ jo.
Konjuguotas fermentas katalizuoja Sio substrato hidrolize j
fluorescuojantj produktg (4-metil-umbeliferong), kurio
fluorescencija matuojama prie 450 nm ilgio bangos.
Fluorescencijos intensyvumas yra atvirk$¢iai proporcingas
D vitamino antigeno, esancio méginyje, koncentracijai.
Tyrimo pabaigoje, rezultatai, priklausomai nuo atmintyje
iSsaugotos  kalibravimo  kreivés, yra automatidkai
apskaiciuojami instrumente ir tuomet yra atspausdinami.

60 VITD strypeliy STR

Paruosti naudojimui. Zmogaus kilmés stabilizatorius*.

60 VITD SPR antgaliy SPR | Paruosti naudojimui.
2 x 30 Vidiné SPR antgalio pusé yra padengta vitaminu D.
VITD kontrolé C1 Paruosta naudojimui.

1 x 1.5 mL (skysta)

25-(0OH) Vitaminas D, skiestas Zmogaus serumu* + konservantai.
Pasikliovimo intervalas, pateikiamas ng/mL vienetais, yra nurodytas ant MLE
kortelés, po uzrasu: "Control C1 Dose Value Range".

VITD kalibratorius S1
1 x 2.5 mL (skystas)

Paruostas naudojimui.

25-(0OH) Vitaminas D, skiestas Zmogaus serumu * + konservantai.

Koncentracija ng/mL vienetais yra nurodyta ant MLE kortelés po uzrasu: "Calibrator
(S1) Dose Value". Pasikliovimo intervalas "Relative Fluorescence Value (RFV)" yra
nurodytas ant MLE kortelés po uzrasu: "Calibrator (S1) RFV Range".

1 MLE kortelé (Master Lot
Entry)

Specifikacijos, skirtos gamykliniams duomenis, reikalingiems tyrimo kalibravimui:
norint perskaityti MLE duomenis, ZiGrékite naudojimo instrukcija.

1 Pakuotés aprasymas , tiekiamas kartu su rinkiniu arba parsisiun¢iamas i$ www.biomerieux.com/techlib.

* Sis produktas buvo istirtas ir buvo nustatyta, kad jis yra neigiamas HBs antigenui, antikinams prie$ ZIV-1, ZIV-2 ir HCV. Tagiau,
kadangi joks egzistuojantis metodas negali visiSkai garantuoti jy nebuvimo, Sis produktas turi bdti vertinamas kaip potencialiai
infekcinis. Dél to dirbant su produktu bdtina imtis jprasty saugumo priemoniy.
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SPR antgalis

SPR® antgalio gamybos procese jo vidinis pavirSius
buvo padengtas vitaminu D. Kiekvienas SPR yra
identifikuotas SPR "VITD" kodu. IS pakuotés paimkite
tik reikiamg SPR skaiCiy ir sandariai ja uzdarykite po
atidarymo.

VITD strypelio aprasymas:

Reagenty strypelis

Strypelis susideda i§ 10 Sulinéliy, padengty folija su
etikete. Etiketéje yra brUkSninis kodas, kuris nurodo
tyrimo kodg, rinkinio serijos numerj ir galiojimo laika.
Pirmojo Sulinélio folija yra perforuota, kad bty galima j
ja jpilti méginj. Paskutinis kiekvieno strypelio Sulinélis
yra kiuveté, kurioje atliekamas fluorometrinis
matavimas. Centrinéje strypelio sekcijoje esanciuose
Sulinéliuose yra jvairds tyrimui reikalingi reagentai.

Sulinéliai Reagentai
1 Méginio Sulinélis.
2 Konjugatas: TRIS, NaCl + anti-vitamino D antikinas, Konjuguotas su $armine
fosfataze + Zmogaus kilmés stabilizatorius* + konservantas (300 pL).
3 ISankstinio apdorojimo tirpalas: TRIS, NaCl pH 7.4 + atskyrimo agentas +
surfaktantas + metanolis** (600 pL).
4-5-6 Tuscias Sulinélis
7-8-9 Praplovimo buferis: TRIS, NaCl + konservantas + surfaktantas (600 pL).
10 Nuskaitymo kiuveté su substratu: 4- metil-umbeliferil fosfatas (0.6 mmol/l) +
dietanolaminas*** (DEA) (0.62 mol/L ar 6.6%, pH 9.2) + 1 g/L natrio azidas
(300 pL).

* Sis produktas buvo istirtas ir buvo nustatyta, kad jis yra neigiamas HBs pavir$iaus antigenui, antikinams prie$ ZIV-1, ZIV -2 ir HCV.
Kadangi joks egzistuojantis metodas negali visiSkai garantuoti jy nebuvimo, Sis produktas turi bati vertinamas kaip potencialiai
infekcinis. Dél to dirbant su produktu bdtina imtis jprasty saugumo priemoniy.

** KENKSMINGI reagentai:

—R20/21/22 : kenksmingas jkvépus, jvykus kontaktui su oda ir prarijus.
—R68/20/21/22 : kenksmingas: galima negrjZztamo poveikio rizika jkvépus ir jvykus kontaktui su oda.
—836/37/39 : dévékite tinkamus apsauginius ribus, pirstines ir akiy/veido apsauga.

*** DIRGINANTIS reagentas:
- R 36 : dirginantis akis.

- 8 26 : jvykus kontaktui su akimis, tuojau pat plaukite dideliu kiekiu vandens ir kreipkités medicininés pagalbos.
Dél papildomos informacijos, zilrékite Saugos Duomeny Lapus, pateikiamus pagal pareikalavima.

REIKALINGOS, BET NEPATEIKIAMOS MEDZIAGOS

IR VIENKARTINES PRIEMONES

— Dozatoriai su vienkartiniais antgaliais, kalibruoti
dozuoti po 100 pl.

— Vienkartinés latekso pirstinés be pudros.

— Kitas specifines priemones ir vienkartines medziagas
galite rasti instrumento vartotojo vadove.

— VIDAS Seimos instrumentas.

ISPEJIMAI IR ATSARGUMO PRIEMONES

o Tik in vitro diagnostiniam naudojimui.

¢ Tik profesionaliam naudojimui.

