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1 PRODUCTS DESCRIPTION

1.1 DESCRIPTION OF THE PACKAGING

Packaging
Products Names Immediate Outer References

container container

H. pylori Card Aluminium 20/50 Test C06/C07
pouches

Table 1 Packaging
Immediate container is the packaging that protects the device from iy

contamination, and/or damage.
H. pylori Test is temperature and humidity sensitive, propgckaging can

control these variables. Dessicants are includgakages and in test strips.

Product Label size ~elecl Description Contents
Reference
Printed message:

Immediate H. pylori CE fpouch
container: LOT: MED-uuyyyy Laminated pouch é;:isé[cg?lltj(r;na?tse rﬁal
H. pylori card EXP:yyyy-mm

Manufactured: yyyymm
Sample diluent 1x(35x50) C011 Colour white Samjppligedit (3 mL)

Table 2 Identification

15/07/07 Rev. 00 3
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2 BASICS

Helicobacter pylori (H. pylori) is a spiral-shaped bacterium that is found in the
gastric mucous layer or adherent to the epithkhadg of the stomachH. pylori causes
more than 90% of duodenal ulcers and up to 80%astrig ulcers.

The importance ofielicobacter pylori testing has increased greatly since the strong
correlation between the presence of bacteria amfirowed gastrointestinal diseases

(stomach and duodenum) like gastritis, peptic ultieease and gastric carcinoma.

2.1 INTENDED USE

H. pylori Test has been developed with the purpose of providingkduelp in
the diagnosis ofelicobacter pylori infection, by detection dfl pylori antigen in
human stool, and to monitor response during antithesapy in patients.

H. pylori Test is a direct non-invasive testing method, that woprtoduce risk
and discomfort to the patient. Instrumentationraerequired to interpret results

H. pylori Test is a one step coloured chromatographic immaesayafor the
qualitative detection dfielicobacter pylori in faeces.

The device is for professioniil vitro diagnostic use.

2.2 BASIC PRINCIPLES OF THE ASSAY

H. pylori Test is a qualitative immunochromatographic asday the
determination of. pylori in fecal samples. The membrane is pre-coatedpuliclonal
antibodies, on the test band region, against améigens.

During testing, the sample is allowed to react witl coloured conjugate (anti-
H. pylori policlonal antibodies-red polystyrene microsphgresich was pre-dried on
the test. The mixture then moves upward on the manebby capillary action. As the
sample flows through the test membrane, the cotbpeagticles migrate. In the case of a
positive result the specific antibodies presentrenmembrane will capture the coloured
conjugate. The mixture continues to move acrossnteenbrane to the immobilized
antibody placed in the control band region, a gre@oured band always appears. The
presence of this green band serves as 1) verditdhiat sufficient volume is added, 2)

that proper flow is obtained and 3) as an intecoalrol for the reagents.
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2.3 REAGENTS AND KIT COMPONENTS

To perform the test are necessary the test deuic@astool collection tube.

The sample buffer is a mix of biological buffergjts, detergents and proteins.
Also contains Nablas preservative at a concentration less than 0.1%.

Stool samples must be observed as potentiallytiofez Adopt adequate security

practices.

2.4 STORAGE AND STABILITY

Store as packaged in the pouch at 2-30°C. Théstetdble through the expiration
date printed on each pouch. The test must remaiiheirclosed pack until use. Keep it

the remaining test in the sealed pouch with the gented. Do not freeze.

2.5 RUNNING THE ASSAY

2.5.1 Samples

Liquid, semi-solid or solid (formed), can be usatfatery and diarrhoeal
specimens are not appropriate for testing. Stowlpses should be collected in clean
containers and the assay should be done right eftéection. The samples can be
stored in the refrigerator (2-4 °C) for 1-2 daysoptto testing. For longer storage,
maximum 1 year, the specimen must be kept froze2@C. In this case, the sample
will be totally thawed, and brought to room tempera before testing.

Specimen preparation using stool collection tube:

15/07/07 Rev. 00
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- (1) Take out the top of the stool collection tube
- (2) Use the stick to pick up a little sample. Cldise tube with the diluent and stool

sample. (3) Shake the tube in order to assure gagble dispersion.

Stool sample /l

Stool Collection Tube Q) 2

2.5.2 Card Test procedure with stool collection tube:

Allow the tests, stool samples and controls toldaadoom temperature (15-30°C) prior
to testing. Do not open the package until readyetdorm the assay.

