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1. INTENDED USE
These kits are intended for use by appropriately trained and qualified personnel for the qualitative
detection of antibodies to Treponema pallidum in human serum and plasma. The product may
be used for the screening of blood donors, and to aid in the diagnosis of patients where syphilis
infection is suspected.

2.SUMMARY AND EXPLANATION OF THE TEST

Syphilis is a chronic infection that progresses through distinct stages of infection: primary,
secondary, tertiary, and quaternary. These stages produce diverse clinical symptoms, typically
producing initial sores known as chancres then syphilitic rash followed by long periods of dormancy.
Untreated infection may eventually result in cardiovascular problems and neurosyphilis.

The infection is caused by the spirochaete Treponema pallidum, and is usually acquired by sexual
contact, although the disease may be transmitted by transfusion of infected blood. Intra-uterine
infection also occurs. The organism has proved virtually impossible to culture in artificial media, and
diagnosis of the infection usually depends on the demonstration of antibodies in the blood, which
appear soon after initial infection and may persist for many years.

Tests for Syphilis fall into four categories: direct microscopic examination, treponemal antibody
tests, non - treponemal antibody tests and direct antigen tests. Because of the long periods of
dormancy and the non - specific nature of non - treponemal tests, methods that detect specific
anti-treponemal antibodies in blood specimens have become increasingly popular for screening.
Syphilis Total Ab is one such test.

3.PRINCIPLES OF THE PROCEDURE

Syphilis Total Ab use three recombinant antigens in a sandwich assay. The antigens will detect
T. pallidum specific IgG, IgM, and IgA; enabling the test to detect antibodies during all stages of
infection.

The wells are coated with a mixture of 15Kd, 17Kd, and 47Kd T. pallidum recombinant antigens.
Specific antibodies in serum or plasma specimens combine with these antigens and with the
same antigens conjugated to horseradish peroxidase when conjugate is added to a well in which
the specimen has been incubated. After unreacted material has been removed by washing, the
presence of bound enzyme, indicating the presence in the specimen of specific antibodies, is
revealed by a colour change in the substrate/chromogen mixture. The intensity of the colour is
compared to that in control wells to determine the presence or absence of specific antibodies.
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4.REAGENTS

4.1. Description

Presentation/
Identification on label Description preparation
72530 72531
Microplate
R1 | Microplate 12 strips of 8 wells each, coated with 1 plate 5 plates
P T. pallidum recombinant Antigens (rAg) Ready to use | Ready to use
Specific ID number = 97
Concentrated Concentrated Washing Solution (20X) 1 vial 1 vial
R2 | washing solution | Tris NaCl Buffer pH 7.4 70 ml 235 ml
(20X) Preservative: ProClin™ 300 (0.04%) To be diluted | To be diluted
Negative control . .
Tris Buffer, containing BSA (Bovine Serum 1 vial 1 vial
R3 | Negative control L 2.1 ml 21 ml
Albumin) Ready to use | Ready to use
Preservative: ProClin™ 300 (0.1%) v
Positive control (Human)
Human serum containing antibodies to 1 vial 1 vial
R4 | Positive control T.p alltdum ne gatw:_s for HIV1/2, HBS Ag, and 1.6 mi 1.6 ml
HCV diluted in a Tris buffer containing BSA Ready to use | Ready to use
(Bovine Serum Albumin) v y
Preservative: ProClin™ 300 (0.1%)
Conjugate 1 vial 1 vial
R6 | Conjugate T. pallidum rAg / Peroxidase 8 ml 30 ml
Preservative: ProClin™ 300 (0.05%) Ready to use | Ready to use
Substrate buffer 1 vial 1 vial
Citric acid and Sodium acetate solution pH 60 ml 60 ml
R8 | Substrate buffer |, ) o ntaining H,0, (0.015%) and DMSO To be To be
(4%) reconstituted | reconstituted
Chromogen: Chromogen: TMB solution (pink) 1 vial 1 vial
R9 | TMB solution Solution containing 3.3’, 5.5’ 5ml 5ml
(11X) tetramethylbenzidine (TMB) To be diluted | To be diluted
. . . 1 vial 1 vial
Stopping Stopping solution
R10 | solution Sulphuric acid solution (H,SO, 1N) 28 mi 28 ml
P 2o+ Ready to use | Ready to use
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4.2, Storage and handling requirements

This kit should be stored at +2-8°C. Each item of the kit preserved at +2-8°C can be used up to the
expiry date mentioned on the package (unless otherwise indicated).

After opening and in the absence of contamination, R3, R4, R6, R8, R9 and R10 reagents preserved
at +2-8°C can be used up to the expiry date shown on the label.

Identification | Preservation

R1 After opening the vacuum-sealed bag, the microwell strips stored at +2-8°C can
be used for 1 month in their carefully resealed original bag.

R2 The diluted washing solution can be stored at +2-30°C for 2 weeks.
The concentrated washing solution (R2) can be stored at +2-30°C.

R8 + R9 After reconstitution, the reagents stored in the dark can be used for 6 hours at
room temperature (18-30°C).

5.WARNING AND PRECAUTIONS
For in vitro diagnostic use. For healthcare professional use.

5.1. Health and Safety precautions:

e This test kit should be handled only by qualified personnel trained in laboratory procedures and
familiar with their potential hazards. Wear appropriate protective clothing, gloves and eye/face
protection and handle appropriately with the requisite Good Laboratory Practices.

e The test kit contains human blood components. Human source materials used in the preparation
of the reagents have been tested and found non-reactive for hepatitis B surface antigen (HBs Ag),
antibodies against human immunodeficiency viruses (HIV-1 and HIV-2) and antibodies against
hepatitis C virus (HCV). No known test method can offer complete assurance that infectious
agents are absent. Therefore, all human blood derivatives, reagents and human specimens should
be handled as if capable of transmitting infectious disease, following recommended Universal
Precautions for blood borne pathogens as defined by local, regional and national regulations.

¢ Biological spills: Human source material spills should be treated as potentially infectious.