« Siame rinkinyje yra Zmogaus kilmés produkty.
Joks zinomas analizés metodas negali visiSkai
garantuoti perduodamy patogeniniy agenty
nebuvimo. Todél rekomenduojama S§j produkta
vertinti kaip potencialiai infekcinj ir dirbant su juo
imtis jprasty saugumo priemoniy (ziarékite
Laboratory biosafety manual - WHO - Geneva -
latest edition).

e Siame rinkinyje yra gyvininés kilmés produkty.
Sertifikuotos Zinios apie gyvuny kilme ir/ar sanitaring
blkle negali visiSkai garantuoti perduodamy
patogeniniy agenty nebuvimo Todél rekomenduojama
§j produkta vertinti kaip potencialiai infekcinj ir dirbant
Su juo imtis jprasty saugumo priemoniy (nenurykite ir
nejkvepkite).

¢ Nenaudokite SPR antgalio jei maiSelis yra pradurtas
ar atsiklijaves.

¢ Nenaudokite matomai sugadinty strypeliy (pazeista
folija ar plastikas).

¢ Nenaudokite reagenty, pasibaigus jy galiojimo laikui,
kuris nurodytas etiketéje.

o Nemaisykite reagenty (ar vienkartiniy priemoniy) i
skirtingy gaminio serijy.

e Naudokite pirStines be pudros, kadangi yra
duomeny, jog pudra sukelia kai kuriy
imunofermentiniy tyrimy neteisingus rezultatus.

¢ Rinkinio reagentuose yra natrio azido, kuris reaguoja
su Svinu ar variu ir gali sudaryti sprogius metaly azido
junginius. Jeigu skystis, kurio sudétyje yra natrio
azido patenka | kanalizacijos sistema, bdtina jj
nuplauti dideliu vandens kiekiu, kad iSvengti Siy
junginiy susikaupimo.

¢ Nuskaitymo kiuvetéje su iSankstinio paruosimo tirpalu
(3 Sulinélis) yra pavojingo reagento (metanolis =
CH3OH). Zitrékite | rizikos grupés “R” fraze ir “S”
atsargumo priemones auksciau.

¢ Nuskaitymo kiuvetéje su substratu (10 Sulinélis) yra
dirginangio agento (6.6% dietanolaminas). Zidrékite j
rizikos grupés “R” fraze ir “S” atsargumo priemones
auksciau.

o |Ssipyle skysciai turi bati kruop$¢iai nuvalomi, pries tai
juos nukenksminus skystu detergentu arba buityje
naudojamomis dezinfekcinémis priemonémis, kuriy
sudétyje yra bent 0,5% natrio hipochlorito. Zitirékite
Naudotojo Instrukcijg dél iSsipylusiy skysCiy ar
instrumento  valymo.  Neautoklavuokite  skys¢iy,
turin€iy balinimo priemoniy.

e Instrumentas turi bdti  reguliariai  valomas ir
nukenksminamas (zidrékite Naudotojo Instrukcijg).

bioMérieux SA
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LAIKYMO SALYGOS

¢ VIDAS 25 OH Vitamin D TOTAL rinkinj laikykite prie
2-8°C.

¢ Neuzsaldykite reagenty.

¢ Visus nepanaudotus reagentus laikykite prie 2-
8°C.

e Po rinkinio atidarymo patikrinkite, kad SPR pakuoté
yra teisingai uzdaryta ir nepazeista. Jei ne,
nenaudokite SPR antgaliy.

o Kruopsciai uzdarykite pakuote su viduje esanciu
drégmés sugeréju, kad iSlaikyti SPR antgaliy
stabilumg ir sugrazinkite pilng rinkinj j 2-8°C
temperatiira.

e Jei laikoma rekomenduojamomis sglygomis, visi
komponentai yra stabilis iki galiojimo datos,
nurodytos ant etiketés.

MEGINIAI

Méginio tipas ir surinkimas:

Serumas ar plazma (li¢io heparinas).

Nenaudokite EDTA meégintuveéliy.

Patvirtinty mégintuvéliy tipai:

— Plastikinis mégintuvélis su kresejimo aktyvatoriumi,

— Plastikinis mégintuveélis su atskiriamuoju geliu ir
kreseéjimo aktyvatoriumi,

— Plastikinis mégintuvélis su li¢io heparinu,

— Plastikinis meégintuvélis su licio heparinu ir
atskiriamuoju geliu.

Pastaba: kraujo surinkimo mégintuvéliy rezultatai gali

skirtis dél skirtingy gamintojy, priklausomai nuo

naudojamy medziagy ir priedy.

Tai yra kiekvienos laboratorijos atsakomybé ratifikuoti

naudojamo mégintuvélio tipa ir laikytis gamintojy

rekomendacijy.

Méginiai su suspenduotomis fibrino dalelémis ar

eritrocity  stromomis, prie§ tyrimg turi  bdti

centrifuguojami.

Méginio paruoSimas

Sausi mégintuvéliai: palaukite, kol méginiai koaguliuos
ir centrifuguokite tam, kad eliminuoti fibring.

- Kiti mégintuvéliai: laikykités mégintuvéliy gamintojo
rekomendacijy.

- uzSaldyti méginiai: visi atSildyti méginiai prieS tyrimg
turi bdti homogenizuojami. Naudokite vortex tipo
purtykle. Jei reikia, prieS tyrimg meéginius iSgryninkite
centrifuguodami.

Preanalitinis  etapas, |skaitant kraujo  méginiy
paruoSimg, yra pirmasis esminis zingsnis atliekant
medicininius tyrimus. Laikantis Geros Laboratorijos
praktikos, laboratorijos vadovas yra atsakingas uz
tinkamg Sio Zingsnio atlikima.

Jei nepakanka laiko, skirto kreséjimui, gali susiformuoti
fibrinas su mikrokreSuliais, kurie néra matomi plika
akimi. Meéginyje esantis fibrinas, eritrocitai ar
suspenduotos dalelés, gali iSprovokuoti klaidingus
rezultatus.

Méginiai su suspenduotomis fibrino dalelémis arba
eritrocity  stromomis, prie§ tyrimg turi  bdti
centrifuguojami.

Jei tiriate serumo méginius, prieS centrifugavimg
uztikrinkite, kad kreSulys pilnai susiformavo. Kai
kuriems méginiams, ypal surinktiems iS pacienty,
gydomy antikoaguliantais ar trombolitikais, gali prireikti
ilgesnio laiko kreséjimui.

Méginio surinkimo interferencijos

Interferencijos buvo tiriamos laikantis rekomendacijy,

pateikty Clinical and Laboratory Standards Institute

(CLSI®) dokumente EP7-A2 (11).

Né vienas Siy faktoriy neturéjo zymios jtakos Siam

tyrimui:

- hemolizé (po hemoglobino jdéjimo: nuo 0 iki 1.9 g/L
(monomeras)),

- lipemija (po lipidy jdéjimo: nuo 0 iki 4.0 g/L trigliceridy
ekvivalento),

- bilirubinemija (po bilirubino jdéjimo: nuo 0 iki 0.3 g/L),

- cholesterolis (po cholesterolio jdéjimo: nuo 0 iki 5 g/L).

