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DECLARATION DE CONFORMITE CE

Nous, SEPPIM S.A.S., zone industrielle 61500 SEES France, déclarons sous notre seule responsabilité que
les réactifs appartenant au groupe 1 «<METABOLITES DIVERS », référencés dans la liste ci-jointe, sont conformes
aux exigences essentielles des annexes I et III de la Directive Européenne 98/79/CE relative aux dispositifs
médicaux de diagnostic /7 vitro et au code de la santé publique.

Cette déclaration s'appuie sur le contenu de chaque dossier technique DOS-CE-XXXX.
(Voir liste ci-jointe).

Sées, le 08 Mars 2012

DECLARATION OF EC CONFORMITY

We, SEPPIM S.A.S., Zone Industrielle 61500 SEES France, hereby certify, under our own responsibility,
that the reagents belonging to Group 1, "MISCELLANEOUS METABOLITES", such as listed hereto, conform to
the essential requirements of appendices I and III of European Directive 98/79/EC, relating to /n vitro diagnostic
medical devices and to the public health code.

This declaration is based upon the contents of each DOS-CE-XXXX technical file.
(See attached list).

Sées, March 8, 2012

DECLARACION CE DE CONFORMIDAD

Nosotros, SEPPIM S.A.S, Zone Industrielle 61500 SEES France, declaramos bajo nuestra Unica responsabilidad
que los reactivos pertenecientes al grupo 1 : "METABOLICOS VARIOS ", referenciados en la lista adjunta, son
conformes con los requisitos esenciales de los anexos I y III de la Directiva Europea 98/79/CE sobre dispositivos
médicos para diagndstico /n vitroy el cddigo de salud publica.

Esta declaracion esta documentada por su contenido de cada archivo técnico DOS-CE-XXXX
(Ver lista adjunta)

Sées, 8 de Marzo de 2012

Valérie GOURDON, _ Francoise DEBIAIS,

4 q

Responsable des Affaires Reglementawes SEPPI M S-A-S Président
Regulatory Affairs Manager 4 rue Auguste Mottin President
de los Asuntos Reglementanos Zone Industrielle _~Presiden

2 61500 SEES - FRANCE £
: b I\ Tél. +33 (0)2 3381 21 00 - Fax +33 (0)2 3328 77
Digitally signed by Ceaicovichi Tudor II _ I SIRET : 318 365 228 00036
Date: 2021.12.04 11:42:37 EET @ G|l

Reason: MoldSign Signature
Location: Moldova

Société par actions simplifiée au Capital de 1 21
SIRET 318 365 228 00036 APE 20597
RC ALENCON 318 365 228
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Zone Industrielle — 61500 SEES — France

Tél.: +33(0)233812100/Fax:+33(0)233287751

GROUPE 1 - METABOLITES DIVERS

GROUP 1 - MISCELLANEOUS METABOLITES

GRUPO 1 — METABOLICOS VARIOS

DESIGNATION DU REACTIF/ REFERENCES/ NOM DU DOSSIER CE/

REAGENT D}ESIGNATIONI REFERENCIAS EC FILE NAME/

DESIGNACION DE REACTIVO NOMBRE DEL ARCHIVO CE

LACTATE LACT-0100 DOS-CE-LACT
AUML-0420/0500/0700/

URIC ACID MONO SL 04270507 /0707 /0250 DOS-CE-AUML

URIC ACID SL AUSL-0400/0600/0250 DOS-CE-AUSL

URIC ACID ACUR-0200/0400/0600 DOS-CE-ACUR

ALBUMIN ALBU-0600/0700/0250 DOS-CE-ALBU

BILIRUBIN TOTAL & DIRECT 4+1

BITD-0600
BIDI-0600/0250
BITO-0600/0250

DOS-CE-BILI 4/ 1

CREATININE JAFFE

CRCO-0600/0700

DOS-CE-CRCO

CREATININE PAP SL

CRSL-0630/0250

DOS-CE-CRSL

IRON TIBC FECA-0050 DOS-CE-TIBC
GPSL-0490/0500/0700/ L
GLUCOSE PAP SL 0507/0707/0250/0455 DOS-CE-GPSL

GLUCOSE PAP

GLUP-0700/0800

DOS-CE-GLUP

GLUCOSE HK SL

GHSL-0600/0250

DOS-CE-GHSL

HEMOGLOBIN HEMO-0400/0500 DOS-CE-HEMO
MICROPROTEIN PRTP-0600/0250 DOS-CE-PRTP
MICROPROTEIN PLUS PRTU-0600/0250 DOS-CE-PRTU
PHOSPHORUS PHOS-0600/0230 DOS-CE-PHOS