Spills not containing acid should be immediately decontaminated, including the spill area,
materials and any contaminated surfaces or equipment, with an appropriate chemical disinfectant
that is effective for the potential biohazards relative to the samples involved (commonly a 1:10
dilution of household bleach, 70-80% Ethanol or Isopropanol, an iodophor [such as 0.5%
Wescodyne™ Plus, etc.), and wiped dry.

Spills containing acid should be appropriately absorbed (wiped up) or neutralized, the area flushed
with water and wiped dry; materials used to absorb the spill may require biohazardous waste
disposal. Then the area should be decontaminated with one of the chemical disinfectants.

NOTE: Do not place solutions containing bleach into the autoclave!

e Dispose of all specimens and material used to perform the test as though they contain an
infectious agent. Laboratory, chemical or biohazardous wastes must be handled and discarded in
accordance with all local, regional and national regulations.

e For hazard and precaution recommendations related to some chemical components in this test
kit, please refer to the pictogram(s) mentioned on the labels and the information supplied at the
end of instruction for use.

The Safety Data Sheet is available on www.bio-rad.com.
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5.2. Precautions related to the procedure

5.2.1. Preparing

The reliability of the results depends on correct implementation of the following Good Laboratory

Practices:

¢ Do not use expired reagents.

* Do not mix or associate reagents from different lots within a test run.

e Before use wait for 30 minutes for the reagents to stabilize at room temperature (18-30°C).

® The name of the test, as well as a specific identification number for the test is written on the frame
of each microplate. This specific identification number is stated on each strip too.
Syphilis Total Ab: Specific ID number = 97
Verify the specific identification number before use. If the identification number is missing, or
different from the stated number corresponding to the assay to be tested, the strip should not be
used.

REMARK: For washing solution (R2, label identification: 20X coloured green), peroxidase substrate
buffer (R8, label identification: TMB buffer, coloured blue), chromogen (R9, label identification:
TMB 11X, coloured purple) and stopping solution (R10, label identification: 1N coloured red), it is
possible to use other lots than those contained in the kit, provided the same lot is used within a
given test run. These reagents can be used with some other products of our company. Contact
our technical service for detailed information.

Carefully reconstitute the reagents avoiding any contamination.

Use glassware thoroughly washed and rinsed with deionized water or preferably, disposable
material.

Do not allow the microplate to dry between the end of the washing operation and the reagent
distribution.

e The enzyme reaction is very sensitive to metal ions. Consequently, do not allow any metal element
to come into contact with the various conjugate or substrate solutions.

The development solution (substrate buffer + chromogen) must be coloured pink. The modification
of this pink colour within a few minutes after reconstitution indicates that the reagent cannot be
used and must be replaced.

Preparation of the development solution can be made in a clean disposable single use plastic tray
or glass container that has first been pre-washed with 1N HCI and rinsed thoroughly with distilled
water and dried. This reagent must be stored in the dark.

e Never use the same container to distribute conjugate and development solution.

5.2.2. Processing

¢ Do not change the assay procedure.

¢ Do not carry out the test in the presence of reactive vapors (acid, alkaline, aldehyde vapors) or dust
that could alter the enzymatic activity of the conjugate.

e Use a new distribution tip for each sample.

e Well washing is a critical step in this procedure: respect the recommended number of washing
cycles and make sure that all wells are completely filled and then completely emptied. Incorrect
washing may lead to inaccurate results.

e Carefully follow the washing procedures described to obtain maximum test performance. With
some instrument, it could be necessary to optimize the washing procedure (increase of number of
cycle of washing step and/or volume of wash buffer for each cycle) to obtain an acceptable level
of OD background for the negative sample.

e Contact our company for the adaptations and special procedures.
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6.SPECIMENS

Collect a blood sample according to the current practices.

The tests should be performed on undiluted serum or plasma (collected on EDTA, Sodium Citrate,
Sodium Heparin or ACD)

Specimens containing aggregates must be clarified by centrifugation before testing. The samples
should be stored at +2-8°C if testing is to be carried out within 7 days or stored at -20°C for a longer
period. Do not repeat more than 5 freeze/thaw cycles. Samples that have been heat-treated at 56°C
for 1/2 hour may be used.

Samples containing up to 120 g/l of albumin, 200 mg/I of bilirubin, 33 g/l of triolein or 2 g/l of
haemoglobin do not affect the results. However, it is not recommended to use hyperlipaemic or
hyperhaemolysed sera or plasma.

Samples should be thawed and well mixed before testing.

If the specimens are to be shipped, they must be packaged in accordance with the regulations in
force regarding the transport of etiological agents and preferably transport frozen.

7.PROCEDURE

7.1. Materials required but not provided

¢ Distilled water.

e Sodium hypochlorite (household bleach) and sodium bicarbonate.

e Absorbent paper.

e Disposable gloves.

e Safety glasses.

e Disposable tubes.

e Automatic or semi-automatic, adjustable or preset pipettes or multipipettes to measure and
dispense 50 pl, 1 ml and 10 ml.

e Graduated cylinders of 100 ml and 1 L capacity.

e Automatic, semi-automatic or manual microplate washer system (*).

¢ Microplate incubator, thermostatically set at 37°C £1°C ().

e Container for biohazardous waste.

e Microplate reader equipped with 450, 490 nm and 620-700 nm filters (*).

(*) Consult us for detailed information about the equipment recommended by our technical
department.

7.2. Reagents preparation

7.2.1. Ready for use reagents

Reagent 1 (R1): Microplate

Each frame support containing 12 strips is wrapped in a sealed foil bag. Cut the bag using scissors
or a scalpel 0.5 to 1 cm above the sealing. Open the bag and take out the frame. Put the unused
strips back into the bag. Close the bag carefully and put it back into storage at +2-8°C.

Reagent 3 (R3): Negative control

Reagent 4 (R4): Positive control

Reagent 6 (R6): Conjugate
Homogenize by inverting before use.

Reagent 10 (R10): Stopping solution
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7.2.2. Reagents to reconstitute

Reagent 2 (R2): Concentrated washing solution (20X)

Dilute 1:20 in distilled water to obtain the ready-for-use washing solution.
Prepare 800 ml for one plate of 12 strips.