1. Proceed to shake the stool collection tube deoto assure good sample dispersion.
Cut the end of the top (4). 4

2. Remove the. pylori Card device from its sealed

bag just before using. II

3. Use a separate stool collection tube and ddwice “
>

each sample or control. Dispense exactly 4 drops or

150 pL into the circular window marked with an‘ / \\
arrow, avoiding to add solid particles with theulidy ., reglon Rbsult region
(5). (5)

In case the tests did not run due to solid pagitdlen into the round window, stir the

sample added or dispense a drop of extraction bufiél seeing the liquid running
through the reaction zone.
4. - Read the result &0 minutes(the coloured bands appear).

3 REACTION DEVICE

3.1 DESCRIPTION AND COMPOQOSITION OF TEST

The H. pylori Card is a plastic device containing a reactioipstfhe inside

reaction strip is made of different laminated miater

15/07/07 Rev. 00
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The device has two regions of interest:

H. pylori Card

%
_<+—Resultszone

<«— Sample region

The strip has two defined areas:
1. Sample region: the white end of the strip is sulg®érinto the sample or the
sample is dispensed on it.

2. Results zone: the white intermediate zone wheredlmured bands appear.

6 l—2
1—
1) Plastic protective material
2) Backing
3) Nitrocellulose membrane 3—
- L Control Regi +5
4) Immobilised antibodies Results ~0" 0! Ne9IOR—
; ZON€ " Result Reqio —» T
5) Control line esu
6) Final absorbent material 47
7) Coloured conjugate 8
" . Sample Region»
8) Initial absorbent material
H. pylori Test

H. pylori Test consists in a strip with several layers: lasogbent material pre-
dried with a coloured latex conjugate to policloaatibodies again$i. pylori antigens,
a nitro-cellulose membrane with coated antibodigairest H. pylori antigens and a
cellulose absorbent.

H. pylori sample diluent (DIL) contains biological buffer,a@l, proteins,

surfactants and 0.095% of sodium azide as preseszvat

3.2 POUCHES PACKAGING:

Laminated aluminium pouches, containing a dessio@terial, are the packaging

that protects. pylori Tests from humidity and damage.

15/07/07 Rev. 00
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4 INTERPRETATION OF RESULTS

As soon as the re-suspended sample is poured ampls region or the strip is
submerged into the sample, a chromatographic psocesves the labelled latex
particles towards the results zone.

If the sample is positivel. pylori antigens react with the antibodies bound to the
red colloidal latex particles. When this complexarficles/antibodies/H. pylori
antigens) reaches the first line result zone, #ct® again with the immobilised
antibodies antH. pylori, producing a reddish band, which increases itsurahtensity
with the course of the chromatography and Withpylori concentration.

If the sample is negative there is Hopylori antigens to react with the antibodies
bound to the colloidal red latex particles. Whea thd colloidal latex particles reach
the results zone, there is no interaction with dhé-H. pylori antibodies immobilised
there. The line remains invisible while the chroogaaphic process advances.

In both cases, the green particles -which havebaenh retained in the first line of
results zone- continue their chromatographic advant¢he second invisible line, where
they react producing a green band (control band).

The interpretation of the results is as follows:

/ / / N7
= °~—GREEN—" =
“—TRED /_\‘_RED
POSITIVE NEGATIVE INVALIDS

H. pylori Card Test

4.1 POSITIVE

Two bands or lines appear in the result zone: disbdpositive) line and a green

(control) line. The upper line, green control lind|l always appears as a strong line.
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The colour intensity of the lower red line (resuitse) will depend on théd. pylori
antigens concentration of the specimen.

This intensity may vary from very strong at highpylori antigens concentrations
to faint when theH. pylori antigens concentration is close to the sensitiintyt of the
test.

4.2 NEGATIVE

Only one green band appears on result zone (cdime)!

4.3 INVALID

No band appears at result region. Other invalidsibd#gies would be showing
two bands of the same colour or a unique red band.

Invalid results may be caused by deteriorationhef teagents or by improper
handling. In this case the test should be repeased) a new test.

H. pylori Test is sensitive to humidity, close the contaialevays tightly. If the
container is stored in the refrigerator, do notropeaintil the room temperature has been
reached in order to avoid water condensation inideool container.

Some stool samples can decrease the intensity afathtrol red line.

4.4 NOTES ON THE INTERPRETATION OF RESULTS

The intensity of the red coloured band in the liest region will vary depending
on the concentration of. pylori presents in the specimen. However, neither the
quantitative value, nor the rate of increaseHnpylori can be determined by this
gualitative test.