TOTAL PROTEIN

PRTB-0600/0700/0250

DOS-CE-PRTB

TOTAL PROTEIN PLUS

PROB-0600/0700/0250

DOS-CE-PROB

UREA UV SL

URSL-0400,0420/0500
0407 /0427/0507/0250/0455

DOS-CE-URSL

UREA UV

URUV-0400/0500

DOS-CE-URUV

Société par actions simplifiée au Capital de 1 219 592.14 €
SIRET 318 365 228 00036
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Zone Industrielle — 61500 SEES — France
Tél. : +33(0)233812100/Fax:+33(0)233287751

DECLARATION DE CONFORMITE CE

Nous, SEPPIM S.A.S., zone industrielle 61500 SEES France, déclarons sous notre seule responsabilité que
les dispositifs appartenant au groupe 5 «CONTROLES/ CALIBRANTS/ STANDARDS », référencés dans la liste ci-
jointe, sont conformes aux exigences essentielles des annexes I et III de la Dlrectlve Européenne 98/79/CE
relative aux dispositifs médicaux de diagnostic /n vitro et au code de la santé publique.

Cette déclaration s'appuie sur le contenu de chaque dossier technique DOS-CE-XXXX.
(Vair liste ci-jointe).

Sées, le 08 Mars 2012

DECLARATION OF EC CONFORMITY

We, SEPPIM S.A.S., Zone Industrielle 61500 SEES France, hereby certify, under our own responsibility,
that the devices belonging to Group 5, "CONTROLS/ CALIBRATORS/ STANDARDS", such as listed hereto, conform
to the essential requirements of appendices I and III of European Directive 98/79/EC, relating to in vitro
diagnostic medical devices and to the public health code.

This declaration is based upon the contents of each DOS-CE-XXXX technical file.
(See attached list).

Sées, March 8", 2012

DECLARACION CE DE CONFORMIDAD

Nosotros, SEPPIM S.A.S, Zone Industrielle 61500 SEES France, declaramos bajo nuestra Unica responsabilidad
que los dispositivos pertenecientes al grupo 5 : "CONTROLES/ CALIBRADORES/ ESTANDARES", referenciados en la
lista adjunta, son conformes con los requisitos esenciales de los anexos I y III de la Directiva Europea 98/79/CE
sobre dispositivos médicos para diagnostico /7 vitro y el codigo de salud publica.

Esta declaracion estd documentada por su contenido de cada archivo técnico DOS-CE-XXXX
(Ver lista adjunta)

Sées, 8 de Marzo de 2012

Valérie GOURDON, _Francoise DEBIAIS,
Responsable des Affaires Réglementaires remdént
ide :

Regulatory Affairs Manager _ SEPPIM S A S /Preg_

Responsable de los Asuntos Reglementarios " Predidente
>f 4 rue Auguste Mottin

Zone Industrielle

61500 QFES - FRANCE
Tél. +33 (0)2 33 81 21 00 - Fax +33(0)2 33 28
SIRET : 318 365 228 0036

Société par actions simplifiée au Capital de 1 219 592.14 €
SIRET 318 365 228 00036 APE 20597
RC ALENCON 318 365 228
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MIED

Zone Industrielle — 61500 SEES — France
Tél. : +33(0)233 8121 00/ Fax : + 33 (0)23328 77 51

GROUPE 5 — CONTROLES/CALIBRANTS/STANDARDS
GROUP 5 — CONTROLS/CALIBRATORS/STANDARDS
GRUPO 5 — CONTROLES/CALIBRADORES/ESTANDARES

DESIGNATION DU REACTIF/ REFERENCES/ NOM DU DOSSIER CE/
REAGENT D}BSIGNATIONI REFERENCIAS EC FILE NAME/
DESIGNACION DE REACTIVO NOMBRE DEL ARCHIVO CE
CK-MB CONTROL CKMB-0900 DOS-CE-CKMB-CT
ELICAL 2 CALI-0550 DOS-CE-CALI2
ELITROL I CONT-0060 DOS-CE-ELIT 1
ELITROL 11 CONT-0160 DOS-CE-ELIT 11
ISE CONTROL 1 ISCT-0046
DOS-CE-ISCT