Taciau yra rekomenduojama nenaudoti méginiy, kurie

yra aiSkiai hemolizuoti, lipemiski ar ikteriski ir, jei

jmanoma, surinkti naujus méginius.

Méginio stabilumas

Serumo ir plazmos méginiai pirminiame megintuvelyje

gali bati laikomi prie 18-25°C iki 8 valandy, alikvotos -

prie 2-8°C iki 5 dieny; jei yra reikalingas ilgesnis

saugojimas, serumg ar plazmg uzSaldykite prie —25 +

6°C. Serumo méginiai gali badti laikomi iki 3 ménesiy

prie -25 + 6°C, atliekant iki 3 uzSaldymo/ atSildymo

cikly. Plazmos méginiai gali bati laikomi iki 3 ménesiy

prie -25 + 6°C, atliekant iki 3 uzSaldymo/ atSildymo cikly

NAUDOJIMO INSTRUKCIJOS
Dél pilny instrukcijy ziarékite instrumento
Naudojimo Instrukcijas.

VIDAS PTC protokolo duomeny jvedimas

Naudojant tyrimg pirmg kartg bei prie$ nuskaitant MLE
kortele, nuskanuokite brikSninj kodg (pakuotés
aprasymo gale arba parsisiun¢iamas is
www.biomerieux.com/techlib), naudodami instrumento
braksninio kodo skaitytuva.

Sis nuskaitymas VIDAS PTC protokolo duomenis
perkels | instrumento programine jrangg atnaujinimui.
Sie duomenys turéty biti nuskaitomi tik tada, kai
tyrimas naudojamas pirma karta.

Kalibravimo kreivé

Pastaba: Jei atliekate tyrimg pirma karta, yra batina
j vesti VIDAS® PTC protokolo duomenis (bruksniniai
kodai pakuotés aprasymo pabaigoje arba
parsisiunéiami i§ www.biomerieux.com/techlib) pries
nuskaitant MLE kortele. Jei MLE kortelé buvo
nuskaityta prieS VIDAS PTC protokolo duomenis,
nuskaitykite MLE kortele dar karta.

Prie$ naudojant naujos serijos reagentus, j instrumentg
turi  bdti jvedami duomenys (kitaip gamykliniai
kalibravimo kreivés duomenys) naudojantis MLE
duomenimis. Jei Si operacija néra atliekama pries
pradedant tyrimg, instrumentas negalés atspausdinti
rezultaty. Serijos duomeny jvedimas turi biti atliekamas
vieng kartg kiekvienai serijai.

Priklausomai nuo instrumento, MLE duomenis galima
jvesti automatiSkai arba rankiniu bddu (zZidrékite
naudotojo vadova).

Kalibravimas

Kalibravimas, naudojantis  standartu  pateikiamu
rinkinyje, turi bati atliekamas kiekvieng kartg, kai
atidaromi naujos serijos reagentai, po to kai serijos
duomenys buvo jvesti. Véliau kalibravimas turi bati
atliekamas kas 28 dienos. Si operacija pateikia
instrumentui specifing  kalibravimo  kreive  ir
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kompensuoja galimus mazus tyrimo signalo nukrypimus
rinkinio naudojimo metu.

Kalibratorius, identifikuotas kaip S1, turi bdti tiriamas
dvigubu pakartojimu (zr. Naudotojo vadova).
Kalibratoriaus reikSmé turi badti nustatytose RFV
("Relative Fluorescence Value") ribose. Jei taip néra —
kalibruokite i$ naujo.

Procedura

1. ISimkite reikiamg reagenty kiekj iS Saldytuvo.
Reagentai gali bati naudojami nedelsiant.

2. Naudokite vieng "VITD" strypelj ir vieng "VITD"
SPR® antgalj kiekvienam tiriamam méginiui,
kontrolei ar kalibratoriui. ]sitikinkite, kad pakuoté
sandariai uzdaryta po to kai buvo iSimti SPR
antgaliai.

3. Instrumente tyrimas bus identifikuotas "VITD" kodu.
Kalibratorius turi bdti idenftifikuotas kodu "S1" ir
tiiamas dvigubu pakartojimu. Jei reikia tirti
kontrole, identifikuokite jg kodu "C1".

4. Jei reikia, méginius iSvalykite centrifuguodami.

5. Standarty, kontroliy ir méginiy sumaiSymui
naudokite Vortekso tipo purtykle (serumas ar
plazma — atskirti).

6. PrieS iSpilstyma, jsitikinkite, kad méginiuose,
kalibratoriuose, kontrolése ir skiediklyje néra
burbuliuky.

7. Kalibratoriaus, kontrolés ir méginio tiriamoji
dalis yra 100 pL.

8. |statykite "VITD" SPR antgalius ir "VITD" strypelius j
instrumenta. Patikrinkite ar spalvota etiketé atitinka
tyrimo koda ant SPR antgalio ir reagenty strypelio.

9. Paleiskite tyrimg kaip nurodyta Naudojimo
Instrukcijoje. Visi tyrimo etapai instrumento yra
atliekami automatiskai.

10. Po dozavimo uzkimskite buteliukus ir grgzinkite juos
j 2-8°C.

11. Tyrimas bus atliktas apytiksliai per 40 minuciy. Po
to, kai tyrimas yra atliktas iSimkite SPR antgalius ir
strypelius i$ instrumento.

12. Panaudotus SPR antgalius ir strypelius iSmeskite |
atitinkamag inda.

REZULTATAI IR INTERPRETAVIMAS

Kai tyrimas baigtas, rezultatai jvertinami kompiuteriu
automatikai. Fluorescencija kiekvienam tiriamajam
meéginiui  Reagenty Strypelio matavimo kiuvetéje
matuojama du kartus.

Pirmasis nuskaitymas yra foninis kiuvetés ir substrato
prieSs SPR antgalio jvedimg j substratg nuskaitymas.
Antrasis nuskaitymas vyksta, kai substratas buvo
inkubuotas SPR antgalyje. Santykiné Fluorescencijos
Verté (RFV) paskai¢iuojama atimant foninio nuskaitymo
rezultatus i§ galutiniy rezultaty. Sie skaigiavimai
pateikiami rezultaty lape.

Rezultatai yra automatiskai apskaiciuojami instrumento,
naudojantis kalibravimo kreivémis, kurios iSsaugotos
atmintyje (4-parametry logaritminiu modeliu) ir yra
iSreiSkiami ng/mL arba nmol/L vienetais.