Reagent 8 (R8) + Reagent 9 (R9): Enzyme development solution
Dilute 1:11 the chromogen (R9) in the Substrate Buffer (e.g. 1 ml reagent R9 + 10 ml of R8 reagent)
given that 10 ml are necessary and sufficient to treat 12 strips. Homogenize.

7.3. Assay Procedure
Strictly follow the procedure.
Use negative and positive controls sera for each test in order to validate the test quality.
Follow the following Good Laboratory Practice:
1) Carefully establish the sample distribution and identification plan.
2) Prepare the diluted washing solution R2
3) Take out from the protective packing the support frame and the necessary number of strips (R1).
Put the unused strips back in their packing. Close the packing and replace it at +2-8°C.
4) Distribute in the well in the following order (advisable plate distribution):
e 50 pl of negative control (R3) in A1, B1, C1
e 50 pl of positive control (R4) in D1, E1
e 50 pl of undiluted sample in each well, F1, G1, etc
e 50 pl of conjugate (R6) in each well

Depending on the used system, it is possible to modify the position of controls or the order of
distribution.

Homogenize the reaction mixture with at least 3 aspirations or with a microplate shaker during 5
seconds.

REMARK: The sample and controls distribution can be visually controlled at this step of the
manipulation, there is a difference of colouration between empty well and well with sample.
Dispense conjugate within 5 minutes after the sample distribution. There is a clear difference of
colouration between an empty well and a well containing the red conjugate solution (R6) (Refer
to§7.7).

5) When possible, cover the plate with new adhesive film.

6) Incubate the microplate for 30 to 35 minutes at 37°C + 1°C.

7) If necessary, remove the adhesive film. Aspirate the contents of all wells into a liquid waste
container and add a minimum of 370 pl of washing solution into each well. Aspirate again and
repeat the washing a minimum of 4 times (Total of 5 washing cycles). The residual volume must
be lower than 10 pl (if necessary, dry the strips by turning them upside down on absorbent
paper).

If you have an automatic washer, follow the same operating cycle.

REMARK: Proceed to washing step within 20 minutes.

8) Prepare development solution (reagent R8 + R9).

9) Quickly dispense into each well 50 pl of prepared development solution (R8+R9), freshly
prepared before use. Allow the reaction develop in the dark for 25 to 35 minutes at room
temperature (18-30°C). Do not use adhesive film during this incubation.

REMARK: The distribution of the development solution, which is pink, can be visually controlled

at this step of the manipulation. There is a clear difference of colouration between an empty well
and a well containing the pink substrate solution. (Refer to § 7.7).
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10) Add 50 pl stopping solution (R10) by using the same sequence and rate of distribution as for the
substrate solution. Homogenize the reaction mixture.

REMARK: Distribution of the colourless stopping solution can be visually controlled at this
handling stage. The substrate colour, pink (for negative samples) or blue (for positive samples),
fades from the wells, which become colourless (for negative samples) or yellow (for positive
samples) after adding stopping solution.

11) Carefully wipe each plate bottom. Wait at least 4 minutes after stopping solution addition and
within 30 minutes after stopping the reaction, read the optical density at 450/620-690 nm using
a plate reader.

12) Check for agreement between the spectrophotometric and visual readings and against the plate
and sample distribution and identification plan.

7.4. Quality Control
Use the negative (R3) and positive (R4) controls for each run to validate the tests results. (Refer to
§7.5).

7.5. Test Validation criteria
This test is validated if the conditions below are respected:

1) For the negative control R3:

OD R3 < 0.080
If one control value is above this value, disregard it and carry out the calculation with the two
remaining negative control values.

2) For the positive control R4:
OD R4 > 0.700

7.6. Calculation / Interpretation of the results

The Cut-Off is determined with the negative control R3:

Calculate the mean measured absorbance value for negative control R3 and calculate the Cut-Off
Value (COV) as follow:

CQOV = Mean OD R3 + 0.100

Samples with OD less than the COV are considered negative by Syphilis Total Ab.

Results just below the cut-off value (COV -10% < OD < COV) should however, be interpreted with
caution. It is advisable to retest the corresponding samples in duplicate when the systems and
laboratory procedures permit.

Samples with OD greater than or equal to the COV are considered positive by Syphilis Total Ab and
should be re-tested in duplicate before final interpretation.

Re-tested samples that are above the COV in at least one duplicate are considered positive and
should be investigated further. Samples that are below the Cut-Off in both duplicates are considered
to be negative.

In case of very low optical density for tested samples (negative OD) and when the presence of
samples as well as of reagent is controlled, the results can be interpreted as negative.

It is recommended to confirm the positive samples following the current national recommendations
and algorithms.
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7.7. Spectrophotometric verification of sample and conjugate pipetting (optional)

Samples and controls

The presence of samples and controls into the well can be verified by automatic reading at
450/620 nm.

A well with sample added will have an OD between 0.050 and 1.100.

Conjugate

The conjugate is coloured red.

The presence of conjugate into the wells can be controlled by automatic reading at 450/620 nm. A
well with sample and conjugate will have an OD >1.200.

Development solution pipetting verification

It is possible to verify the presence of pink development solution into the well by automatic reading
at 492 nm.

A well with development solution must have an optical density >0.100 (a lower OD indicates a poor
dispensing of the development solution).

8.TEST LIMITATION

As with all serological tests for syphilis, interpretation of results obtained with Syphilis Total Ab EIA
assay must be used in conjunction with the patient’s clinical symptoms, medical history and other
laboratory findings to produce an overall clinical diagnosis.

No single test or definitive reference standard is available for every stage of the disease. Thus,
syphilis diagnosis relies predominantly on serological testing, requiring results from both
nontreponemal and treponemal methods.

No diagnostic test provides absolute assurance that a sample does not contain low levels of
antibodies to T. pallidum, such as those present at a very early stage of infection. Therefore, a
negative result at any time does not preclude the possibility of exposure to infection with syphilis.