4.5 QUALITY CONTROL

Internal procedural controls are included in thet.té green line appearing in the
control region is the internal procedural contribl.confirms a sufficient specimen

volume and a correct procedural technique.

15/07/07 Rev. 00



INT-00
TECHNICAL REPORT ON H. pylori on Stool

5 TEST PERFORMANCE

5.1 SENSITIVITY

5.1.1 Detection Limit

A culture of H pylori bacteria was sonicated, centrifugued and its prote
concentration was determined. This reference amtjgeparation oH pylori was
diluted in the PBS-BSA buffer and tested in accoogawith the kit instructions.

ng/mL 256 128 64 32 16 8 4 2 0
Signal (10%) i + i + + * £
Table 3 Detection limit

We found that, under such conditions, the detecliimit using the reference

antigen preparation dielicobacter pylori is 4-8 ng/mL.

5.2 SPECIFICITY

The use of specific policlonal antibodies in thaberation of MedimaH. pylori
Test assures its high degree of specificity forgams ofHelicobacter pylori.

Using stool samples from Europe and Italian Ho$pitéhe diagnosis was
obtained by clinical evaluation. A first small evation of the test gave the following

results:
CLINICAL EVALUATION
H. pylori TEST
+ - Total
+ 11 1 12
- 0 8 8
Total 11 9 20

Table 4 Results oH. pylori Test samples checked with clinical evaluation.

Sensitivity >99%
Specificity 89%
Positive Predictive Value 92%
Negative Predictive Value >99%
Correlation 95%

15/07/07 Rev. 00 10
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These preliminary values have to be taken withgurgan until more evaluation
data will be available.

5.2.1 Comparison of H. pylori Test and another commercial rapid test for

detection ofH. pylori antigen

12 stool samples were tested in parallel withpylori Test and with another
commercial rapid test, in accordance with the kétructions. These patients showed

gastrointestinal symptoms (like gastritis).

H. pylori Tes Clinical Evaluation Other rapid Clinical Evaluation
+ - Total Test + , Total
+ 7 1 8 + 7 2 9
- 0 4 4 - 0 3 3
Total 7 5 12 Total 7 5 12
Table 5H. pylori test and other rapid Test
. Other commercial
H. pylori rapid test
Test . .
(H. pylori antigen)
Sensitivity 100%(>99%) 100% (>99%)
Specificity 80% 60%
Positive Predictive Value 87.50% 77.78%
Negative Predictive Value 100%(>99%) 100%(>99%)
Correlation 91.67% 83.33%

Results show in both tables 100% sensitivity (>99%)Hopylori Test and the
other rapid test.
These results also show that the specificity, PRY the correlation of. pylori

Test is better than the other commercial rapid test

The detection ofHelicobacter pylori showed 95% of concordance with the
commercial assay.

The antibodies used to elaborate ktheylori Test recognise epitopes present in

the antigen found in stool of patients, as wellimpreparations from the bacteria
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cultures in vitro. SonicatedHelicobacter pylori extract from different commercial

samples reacts witH. pylori Test.

6 FINAL

H. pylori Test is a quick "one step" test for detectiorHofpylori antigen in stool
samples. It is presented in a "ready to use" foramat the interpretation of results is
very simple. In order to ensure the best resulis,necessary to carry out the procedure
as described in the kit insert and to store it unilde best conditions, preferably in cool
room if the room temperature is close to 30 °C. ldm®mmended store temperature is
between 2 and 30°C.

Notwithstanding the high sensitivity oH. pylori Test, aH. pylori infection in a
negative sample cannot be totally excluded. Funtbee, although specificity is high, it
may show some occasional false positive reactionsequently, as a general rule, all
samples giving positive results should be re-teatetirechecked with another different
method with the same or better sensitivity.

This test provides a presumptive diagnosisHorpylori infections. A confirmed
infection diagnosis should only be made by a phgsiafter all clinical and laboratory

findings have been evaluated.

15/07/07 Rev. 00 12
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8 ANNEX

Annex |: Interpretation for the symbols used:

+ very clear band, positive result
+ low intensity band, positive result

- no band, negative result

m In vitro diagnostic device (o) Batch code (Pxxx)

!

Consult instructions for use Catalogue number

[1i]
‘T Keep dry
Ve

Contains sufficient for <n>
tests

Temperature limitation Manufacturer

Do not use if package
damaged

@k < [

Use by (yyyy-mm: year-month)
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