Tyrimo rezultatai turi bati interpretuojami kartu su kitais
klinikiniais ar laboratoriniais duomenimis, taip gydytojui
palengvinant individualaus paciento gydymo paskyrima.

KOKYBES KONTROLE

Kontrolé yra pateikiama kiekviename VIDAS 25 OH
Vitamin D TOTAL rinkinyje.

Si kontrolé turi bati naudojama tuojau pat, kai rinkinys
yra atidaromas, uztikrinant, jog reagenty savybés
nepakito. Kiekvienas kalibravimas turi bati patikrinamas
naudojantis pateikiama kontrole. Instrumentas kontrolés
verte sugebés patikrinti tik tuomet, jei ji nurodoma kaip
C1.

Rezultatai néra priimtini, jei kontrolés verté nukrypsta
nuo tikétinos vertés.

Pastaba

Tai yra naudotojo atsakomybé ar atlikti Kokybés
Kontrole, priklausomai pagal taikomus Vvietinius
reikalavimus.

METODO APRIBOJIMAI

e Interferencija gali bdti aptinkama su tam tikrais
serumais, turinCiais antikiny prieS reagenty
komponentus. Dél Sios priezasties tyrimo rezultatai
turi bati interpretuojami jvertinant paciento istorijg ir
kity atlikty tyrimy rezultatus.

TIKETINY VERCIY RIBOS

Rekomenduojama, kad kiekviena laboratorija
nusistatyty savo referentines vertes iS tiriamosios
populiacijos. Véliausioje literatiroje rekomenduojamas
25-OH Vitamino D lygis yra toks (12):

Statusas 25-(OH) vitaminas D
Stoka <20 ng/ml
Nepakankamas 20-29 ng/ml
Pakankamas 30-100 ng/ml
Galimas toksiSkumas > 100 ng/ml

Referentiné studija buvo atlikta su 140 akivaizdziai
sveiky  suaugusiyjy, remiantis CLSI C28-A3
rekomendacijomis. Serumo méginiai buvo renkami i3
Prancizijos populiacijos nuo sausio iki gruodzio
menesio ir buvo tiriami naudojant VIDAS 25 OH Vitamin
D TOTAL tyrimg. Gautos vertés yra pateikiamos
zemiau*:

. - 25-(OH) vitaminas D
Gautos vertés (n=140) (ng/ml)
Vidutinis 23.1
Gautos verteés
(nuo 2.5 iki 97.5 9.3-485
nuosimgiy)

(*) Preliminaris rezultatai: gaunami rezultatai gali skirtis
tarp laboratorijy bei dél skirtingy geografiniy zony.
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VEIKSMINGUMAS
Studijos, atliktos naudojant VI DAS® 25 OH Vitamin D TOTAL rinkinj, daveé Siuos rezultatus:

Matavimo ribos

VIDAS 25 OH Vitamin D TOTAL matavimo ribos yra nuo 8.1 ng/mL iki 126.0 ng/mL. Vertés, esanCios zemiau apatinés
matavimo ribos yra rodomos kaip <8.1 ng/mL. Vertés, esancios vir§ virSutinés matavimo ribos , yra pateikiamos kaip
>126.0 ng/mL.

Aptikimo ir kiekybiSkumo ribos

Nulinio (blanko) matavimo riba yra 95 nuoSim¢iai i daugiau nei 60 matuoty meéginiy be anali¢iy. Apatiné blanko riba
(LoB) atitinka Zemiau esancig koncentracija, kai tikimybé gauti méginius be anali€iy yra 95%. Nustatyta, jog LoB yra 6.2
ng/mL.

Aptikimo riba (LoD) yra 25(OH) vitamino D koncentracija méginyje, kuri gali bati iSskirta i5 beanali¢io méginio su 95%
tikimybe. Nustatyta, jog aptikimo riba yra 8.1 ng/mL.

Kiekybiskumo riba (LoQ) yra maziausia 25(0OH) vitamino D koncentracija, kuri gali bdti kiekybiSkai iSskirta esant
priimtinam tikslumo ir preciziSkumo lygiui. Nustatyta, jog LoQ riba yra 8.1 ng/mL.

Studija buvo atlikta pagal CLSI® dokumento EP17-A2 rekomendacijas.

Funkciné aptikimo riba

Funkciné aptikimo riba yra apibréZiama kaip 25(OH) vitamino D koncentracija, aptinkama su 20% variacijos koeficientu
tyrimo viduje. Atlikus vidine studijg, buvo nustatyta, jog funkcinio aptikimo riba yra < 8.1 ng/mL.

LinijiSkumas
VIDAS 25 OH Vitamin D TOTAL tyrimas yra linijiSkas savo matavimo ribose (7.1 - 126.2 ng/mL). Vertinta pagal CLSI®
dokumento EP6-A rekomendacijas.

Tikslumas

Studija buvo atliekama pagal CLSI® dokumento EP5-A2 rekomendacijas. Buvo tiriamas 5 Zmogaus méginiy panelis,
patenkantis j aptikimo ribas: kiekvienas méginys buvo tiriamas dvigubu pakartojimu 2 atskiromis tyrimy serijomis per
dieng, iS viso — 20 dieny, naudojant dvi skirtingas reagenty partijas (10 tyrimy per dieng reagenty serijai) su 3
instrumentais (N=240 verCiy méginiui). 3 instrumentai buvo toje pacioje vietoje. Kiekvienai reagenty partijai buvo
atliekamos dvi kalibracijos (5 tyrimy dienos kiekvienos partijos kalibracijai). Atkartojamumas (preciziSkumas serijos
viduje) ir atkuriamumas (instrumento viduje tarp partijy) buvo apskaiciuoti kiekvienam méginiui, naudojant §j protokolg ir
yra pateikiami Zemiau esancioje lenteléje:

Atkartojamumas (mstr_t_xmento \{Idee tarp
Vidutiné partijy) atkuriamumas
Méginys N koncentracija
(ng/mL) Standartine Standartine
deviacija CV (%) deviacija CV (%)
(ng/mL) (ng/mL)
Méginys 1 240 17.1 1.1 6.4 1.8 10.5
Méginys 2 240 21.6 1.1 5.2 1.7 8.1
Méginys 3 240 30.5 1.3 4.2 1.7 5.6
Méginys 4 240 46.7 1.4 3.0 2.3 4.9
Méginys 5 240 100.0 24 24 3.3 3.3
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SpecifiSkumas

VIDAS 25 OH Vitamin D TOTAL tyrimo specifiSkumas buvo vertinamas tiriant kryZzmisSkai reaguojancias medziagas,
laikantis CLSI® dokumento EP7-A2 rekomendacijy. KryZzminis reaktyvumas buvo vertinamas j méginius su 25(OH)
vitaminu D jdedant lenteléje nurodyty substancijy. Studijos rezultaty santrauka yra pateikiama lenteléje.