Any ELISA technique may produce false positive reactions. It is recommended to check the
specificity of the reaction of any sample found to be a repeatable positive, according to the
interpretation criteria of the Syphilis Total Ab kit, using a suitable method: Treponema pallidum
Hemagglutination assay.

All treponemal test results tend to remain reactive following treponemal infection therefore they
should not be used to evaluate response to therapy. Because of the persistence of reactivity,
generally for the life of the patient, the treponemal tests are of no value in determining relapse or
re-infection in a patient who had a reactive result. In this case, it is recommended to use other
assays: Syphilis IgM EIA, RPR and TPHA.

The spectrophotometric method for verifying the sample, conjugate, development solution
deposition does not allow to verify the accuracy of the dispensed volume of samples and conjugate.
This method shows only the presence of sample and conjugate. The error rate with this method is
closely linked to the accuracy of the utilized system (a cumulated coefficient of variation of over 10%
for dispensing and reading will significantly decrease the quality of this step).
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9.PERFORMANCES CHARACTERISTICS

9.1. Precision Measurement

The repeatability and intermediate precision have been determined using samples with different
concentrations of Syphilis antibodies. The samples were tested 30 times during the same series of
tests to determine the repeatability.

The samples were also tested in duplicate during 20 days at a rate of 2 tests a day.

The ratio means, standard deviations and Coefficients of Variation (CV) were calculated.

9.1.1. Repeatability:

Samples N Mean of ratios gte?’?;ia;: CV %
Low Negative 30 0.14 0.014 9.5%
High Negative 30 0.68 0.051 7.5%
Low positive Syphilis ab 30 1.90 0.070 3.7%
Positive Syphilis ab 30 3.76 0.130 3.5%
The CVs obtained on the positive samples are less than 10%.
9.1.2. Intermediate Precision
Mean | Intra assay Inter assay / Inter day Tota! -
Samples N of ratio operator reproducibility
SD |CV%| SD |CV%| SD [CV%| SD |[CV%
Low Negative 80| 0.15 | 0.035 |22.5% | 0.023 |14.7% | 0.017 |10.9% | 0.045 |29.0%
High Negative 80| 0.74 | 0.038 | 5.1% | 0.074 |10.0% | 0.006 | 0.8% | 0.084 |11.2%
Low positive Syphilis ab| 80 | 2.30 | 0.112 | 4.9% | 0.312 [13.5% | 0.099 | 4.3% | 0.346 | 15.0%
Positive Syphilis ab 80| 4.13 | 0.180 | 4.3% | 0.543 |13.1% | 0.195 | 4.7% | 0.604 |14.6%

The CVs obtained on the positive samples are less or equal to 15%.

9.2. Clinical Performance
The clinical performance of the Syphilis Total Ab assay has been determined by testing samples
from prospective and retrospective studies:

Prospective study:
- 5195 samples from random blood donors;
- 460 samples from patients for whom Syphilis was suspected

Retrospective study:
- 350 positive from STD patients.

The studies were carried out at 2 blood donor sites, at a STD center (Sexually Transmitted Disease)
and at the Bio-Rad site.
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9.2.1. Diagnostic Specificity

The study was carried out on serum and EDTA plasma samples collected at 2 blood banks on
random donors in France.

A specificity study was also carried out on samples from patients.

All the results were compared to those obtained with other CE mark Syphilis tests.

Table 1: Specificity Test (IR = Initial Reactive; RR= Repeat Reactive)

Total number Initial | Repeat RR

Population Site Sample type . Reactive | Reactive | Specificity 95% CI (%)
specimens (1R) (RR) %)
Serum SST 3127 2 2* 3125/3125
Blood donors| #1 + #2 Plasma EDTA K2 2068 2 2 2066/2066
0, 0/ .
Total 5195 4 & 100% | 99.93%

5191/5191 100%

99.72% 98.42 -
350/351 100%

Patients #3 Serum 351 1 1

* Repeat Reactive samples found positive with other CE mark EIA Syphilis assay were excluded from
the diagnostic specificity calculation.

9.2.2. Diagnostic Sensitivity

Retrospective study:

The study was done on 350 frozen samples of which 2 samples were declared negative and 348
confirmed positive with the CE mark Syphilis assays.

Among these 348 positive samples, 7 samples were from patients at early stage of the infection.
All the 348 samples were found positive with Bio-Rad Syphilis Total Ab assay.

Prospective study:

A total of 460 fresh samples was evaluated with Bio-Rad Syphilis Total Ab assay and compared to
CE mark Syphilis tests.

348 were found negative with both Bio-Rad and reference tests (with two samples qualified as false
positive with reference EIA test)

109 were found positive with both assay tests.

3 samples were showing discrepant results (after retest with Bio-Rad assay):

¢ 1 sample positive with the Bio-Rad Assay and high negative with the reference tests. This sample
with low syphilis rate was at the limit cut-off value for both EIA tests:

e 1 sample positive with the reference tests, negative with the Bio-Rad assay (from 1 patient
without sign)

¢ 1 sample positive with the reference tests, negative IR and positive in re-test with Bio-Rad assay,

Retrospective and Prospective studies:
The global diagnostic sensitivity is equal to 99.56% (457/459) with a confidence interval at 95% of
[98.44% - 99.95%].

Clinical sensitivity:

The clinical sensitivity was also studied on 3 commercial panels and 1 seroconversion panel. The
Bio-Rad Syphilis Total Ab assay was compared to a CE-marked syphilis assay. The detection of
each specimen of the panels is equivalent between Bio-Rad assay and the syphilis reference assay.
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9.3. Analytical Sensitivity

The analytical sensitivity has been evaluated on 2 NIBSC Standards, and calculated at the cut-off

value using a regression:

1. The limit of detection for IgG / IgM was evaluated on 3 lots of Syphilis Total Ab assay and
estimated at 0.53 mIU/ml with Cl 95% [0.10 mIU/ml - 1.30 mIU/ml] using the WHO Standard IgM/
1gG (NIBSC code: 05/132).

2. The limit of detection for IgG was evaluated on 1 lot of Syphilis Total Ab Assay and estimated
at 0.11 mlU/ml with Cl 95% [0.02 mIU/ml - 0.27 mIU/ml] using the WHO Standard 1gG (NIBSC
code: 05/122).

9.4. Analytical Specificity/Cross Reactivity Study

A total of 125 potentially interfering samples containing antibodies against pathogens that could
lead to infectious illnesses (Lyme, Toxoplasmosis, EBV, Leptospirosis, SLE (lupus), Hepatitis A
Antibody, Hepatitis B Antibody, Hepatitis C Antibody, HTLV /I, and HIV), samples from patients
at-risk group (pregnant women, and multiparous women) or samples from patients with immune
system disorders (rheumatoid factors) was tested with the Syphilis Total Ab assay.

Among the 125 samples tested, 1 specimen was found positive repeatable with Syphilis Total Ab
assay; this sample was verified true positive with other CE Syphilis EIA and confirmatory assays.
The specificity observed on this target population is equal to 100% (124/124) with a 95% confidence
interval of [97.1% - 100.0%)].

9.5. Hook Effect

The existence of a possible hook effect was studied by testing 6 Syphilis positive samples with
high titers at different dilutions. The equivalence of results observed among non-diluted and diluted
samples indicates the absence of the hook effect on the samples tested.
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* Questo prodotto contiene componenti umane o animali. Maneggiare con cura.

« Siame produkte yra Zmogiskosios arba gyviininés kilmés sudeétiniy daliy. Elgtis atsargiai.

¢ Dan il-prodott fih komponenti umani jew tal-annimali. Uza b’attenzjoni.

* Dit product bevat menselijke of dierlijke bestanddelen. Breekbaar.

 Dette produktet inneholder humane eller animalske komponenter. Handteres med forsiktighet.

* Niniejszy produkt zawiera sktadniki pochodzenia ludzkiego lub zwierzecego. Nalezy obchodzi¢ sie z nim ostroznie.
¢ Este medicamento contém componentes de origem humana ou animal. Manuseie com cuidado.

* Acest produs contine materiale de origine umana sau animald. Manevrati-l cu grija.

* Denna produkt innehaller bestandsdelar fran ménniska eller djur. Hantera produkten varsamt.

o |zdelek vsebuje Cloveske ali zivalske sestavine. Rokujte previdno.

¢ Tento vyrobok obsahuje ludské alebo zvieracie zlozky. Narabajte s nim opatrne.




H314 - H317
P280 - P305+P351+P338 -
P301+P330+P331 -
P303+P361+P353 -
P333+P313 - P501

(BG)

onacHo

MpuyrHABa TeXKN M3rapsHMA Ha KoxXata M CepUO3HO
yBpexJaHe Ha oumTe. Moxe Aa MPUUMHKU anepruyHa
KOXHa peakLua.

M3nonspanTte npeanasHuW pbKaBuuLU/npeanasHo
obnekno/npeanasHy ounna/npeanasHa Macka 3a auue.
MPU KOHTAKT C OYUTE: MNpomuBanTe BHUMATENHO
C BOAA B MPOAB/IKEHME HA HAKONKO MUHYTW. CBaneTe
KOHTaKTHUTE Neln, ako UMa TakuBa 1 AO0KONKOTO TOBA
e Bb3MOXHO. [poabnkaBaiTe Aa npomusate. [PU
MOMTbLLAHE: nsnnakHete yctata. HE npeaussmkeante
noepbuiaHe. NMPU KOHTAKT C KOXATA (unu kocaTa):
He3abaBHO cBaneTe LANOTO 3aMbpceHO obnekso.
ObneinTe koxarta ¢ Boaa/s3emeTe Ayw [pu nosea Ha
KOXHO Apa3HeHe unu o6puB Ha Koxarta: MoTbpcete
MeAULVHCKM CbBeT/nomoll. Mi3xBbpnete cbabpxaHneTo/
KOHTeHepa B CbOTBETCTBME C MECTHUTE/PernoHaIHNTe/
HaLMOHAHUTE/ MeXAYHapPOAHUTE pasnopesbu.

(€

Nebezpedi

ZpUsobuje tézké poleptani kiize a poskozeni oci. Mlze
vyvolat alergickou kozni reakci.

Pouzivejte ochranné rukavice/ochranny odév/ochranné bryle/
obligejovy &tit. PRI ZASAZENI OCi: Nékolik minut opatrné
vyplachujte vodou. Vyjméte kontaktni ¢ocky, jsou-li nasazeny
a pokud je Ize vyjmout snadno. Pokracujte ve vyplachovani.
PRI POZITi: Vyplachnéte usta. NEVYVOLAVEJTE zvraceni.
PRI STYKU S KUZi (nebo s vlasy): Veskeré kontaminované
Casti odévu okamzité sviéknéte. Oplachnéte kizi vodou/
osprchujte. Pri podrazdéni kiize nebo vyrazce: Viyhledejte
lékar'skou pomoc/oSetteni. Obsah/nadobu likvidujte v souladu
s mistnimi/regionalnimi/narodnimi/mezinarodnimi predpisy.

(DE)

Gefahr

Verursacht schwere Veratzungen der Haut und schwere
Augenschaden. Kann allergische Hautreaktionen verursachen.
Schutzhandschuhe/Schutzkleidung/Augenschutz/
Gesichtsschutz tragen. BEI KONTAKT MIT DEN AUGEN:
Einige Minuten lang behutsam mit Wasser spllen.
Vorhandene Kontaktlinsen nach Md&glichkeit entfernen.
Weiter sptilen. BEI VERSCHLUCKEN: Mund ausspiilen. KEIN
Erbrechen herbeifiihren. BEI KONTAKT MIT DER HAUT (oder
dem Haar): Alle beschmutzten, getrankten Kleidungsstiicke
sofort ausziehen. Haut mit Wasser abwaschen/duschen.
Bei Hautreizung oder -ausschlag: Arztlichen Rat einholen/
arztliche Hilfe hinzuziehen. Entsorgung des Inhalts / des
Behalters gemaB den ortlichen / regionalen / nationalen/
internationalen Vorschriften.