Tirtas junginys Koncentracija % Kryzminis reaktyvumas"’1
Vitaminas D2 100 ng/mL 9
Vitaminas D3 100 ng/mL 6

1,25(OH), Vitaminas D2 * 100 ng/mL 6

1,25(0H); Vitaminas D3 * 100 ng/mL 81

24,25(0OH); Vitaminas D3 * 10 ng/mL 588

3 epi 25(0H) Vitaminas D3 100 ng/mL S

* Tirti lygiai buvo nuo 10x iki 1000x tipinio endogeninio analités lygio

Vid.verté su jdéta medziaga (ng/ml) - Vid.verte be jdétos medziagos (ng/ml)
X

a KryZzminis reaktyvumas (%) = 100

kryzmiskai reaguojancios medziagos koncentracija (ng/ml)

KryZzminis reaktyvumasb 25(0OH) vitaminui D2 buvo nustatomas naudojant natlraly serumg su endogeniniu 25(OH)
vitaminu D, be jdétos medziagos. Méginiai buvo tiriami skystos chromatografijos bildu, taikant masés spektrometrijos
metodg (LC-MS/MS), kad nustatyti atitinkamas 25(OH) vitamino D2 ir 25(0OH) vitamino D3 koncentracijas. Sioje studijoje
tirti méginiai parodé proporcijg [25(OH) vitaminas D2]/[ 25(OH) vitaminas D3] >4.

b o L 25(0OH)D (Vidas)- 25(OH)D3(LC - MS/MS)
25(0OH) vitaminoD2 kryZminisreaktyvumas (%) = x 100
25(0OH)D2(LC - MS/MS)

Vidutinis 25(0OH) vitamino D2 kryZminis reaktyvumas VIDAS 25 OH Vitamin D TOTAL tyrime yra 91%.

Interferencija
VIDAS 25 OH Vitamin D TOTAL buvo vertinamas dél interferencijos, laikantis CLS| dokumento EP7 A2 rekomendacijy.

Nustatyta, jog né vienas Zemiau nurodyty faktoriy reikSmingai nejtakojo Sio tyrimo:

Zmogaus albuminas 0-60g/L
Reumatoidiniai faktoriai 0-577.7 IlU/mL
HAMA 0-2 pg/mL
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Metody palyginimas

1) VIDAS 25 OH Vitamin D TOTAL tyrimo (Y) palyginimas su IDS-iSYS 25-Hydroxy Vitamin D tyrimu (X) davé Siuos
rezultatus:

Tirty méginiy skaicius: 344
Passing-Bablok regresijos lygtis: Y =0.87 X-0.81
Koreliacijos koeficientas: 0.93

VIDAS 250H Vitamin D TOTAL vs. IDS+iSYS 25-Hydroxy Vitamin D
(Passing & Bablok) .

100 ~

80 4

70 4

60

50

VIDAS 25 OH Vitamin D TOTAL (ng/mL}

0 ‘ ‘ ‘ ‘ ‘
0 20 40 60 80 100
IDS+iSYS 25-Hydroxy Vitamin D (ng/mL)

Méginiy, tirty su VIDAS 25 OH Vitamin D TOTAL, koncentracijos buvo nuo 8.2 ng/mL iki 98.2 ng/mL.

2) VIDAS 25 OH Vitamin D TOTAL tyrimo (Y) palyginimas su LC-MS/MS metodo (X) tyrimu davé Siuos rezultatus:
Tirty méginiy skaicius: 343

Passing-Bablok regresijos lygtis: Y =1,00 X+ 0,41
Koreliacijos koeficientas: 0,86

VIDAS 25 OH Vitamin D TOTAL vs. LC-MS/MS 25-OH Vitamin D

120 1 (Passing & Bablok)

100 A

40 -

20 -

VIDAS 25 OH Vitamin D TOTAL (ng/mL)

0 T T T T T 1
0 20 40 60 80 100 120
LC-MS/MS 25-OH Vitamin D (ng/mL)

Méginiy, tirty su VIDAS 25 OH Vitamin D TOTAL, koncentracijos buvo nuo 8.2 ng/mL iki 98.2 ng/mL.
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ATLIEKUY UTILIZAVIMAS SIMBOLIY RODYKLE
Utilizuokite panaudotus ar nepanaudotus reagentus .
kaip ir kitas iSmetamas medziagas, vykdant infekciniy Simbolis Reiksmé

ar potencialiai  infekciniy  produkty utilizavimo
proceddras. Katalogo numeris
Tai yra kiekvienos laboratorijos atsakomybé elgtis su
atliekomis ar nutekamaisiais vandenimis, susidariusiais In vitro diagnostikos medicinos
dél jy prigimties ir pavojingumo laipsnio bei vertinti juos priemoné

ir elgtis su jais (ar vertinti juos ir elgtis su jais su jais
praeityje) priklausomai nuo vietiniy taisykliy.

<
o

Gamintojas
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Temperattros apribojimai

Sunaudoti iki

Partijos kodas

Dél naudojimo, informacijos
ieSkokite instrukcijoje

Turinys skirtas <n> tyrimy
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BIOMERIEUX, mélynasis logotipas, SPR ir VIDAS yra naudojami, laukiantys registravimo ir/ar registruoti prekybiniai zenklai,
priklausantys bioMérieux, ar vienam i$ filialy arba kompanijy.

CLSI yra prekybinis Zenklas, priklausantis Clinical Laboratory and Standards Institute, Inc.

Bet kuris kitas pavadinimas ar prekybinis Zenklas yra atitinkamo turétojo nuosavybé.
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Quality Control VIDAS® (acv)

Automated test for use on the VIDAS® system to detect abnormal operation of the VIDAS and mini VIDAS instrument

pipette mechanisms and optical systems.

SUMMARY AND EXPLANATION

Quality Control VIDAS (QCV) is used to detect abnormal
operation of pipette mechanisms which may affect the
results of biological tests. It is also intended for checking
that the optical system is capable of measuring high
fluorescence levels.

The QCV test must be run at least once a month in
each position of the VIDAS and mini VIDAS instruments,
or any time that one of the above-mentioned instrument
problems is suspected.

CONTENT OF THE KIT (60 TESTS):

PRINCIPLE

The test corresponds to successive aspirations/dilutions

of fluorescent substrate (4-Methyl-umbelliferone) solutions

which are standardized and have varying levels of
concentration. The aspirations are performed at different
speeds to check pump aspiration capability.