(DK)

Fare

Forarsager sveere forbraendinger af huden og gjenskader. Kan
forérsage allergisk hudreaktion.

Beer beskyttelseshandsker/beskyttelsestoj/ojenbeskyttelse/
ansigtsbeskyttelse VED KONTAKT MED @JNENE: Skyl
forsigtigt med vand i flere minutter. Fjern eventuelle
kontaktlinser, hvis dette kan geres let. Fortsaet skylning. |
TILFALDE AF INDTAGELSE: Skyl munden. Fremkald IKKE
opkastning. VED KONTAKT MED HUDEN (eller haret):

Tilsmudset toj tages straks af/fjernes. Skyl/brus huden
med vand. Ved hudirritation eller udslet: Seg lzegehjzelp.
Bortskaffelse af indholdet/beholderen i henhold til de lokale/
regionale/nationale/internationale forskrifter.

(EE)

Ettevaatust

Pohjustab rasket nahasodvitust ja silmakahjustusi. Voib
pohjustada allergilist nahareaktsiooni.

Kanda kaitsekindaid/kaitserdivastust/kaitseprille/kaitsemaski.
SILMA SATTUMISE KORRAL: loputada mitme minuti jooksul
ettevaatlikult veega. Eemaldada kontaktlaatsed, kui neid
kasutatakse ja kui neid on kerge eemaldada. Loputada
veel kord. ALLANEELAMISE KORRAL: loputada suud.
MITTE kutsuda esile oksendamist. NAHALE (v&i juustele)
SATTUMISE KORRAL: vétta viivitamata koik saastunud réivad
seljast. Loputada nahka veega/loputada dusi all. Nahaarrituse
VOi _obe korral: pdérduda arsti poole. Sisu/konteineri kaitlus
vastavuses kohalike/regionaalsete/rahvuslike/rahvusvaheliste
nduetega.

(EN)

Danger

Causes severe skin burns and eye damage. May cause an
allergic skin reaction.

Wear protective gloves/protective clothing/eye protection/
face protection. IF IN EYES: Rinse cautiously with water for
several minutes. Remove contact lenses, if present and easy
to do. Continue rinsing. IF SWALLOWED: rinse mouth. Do
NOT induce vomiting. IF ON SKIN (or hair): Remove/Take off
immediately all contaminated clothing. Rinse skin with water/
shower. If skin irritation or rash occurs: Get medical advice/
attention. Dispose of contents/container in accordance with
local/regional/national/international regulations.

(ES)

Peligro

Provoca quemaduras graves en la piel y lesiones oculares
graves. Puede provocar una reaccién alérgica en la piel.
Llevar guantes que aislen del frio/gafas/mascara. EN CASO
DE CONTACTO CON LOS OJOS: Aclarar cuidadosamente
con agua durante varios minutos. Quitar las lentes de
contacto, si lleva y resulta facil. Seguir aclarando. EN CASO
DE INGESTION: Enjuagarse la boca. NO provocar el vomito.
EN CASO DE CONTACTO CON LA PIEL (o el pelo): Quitarse
inmediatamente las prendas contaminadas. Aclararse la
piel con agua o ducharse. En caso de irritacién o erupcion
cutanea: Consultar a un médico. Eliminar el contenido o
el recipiente conforme a la reglamentacion local/regional/
nacional/ internacional.

(FI)

Vaara

Voimakkaasti ihoa sydvyttavaa ja siimia vaurioittavaa. Voi
aiheuttaa allergisen ihoreaktion.

Kéayta suojakésineitd/suojavaatetusta/silmiensuojainta/
kasvonsuojainta. JOS KEMIKAALIA JOUTUU SILMIIN:
Huuhdo huolellisesti vedellda usean minuutin ajan. Poista
piilolinssit, _edical voi tehda helposti. Jatka huuhtomista. JOS
KEMIKAALIA ON NIELTY: Huuhdo suu. El saa oksennuttaa.
JOS KEMIKAALIA JOUTUU IHOLLE (tai hiuksiin): Riisu
saastunut vaatetus valittdmasti. Huuhdo/suihkuta iho vedella.
Jos ilmenee ihodrsytysté tai ihottumaa: Hakeudu laékariin.
Sailyta sailié(t) noudattaen paikallisia/alueellisia/kansallisi
kansainvalisia maarayksia.




(FR)

Danger

Provoque des brilures de la peau et des lIésions oculaires
graves. Peut provoquer une allergie cutanée.

Porter des gants de protection/des vétements de protection/
un équipement de protection des yeux/du visage. EN CAS DE
CONTACT AVEC LES YEUX: rincer avec précaution a I'eau
pendant plusieurs minutes. Enlever les lentilles de contact
si la victime en porte et si elles peuvent étre facilement
enlevées. Continuer a rincer. EN CAS D’INGESTION: rincer
la bouche. NE PAS faire vomir. EN CAS DE CONTACT
AVEC LA PEAU (ou les cheveux): enlever immédiatement les
vétements contaminés. Rincer la peau a I'eau/se doucher.
En cas d'irritation ou d’éruption cutanée: consulter un
médecin. Eliminer le contenu/récipient conformément a la
réglementation locale/régionale/nationale/internationale.

(GR)

Kivduvog

MpokaAel ocoBop& BeppaTikE EYKAXUUATX KOL
0PBoApLKEG BAGREC, MTTOpEl VO TTPOKOAETEL GANEPYLKT
SepUATIKA QVTIdpOM.