The results obtained at the end of the test correspond to:

e a fluorescence ratio “Test Value 1” (TV1 for mini
VIDAS) for checking that the pipette mechanism is
operating correctly,

¢ a fluorescence reading (Reading 3 for VIDAS and R3
for mini VIDAS) for checking that the optical system is
intact.

The values obtained must be within the acceptable range

defined later in this package insert.

60 QCV Strips STR [Ready-to-use.

60 QCV SPRs (2 x 30) SPR |Ready-to-use.

1 Package insert provided in the kit or downloadable from www.biomerieux.com/techlib

DESCRIPTION

The SPR®:

The SPR is used as a pipetting device and is identified
by the code QCV. Only remove the required number
of SPRs from the pouch.

Description of the QCV strip:

The strip:

The strip consists of 10 wells covered with a labeled,
foil seal. The label comprises a bar code which mainly
indicates the assay code, kit lot number and expiration
date. The last well is a cuvette in which the fluorometric
reading is performed. The wells in the center of the strip
contain the various reagents required for the assay.

Wells Reagents
1 Empty well: no sample is needed for this test.
2 400 L of 4-Methyl-umbelliferone solution (100 pmol/L) in CHES buffer
(20 mmol/L, pH 9.6) + 0.9 g/L sodium azide.
Empty well.
400 yL  of 4-Methyl-umbelliferone solution (0.6 pmol/L) in CHES buffer
(20 mmol/L, pH 9.6) + 0.9 g/L sodium azide.
5-6 600 uyL of 4-Methyl-umbelliferone solution (0.6 pmol/L) in CHES buffer
(20 mmol/L, pH 9.6) + 0.9 g/L sodium azide.
7 Empty well.
8-9 400 uL  of  4-Methyl-umbelliferone  solution (26 pmol/L) in CHES
buffer (20 mmol/L, pH 9.6) + 0.9 g/L sodium azide.
10 Optical cuvette with substrate: 300 uL of 4-Methyl-umbelliferone (0.6 pmol/L) in
CHES buffer (20 mmol/L, pH 9.6) + 0.9 g/L sodium azide.

WARNINGS AND PRECAUTIONS

1. Caution: the strips are photosensitive and must
be kept in their box to be protected from light.

2. Do not use reagents after the expiration date
indicated on the label.

3. Kit reagents contain sodium azide which can react
with lead or copper plumbing to form explosive metal
azides. If any liquid containing sodium azide is
disposed of in the plumbing system, drains should be
flushed with water to avoid build-up.

4. It is recommended to wear gloves as if handling
biological tests.

STORAGE

e Store the VIDAS QCV kit at 2 - 8°C. Do not freeze
reagents. Store all unused reagents in their box at
2-8°C.

o |If stored according to the recommended conditions, all
components are stable until the expiration date
indicated on the label. Do not use the reagents after the
expiration date.

bioMérieux SA
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INSTRUCTIONS FOR USE 2. Create the work list: type QCV and indicate the

Your instrument should be checked at least once a number of tests to be run. . .

month using the VIDAS QCV test, and each time 3. Load the reagent strips and SPRs into the instrument

abnormal operation of the pipette mechanism or optical (Note: no desiccant is needed in the SPR pouch). Be

system is suspected. sure to close all SPR™ doors and tray covers.

It is essential to perform the VIDAS QCV test on all 4. Run the test (see User's Manual). All steps will be

the positions to ensure that the whole instrument has performed automatically by the instrument. The test

been checked. will be completed in approximately 20 minutes.

It is essential to archive patient work lists and their results ~ 5- After the test is completed, print the results and

on a monthly basis in order to track results obtained analyze them as instructed later in this package

between two QCV tests. insert. Once interpretation of results has been

1. Remove necessary components from the kit and validated, dispose of the used SPRs and strips
return all unused components to storage at 2-8°C. into an appropriate recipient.

RESULTS AND INTERPRETATION

The first reading is performed at the beginning of the assay to check that the reading 1 for VIDAS

reagent is intact: R1 for mini VIDAS

The second reading is taken after successive aspirations which are performed at reading 2 for VIDAS

different speeds; they are used to check the ability of the pump to pipette properly: R2 for mini VIDAS

The third reading is taken after a small quantity of highly concentrated substrate is reading 3 for VIDAS

pipetted. This operation is performed to check that the optical system is capable of ———— R3 for mini VIDAS
measuring high fluorescence levels:

When the test is completed, the computer automatically calculates Test Value 1 and 2 (TV1 and TV2 for mini VIDAS)
using the 3 fluorescence readings. The calculations appear on a report.

VIDAS: Test Value (TV1) = —reading2 Test Value (TV2) = __reading3
reading 1 reading 1
ini : _ __R2 ) R3
mini VIDAS:  TV1 = i V2=

The values for reading 3 (R3 for mini VIDAS) and Test Value 1 (TV1 for mini VIDAS) must be within the acceptable
ranges indicated below (see diagram):

- Acceptable range for Test Value 1 (TV1 for mini VIDAS): the Test Value 1 for each position must be > the value
indicated on the kit label. If the result of a particular position is outside the range, two new VIDAS QCV tests must
be run successively in all the positions in the section concerned (for VIDAS and mini VIDAS).

If at least one other non-compliant result is produced in the same section, independent of the position, take the
section offline and contact bioMérieux.

- Acceptable range for reading 3 (R3 for mini VIDAS): reading 3 for each position must be = 4100 RFU. If the result
of a particular position is outside the range, take the instrument offline and contact bioMérieux.

Test Value 1
< value on kit label for 1 no
or several positions in
the section?

A

—» Test Value 1 compliant
yes
Perform VIDAS QCYV test twice in v
all positions in the section
concerned .
Reading 3 or R3 N .| Reading 3 orR3
<4100 RFU ? compliant
Test Value 1 out of range
at least a 2" time in the
section, independent of, yes
the position?
Take the section offline and Take the instrument offline and .
contact bioMérieux contact bioMérieux QCV test compliant

bioMérieux SA English - 2
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LIMITATIONS OF THE METHOD INDEX OF SYMBOLS

- VIDAS QCV may produce an invalid result when the Symbol Meaning

reading 1 or R1 value is < 200 RFU. In this case,
perform the test again using a new QCV strip from a

- i Catalogue number
new lot (if possible).