N @Op&TE TIPOOTATELTIKK YXVTLO/TIPOOTATEVTIKG
eVOUUTO/HETK ATOULKAG TTPOOTAROLNG YLK TOH&TLR/
mpdéowTro. SE MEPINTQSH EMA®HE ME TA MATIA:
ZeTTAOVETE TIPOTEKTIKK HE VEPO YL PKET& AeTrT&. EGv
UTIRPXOLV PAKOL ETTRPAG, KPALPEDTE TOLG, EPOTOV
elva gbkoAo. SuvexioTe va EetAévete. SE MEPINTQSH
KATAMNOZHS: ZemAUveTe TO 0TOPK. MHN TIpoKaNéTETE
epetd. SE MEPINTQSH EMAGHS ME TO AEPMA (f pe
To HOAALE): AQALPEDTE RUECWG OAX TOX HOAUCTHEVK
evdOpTA. ZETTAUVETE TO dépUa pe VEPO/OTO VTOUG. Edv
TTpaTNPENOel epeBLopdg ToL dépUaTOC A eUpavIoTEL
eE&vONua: ZupBouievBeiTe/ETTLoKkePBElTEYLATPO.
ATIOpplYTE TOl TIEPLEXOHEVO/DOXELD TOUPWVX HE TOUG
ToTTIkOUC/EBVIKOVC/dLeBvelg kavoviapolc.

(HR)

Ppasnost

Uzrokuje teske opekline koZe i ozljede oka. Moze izazvati
alergijsku reakciju na koZi.

Nositi zastitne rukavice/zastitnu odijelo/zastitu za oci/zastitu
za lice. U SLUCAJU DODIRA S OCIMA: oprezno ispirati
vodom nekoliko minuta. Ukloniti kontaktne le¢e ukoliko ih
nosite i ako se one lako uklanjaju. Nastaviti ispiranje. AKO SE
PROGUTA: isprati usta. NE izazivati povra¢anje. U SLUCAJU
DODIRA S KOZOM (ili kosom): odmah ukloniti/skinuti svu
zaganenu odjecu. Isprati kozu vodom/tusiranjem. U slu€aju
nadrazaja ili osipa na kozi: zatraziti savjet/pomoc lije¢nika.
Odlozite sadrzaje /spremnike u skladu s lokalnim/regionalnim/
nacionalni/ medunarodnim odredbama.

(HU)

Veszély

Smarkiai nudegina oda ir pazeidzia akis. Allergias bérreakciot
valthat ki.

Véddkeszty(i/védéruha/szemvédé/arcvéddé hasznalata
kotelez6. SZEMBE KERULES esetén: Tobb percig tartd
ovatos Oblités vizzel. Adott esetben a kontaktlencsék
eltavolitasa, ha kdnnyen megoldhaté. Az 6blités folytatasa.
LENYELES ESETEN: a széjat ki kell 8bliteni. TILOS hanytatni.
HA BORRE (vagy hajra) KERUL: Az Gsszes szennyezett
ruhadarabot azonnal el kell tavolitani/le kell vetni. A bért le
kell obliteni vizzel/zuhanyozas. Bérirritacié vagy kilitések
megjelenése esetén: orvosi ellatast kell kérni. Az edény
tartalmat / a tartalyt a helyi/regionalis/nemzeti/nemzetkozi
szabalyozasoknak megfeleléen kell hulladékként elhelyezni.

(Im)

Pericolo

Provoca gravi ustioni cutanee e gravi lesioni oculari. Pud
provocare una reazione allergica cutanea.

Indossare guanti/indumenti protettivi/Proteggere gli occhi/il
viso. IN CASO DI CONTATTO CON GLI OCCHI: sciacquare
accuratamente per parecchi minuti. Togliere le eventuali lenti
a contatto se & agevole farlo. Continuare a sciacquare. IN
CASO DI INGESTIONE: sciacquare la bocca. NON provocare
il vomito. IN CASO DI CONTATTO CON LA PELLE (o con i
capelli): togliersi di dosso immediatamente tutti gli indumenti
contaminati. Sciacquare la pelle/fare una doccia. In caso
di irritazione o eruzione della pelle: consultare un medico.
Smaltire il prodotto/recipiente in conformita con le disposizioni
locali / regionali / nazionali / internazionali.

(0]

Pavojinga

Smarkiai nudegina odg ir pazeidzia akis. Gali sukelti alergine
odos reakcija.

Mavéti apsaugines pirStines/déveti apsauginius drabuzius/
naudoti akiy (veido) apsaugos priemones. PATEKUS | AKIS:
Kelias minutes atsargiai plauti vandeniu. ISimti kontaktinius
leSius, jeigu jie yra ir jeigu lengvai galima tai padaryti. Toliau
plauti akis. PRARIJUS: iSskalauti burng. NESKATINTI
vémimo. PATEKUS ANT ODOS (arba plauku): Nedelsiant
nuvilkti/pasalinti visus uzterstus drabuzius. Oda nuplauti
vandeniu/Ciurksle. Jeigu sudirginama oda arba jg iSberia:
kreiptis j gydytoja. Turinj/talpa iSpilti (iSmesti) - Salinti pagal
vietines / regionines / nacionalines / tarptautines taisykles.

(NL)

Gevaar

Veroorzaakt ernstige brandwonden en oogletsel. Kan een
allergische huidreactie veroorzaken.

Beschermende handschoenen/beschermende kleding/
oogbescherming/gelaatsbescherming dragen. BlJ CONTACT
MET DE OGEN: voorzichtig afspoelen met water gedurende
een aantal minuten; contactlenzen verwijderen, indien
mogelijk; blijven spoelen. NA INSLIKKEN: de mond spoelen
— GEEN braken opwekken. BlJ CONTACT MET DE HUID
(of het haar): verontreinigde kleding onmiddellijk uittrekken
— huid met water afspoelen/afdouchen. Bij huidirritatie of
uitslag: een arts raadplegen. De inhoud en de verpakking
verwerken volgens de plaatselijke/regionale/nationale/
internationale voorschriften.

(NO)

Fare

Foréarsaker alvorlige hudforbrenninger og eyeskader. Kan
forérsake allergiske hudreaksjoner.

Bruk vernehansker/verneklzer/vernebriller/ansiktsskjerm. VED
KONTAKT MED @YNENE: Skyll forsiktig med vann i opptil
flere minutter. Fjern evt. kontaktlinser safremt dette er lett
mulig. Fortsett skyllingen. VED SVELGING: Skyll munnen.
IKKE fremkall brekninger. VED HUDKONTAKT (eller kontakt
med har): Alle tilselte klser ma fiernes straks. Vask/dusj huden
med vann. Ved hudirritasjon eller -utslett: Kontakt / tilkall lege.
Innholdet / emballasjen skal avhendes i henhold til de lokale /
regionale / nasjonale / internasjonale forskrifter.