- VIDAS QCV should only be used to diagnose

In Vitro Diagnostic Medical Device
problems with the instrument pipette mechanism or

optical system. It is not a calibrator. Manufacturer

- VIDAS QCV does not diagnose temperature

problems or leakages. Temperature limitation

- VIDAS QCV should only be used to test the
instrument.

el AERE]

Use by

-
o
-

Batch code

Consult Instructions for Use

Contains sufficient for <n> tests

<[

/’_
\\

Protect from light

. §\.
>

WARRANTY

bioMérieux disclaims all warranties, express or implied,
including any implied warranties of
MERCHANTABILITY AND FITNESS FOR A
PARTICULAR USE. bioMérieux shall not be liable for
any incidental or consequential damages. IN NO
EVENT SHALL BIOMERIEUX'S LIABLITY TO
CUSTOMER UNDER ANY CLAIM EXCEED A
REFUND OF THE AMOUNT PAID TO BIOMERIEUX
FOR THE PRODUCT OR SERVICE WHICH IS THE
SUBJECT OF THE CLAIM.

BIOMERIEUX, the blue logo, SPR and VIDAS are used, pending and/or registered trademarks belonging to bioMérieux, or one of its
subsidiaries, or one of its companies.
Any other name or trademark is the property of its respective owner.

é. u o RCS LYON 673 620 399

Chomi 'Z'°'|"'g"eux SA Tel. 33 (0)4 78 87 20 00
£ emin de I'Orme

MERIEUX Fax 33 (0)4 78 87 20 90

69280 Marcy-I'Etoile - France Www.biomerieux.com
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Quality Control VIDAS® acv)

Automatinis tyrimas skirtas naudojimui su VIDAS® sistema neteisingo VIDAS ir mini VIDAS instrumenty pipeciy

mechanizmo ir optinés sistemos veikimo nustatymui.

SANTRAUKA IR PAAISKINIMAS

Quality Control VIDAS (QCV) yra naudojamas neteisingo
pipetés mechanizmo veikimo, kuris gali turéti poveikj
biologinio tyrimo rezultatams, nustatymui. Taip pat jis
skirtas optinés sistemos patikrinimui ar Si gali matuoti
aukstas fluorescencijos vertes.

QCV tyrimas turi bati atliekamas maziausiai karta per
ménesj kiekvienai VIDAS ir mini VIDAS instrumento
pozicijai ar bet kuriuo metu, kai aukS¢iau minétiems
instrumentams jtariama problema.

RINKINIO SUDETIS (60 TYRIMUY):

PRINCIPAS

Tyrimas atitinka nuosekly fluorescentinio substrato (4-
Metil-umbeliferono) tirpalo jsiurbima/skiedima. Kuris yra
standartizuotas ir turi kintamus koncentracijos kiekius.
|siurbimas yra atliekamas skirtingu greiciu, kad patikrinti
jsiurbimo pompos galimybes.
Gauti rezultatai, gaunami tyrimo pabaigoje, atitinka:
o Fluorescencijos santykj ,Test Value 1%(TV1 - mini
VIDAS) patikrinant pipetés mechanizmo tiksluma,
o fluorescentinj nuskaitymg (nuskaitymas 3 — VIDAS ir
R3 — mini VIDAS) optinés sistemos patikrinimui.
Gautos vertés turi patekti | pakuotés apraSyme
pateikiamas ribas.

60 QCYV strypeliy STR |Paruosti naudojimui.

60 QCV SPR antgaliai| SPR
(2 x30)

Paruosti naudojimui.

1 pakuotés apraSymas, pateikiamas kartu su rinkiniu arba parsisiunCiamas i§ www.biomerieux.com/techlib

APRASYMAS

SPR®:
SPR® yra naudojamas kaip dozavimo priemoné ir

identifikuojama kodu QCV. IS pakuotés paimkite tik
reikiama SPR antgaliy skaiciy.

QCYV strypelio apibudinimas:

Strypelis:

Strypelis susideda i§ 10 Sulinéliy, padengty folija su
etikete. Etiketéje yra bar kodas, kuris pirmiausia nurodo
tyrimo koda, rinkinio serijos numerj ir galiojimo laika.
Paskutiné kiekvieno strypelio duobelé yra kiuveté, kurioje
atliekamas  fluorometrinis matavimas.  Viduriniuose
Sulinéliuose strypelio centre yra jvairls tyrimui reikalingi
reagentai.

Sulinéliai Reagentai
1 Tuscias Sulinélis: Siam tyrimui méginys néra reikalingas.
2 400 pl  4-Metil-umbeliferono  tirpalo (100  pmol/l) CHES  buferyje
(20 mmol/l, pH 9.6) + 0.9 g/l natrio azido.
TuscCias Sulinélis.
4 400 I 4-Metil-umbeliferono  tirpalo (0.6  umol/l) CHES  buferyje
(20 mmol/l, pH 9.6) + 0.9 g/l natrio azido.
5-6 600 pl  4-Metil-umbeliferono  tirpalo (0.6 pmol/l) CHES  buferyje
(20 mmol/l, pH 9.6) + 0.9 g/l natrio azido.
7 Empty well.
8-9 400 pl  4-Metil-umbeliferono  tirpalo (26 pmol/l) CHES  buferyje
(20 mmol/l, pH 9.6) + 0.9 g/l natrio azido.
10 Optiné kiuveté su substratu: 300 pl 4-Metil-umbeliferono (0.6 umol/l) CHES buferyje
(20 mmol/l, pH 9.6) + 0.9 g/l natrio azido.

SPEJIMAI IR ATSARGUMO PRIEMONES

1. Démesio: strypeliai yra jautras Sviesai ir turi bati
laikomi savo dézutéje apsaugoti nuo Sviesos.

2. Nenaudokite reagenty, pasibaigus jy galiojimo laikui,
kuris nurodytas etiketéje.

3. Rinkinio reagentuose yra natrio azido, kuris reaguoja
su Svinu ar variu ir gali sudaryti sprogius metaly
azido junginius. Jeigu skystis, kurio sudétyje yra
natrio azido patenka j kanalizacijos sistemg, batina jj
nuplauti dideliu vandens kiekiu, kad iSvengti Siy
junginiy susikaupimo.

4. Rekomenduojama naudoti vienkartines pirstines kaip
dirbant su biologiniais tyrimais.

SAUGOJIMAS
e Laikykite VIDAS QCV rinkinj prie 2 - 8°C.
‘NesuSaldykite reagenty. Visus nepanaudotus

reagentus laikykite prie 2-8°C.

e Jei laikoma rekomenduojamomis sglygomis, visi
komponentai yra stabilds iki galiojimo datos, nurodytos
ant etiketés. Ziarékite | rinkinio sudéties lentele dél
specialiy laikymo salygy.

bioMérieux SA
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NAUDOJIMO INSTRUKCIJOS 3. |dékite reagenty strypelius ir SPR antgalius j instrumentg
Instrumentas turi biti tikrinamas maziausiai vieng karta per (Pastaba: drégmes sugérejas ®SPR pakuoteje neéra
ménesj naudojant VIDAS QCV tyrima ir kiekvieng kartg kai revlkallngas). |sitikinkite, kad SPR™ durelés ir stalCiukas
jtariamas pipeciy mechanizmo ir optinés sistemos gedimas. uzdaryti. ] o o . o
Svarbu VIDAS QCV tyrima atlikti visoms pozicijoms, 4. Pglelsklte tynma (ziGrékite Naudoprpog I.nstrukcuq).wws.l
uztikrinant, kad visas instrumentas buvo patikrintas. fyrimo  etapai instrumento yra atliekami - automatiskai.
Svarbu archyvuoti pacienty duomenis ir rezultatus kiekvieng Tyrimas bus atliktas apytiksliai per 20 minuciy.

meénesj, siekiant patikrinti duomenis tarp dviejy QCV tyrimy. 5. Po to kai tyrimas atliekamas, atspausdinkite rezultatus

ir patikrinkite juos kaip nurodyta toliau Siame

1. ISimkite ~reikiamus ~komponentus S rinkinio ir pakuotés aprasyme. Kai rezultaty interpretacija atlikta,

ge_n;lgojamus grazinkite | rinkinj ir laikykite - prie panaudotus SPR antgalius ir strypelius iSmeskite j
2. Sukurkite darbinj sgraSg QCV ir nurodykite atliekamy atitinkama inda.
tyrimy skaiciy.

REZULTATAI IR INTERPRETAVIMAS

Pirmasis nuskaitymas yra atliekamas tyrimo pradZioje, jog patikrinti ar nuskaitymas 1, skirtas VIDAS

reagentas néra paZeistas: R1 - skirta mini VIDAS
Antrasis nuskaitymas yra atliekamas po keliy jtraukimy, atliekamy skirtingu nuskaitymas 2, skirtas VIDAS
greiciu; tai yra atliekama pipetés pompos tinkamumui nustatyti: ——— > R2 _skirta mini’ VIDAS
Treciasis nuskaitymas yra atlickamas po nedidelio kiekio dideles nuskaitymas 3, skirtas VIDAS

koncentracijos substrato dozavimo. Si operacija nustato ar optiné sistema ———» R3 - skirta mini VIDAS
gali iSmatuoti dideles fluorescencijos vertes:

Kai tyrimas yra baigtas, kompiuteris automatidkai skaiCiuoja tyrimo 1 ir 2 vertes (TV2, skirta mini VIDAS), naudojant 3
fluorescencijos nuskaitymus. Skai€iavimai pateikiami ataskaitoje.

Tyrimo Nuskaitymas 2 Tyrimo _ nuskaitymas 3

VIDAS: verte nuskaitymas 1 verté nuskaitymas 1
(Tv1) = (TV2)=
- . _ R2 _ R3
mini VIDAS: V1= R TV2= v

Vertés 3 nuskaitymui (R3, skirta mini VIDAS) ir tyrimo verté 1 kiekvienai pozicijai vertés turi patekti j priimtinas ribas, nurodytas
zemiau (Zr. lentele):

i.  Tyrimo vertés 1 priimtinos ribos (TV1 - mini VIDAS): tyrimo verté 1 kiekvienai pozicijai turi bati > vertei, nurodomai ant
rinkinio etiketés. Jei atitinkamos pozicijos rezultatas nepatenka j ribas, i$ eilés pakartotinai turi bati atliekami du VIDAS QCV
tyrimai visoms reikiamoms sekcijos pozicijoms (VIDAS ir mini VIDAS).

Jei yra maziausiai vienas neatitinkantis rezultatas toje pacioje sekcijoje nepriklausomai nuo pozicijos, iSimkite sekcijg ir
susisiekite su bioMérieux.

ii. Nuskaitymo 3 priimtinos ribos (R3 mini VIDAS): 3 nuskaitymas kiekvienai pozicijai turi bati > 4100 RFU. Jei tam tikros
pozicijos rezultatas nepatenka j priimtinas ribas, iSjunkite instrumentg ir susisiekite su bioMérieux.

VT1ar TV1
< verté ant rinkinio
etiketés 1 ar kelioms
ozicijoms sekcijoje?

ne

—» VT1ar TV1 atitinka

taip
VIDAS QCV tyrimg atlikite dukart ¥
visoms reikiamoms pozicijoms
sekcijoje
o 3 ar R3 nuskaitymas ne 3 ar R3 nuskaitymas
<4100 RFU ? atitinka
VT1 ar TV1 nepatenka | ne
ribas maziausiai 2-g kartg
sekcijoje, nepriklausomaj taip
nuo pozicijos?
A
ISimkite sekcijg ir susisiekite su I8junkite instrumentg ir susisiekite QCV tyrimas
bioMérieux su bioMérieux atitinka
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METODO APRIBOJIMAI SIMBOLIY RODYKLE

- VIDAS QCV gali rodyti klaidingg rezultatg, kai 1 ar R1
nuskaitymo verté yra < 200 RFU. Tokiu atveju, tyrimg
atlikite i naujo naudodami naujg QCV strypelj i$
skirtingos partijos (jei jmanoma).

- VIDAS QCV turi bdti naudojama diagnozuoti pipetés
mechanizmo ir optinés sistemos problemas. Tai néra
kalibratorius.

- VIDAS QCV nediagnozuoja temperatiros problemy ar
skysc€io nutekéjimy.

- VIDAS QCV turi bati naudojamas tik instrumento
patikrinimui.

Simbolis Reik§meé

Katalogo numeris

In vitro diagnostikos medicinos
priemoné

Pagaminta

Temperatdriniai apribojimai

Sunaudoti iki

1~k & &

-
o
-

Partijos kodas

Dél naudojimo informacijos iesSkokite
instrukcijoje

Turinys skirtas <n> tyrimy

| &=

”
~

Saugoti nuo Sviesos

Y
)//\

BIOMERIEUX, meélynasis logotipas, SPR ir VIDAS, yra naudojami, registruoti ir/ar laukiantys registravimo prekybiniai zenklai,
priklausantys bioMérieux ar vienam i$ filialy ar kompanijy.
Bet kuris kitas pavadinimas ar prekybinis Zenklas yra atitinkamo turétojo nuosavybé.

é. u o RCS LYON 673 620 399
O | bioMérieux SA Tel. 33 (0)4 78 87 20 00
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