(PL)

Niebezpieczenstwo

Powoduje powazne oparzenia skéry oraz uszkodzenia oczu .
Moze powodowac¢ reakcje alergiczng skory.

Stosowac rekawice ochronne/odziez ochronna/ochrone oczu/
ochroneg twarzy. W PRZYPADKU DOSTANIA SIE DO OCZU:
Ostroznie ptuka¢ wodg przez kilka minut. Wyja¢ soczewki
kontaktowe, jezeli sg i mozna je tatwo usungé¢. Nadal ptukac.
W PRZYPADKU POEKNIECIA: wyptukac usta. NIE wywotywac
wymiotéw. W PRZYPADKU KONTATKU ZE SKORA (lub z
wiosami): Natychmiast usuna¢/zdja¢ catg zanieczyszczong
odziez. Sptuka¢ skére pod strumieniem wody/prysznicem.
W przypadku wystgpienia podraznienia skéry lub wysypki:
Zasiegna¢ porady/zglosi¢ sie pod opieke lekarza. Zawartosé
/ pojemnik usuwaé zgodnie z przepisami miejscowymi /
regionalnymi / narodowymi / miedzynarodowymi.

(PT)

Perigo

Provoca queimaduras na pele e lesdes oculares graves. Pode
provocar uma reacgao alérgica cutanea.

Usar luvas de protecgao/vestuario de protecgao/proteccéo
ocular/protecgdo facial. SE ENTRAR EM CONTACTO COM
OS OLHOS: enxaguar cuidadosamente com agua durante
varios minutos. Se usar lentes de contacto, retire-as, se
tal lhe for possivel. Continuar a enxaguar. EM CASO DE
INGESTAQ: enxaguar a boca. NAO provocar o vémito. SE
ENTRAR EM CONTACTO COM A PELE (ou o cabelo): despir/
retirar imediatamente toda a roupa contaminada. Enxaguar
a pele com agua/tomar um duche. Em caso de irritagdo ou
erupcdo cutanea: consulte um médico. Eliminar o contetido/
recipiente de acordo com a legislacéo local/regional/nacional/
internacional.

(RO)

Pericol

Provoaca arsuri grave ale pielii si lezarea ochilor. Poate
provoca o reactie alergica a pielii.

Purtati manusi de protectie/imbracaminte de protectie/
echipament de protectie a ochilor/ chipament de protectie a
fetei. IN CAZ DE CONTACT CU OCHII: clatiti cu atentie cu
apa timp de mai multe minute. Scoateti lentilele de contact,
daca este cazul si daca acest lucru se poate face cu usurinta.
Continuati sa clatiti. IN CAZ DE INGHITIRE: clatiti gura. NU
provocati voma. N CAZ DE CONTACT CU PIELEA (sau
parul): scoateti imediat toatd imbracamintea contaminata.
Clatiti pielea cu apa/faceti dus. in caz de iritare a pielii sau
de eruptie cutanata: consultati medicul. Aruncati continutul/
containerul in acord cu regulamentele locale/ regionale/
nationale/internationale.

(SE)

Fara

Orsakar allvarliga fratskador p& hud och 6gon. Kan orsaka
allergisk hudreaktion.

Anvand skyddshandskar/skyddsklader/6gonskydd/
ansiktsskydd. VID KONTAKT MED OGONEN: Skélj férsiktigt
med vatten i flera minuter. Ta ur eventuella kontaktlinser
om det gér latt. Fortsatt att skolja. VID FORTARING: Skolj
munnen. Framkalla INTE krakning. VID HUDKONTAKT
(&ven héret): Ta omedelbart av alla nedsténkta klader. Skolj
huden med vatten/duscha. Vid hudirritation eller utslag: S6k
lakarhjalp. Innehéllet / behéallaren avfallshanteras enligt lokala
/ regionala / nationella / internationella foreskrifter.

(S))

Nevarno

Povzro€a hude opekline koze in poskodbe oci. Lahko
povzrodi alergijski odziv koze.

Nositi zaScitne rokavice/zascitno obleko/zascito za oci/zadcito
za obraz. PRI STIKU Z OCMI: previdno izpirajte z vodo nekaj
minut. Odstranite kontaktne lece, Ce jih imate in ¢e to lahko
storite brez tezav. Nadaljujte z izpiranjem. PRI STIKU Z OCMI:
previdno izpirajte z vodo nekaj minut. Odstranite kontaktne
lece, €e jih imate in e to lahko storite brez teZzav. Nadaljujte
z izpiranjem. PRI STIKU S KOZO (ali lasmi): takoj odstraniti/
sleci vsa kontaminirana obladila. Izprati koZo z vodo/prho.
Ce nastopi drazenje koze ali se pojavi izpuséaj: poisite
zdravnisko pomoc¢/oskrbo. Vsebino/vsebnik odstranite v
skladu z lokalnimi/regionalnimi/narodnimi/mednarodnimi
predpisi.

(SK)

Nebezpecenstvo

Provoaca arsuri grave ale pielii si lezarea ochilor. MéZe vyvolat
alergicku koznu reakciu.

Noste ochranné rukavice/ochranny odev/ochranné okuliare/
ochranu tvare. PO POZITI: vyplachnite Usta. Nevyvolavajte
zvracanie. PO POZITi: vyplachnite Usta. Nevyvolavajte
zvracanie. PRI KONTAKTE S POKOZKOU (alebo viasmi):
Odstrante/vyzlecte vsetky kontaminované casti odevu.
Pokozku ihned’ oplachnite vodou/sprchou. Ak sa prejavi
podrazdenie pokozky alebo sa vytvoria vyrazky: vyhladajte
lekarsku pomoc/starostlivost. Zneskodnenie obsahu/obalu v
stlade s miestnymi/oblastnymi/ narodnymi/medzinarodnymi
nariadeniami.
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