ISE CONTROL II ISCT-0047
CHOLESTEROL HDL 2G CALIBRATOR HDLL-0011/0041 DOS-CE-HDLL-CAL
CHOLESTEROL LDL 2G CALIBRATOR LDLL-0011/0041 DOS-CE-LDLL-CAL
CHOLESTEROL Standard 200 mg/dL CHOL-0055 DOS-CE-CHOL200
CREATININE Standard 2 mg/dL CREN-0055 DOS-CE-CREN2
GLUCOSE Standard 100 mg/dL GLUP-0055 DOS-CE-GLUP100
MICROPROTEIN Standard 20 mg/dL PRTP-0020 DOS-CE-PRTP20
MICROPROTEIN Standard 100 mg/dL PRTP-0022 DOS-CE-PRTP100
MICROPROTEIN PLUS Standard 100 mg/dL PRTU-0022 DOS-CE-PRTU100
TRIGLYCERIDES Standard 200 mg/dL TRIG-0055 DOS-CE-TRIG200
UREA Standard 50 mg/dL URUV-0055 DOS-CE-URUVS50
URIC ACID Standard 6 mg/dL ACUR-0055 DOS-CE-ACUR6

VU ©© SEPPIM S.A.S

4 rue Auguste Mottin
Zogw’%&rrielle
61500 SEFS \s FRANCE

Tél. +33 (0)2 33 81 2 Fiis
. - Fax +33 (0
SIREF318 365 228 (}005(6 )2 3328 77 51

Société par actions simplifiée au Capital de 1 219 592.14 €
SIRET 318 365 228 00036 APE 20597
RC ALENCON 318 365 228
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bsi.
Certificate of Registration

QUALITY MANAGEMENT SYSTEM - ISO 13485:2016 & EN ISO 13485:2016

By Royal Charter

This is to certify that: Helena Laboratories (UK) Ltd
trading as Helena Biosciences Europe
Queensway South
Team Valley Trading Estate
Gateshead
Tyne and Wear
NE11 0SD
United Kingdom

Holds Certificate Number: MD 69326

and operates a Quality Management System which complies with the requirements of ISO 13485:2016 & EN ISO
13485:2016 for the following scope:

The design, manufacture, supply, servicing and repair of in-vitro diagnostic devices, molecular
biology products, immunochemistry products and medical laboratory equipment and
consumables.

(o C_Saed ¢

Gary E Slack, Senior Vice President - Medical Devices

For and on behalf of BSI:

Original Registration Date: 2002-10-25 Effective Date: 2021-04-14
Latest Revision Date: 2021-04-13 Expiry Date: 2024-04-13
@ Page: 1 of 2
UKAS . o
..making excellence a habit:

003

This certificate was issued electronically and remains the property of BSI and is bound by the conditions of contract.
An electronic certificate can be authenticated online.
Printed copies can be validated at www.bsigroup.com/ClientDirectory

Information and Contact: BSI, Kitemark Court, Davy Avenue, Knowlhill, Milton Keynes MK5 8PP. Tel: + 44 345 080 9000
BSI Assurance UK Limited, registered in England under number 7805321 at 389 Chiswick High Road, London W4 4AL, UK.
A Member of the BSI Group of Companies.


https://pgplus.bsigroup.com/CertificateValidation/CertificateValidator.aspx?CertificateNumber=MD+69326&ReIssueDate=13%2f04%2f2021&Template=uk

Certificate No: MD 69326

Location

Registered Activities

Helena Laboratories (UK) Ltd

trading as Helena Biosciences Europe
Sunderland Enterprise Park

Colima Avenue

Sunderland

SR5 3XB

United Kingdom

The design, manufacture, supply, servicing and repair of
in-vitro diagnostic devices, molecular biology products,
immunochemistry products and medical laboratory equipment
and consumables.

Helena Laboratories (UK) Ltd

trading as Helena Biosciences Europe
Queensway South

Team Valley Trading Estate
Gateshead

Tyne and Wear

NE11 0SD

United Kingdom

Original Registration Date: 2002-10-25

Latest Revision Date: 2021-04-13

The design, manufacture, supply, servicing and repair of
in-vitro diagnostic devices, molecular biology products,
immunochemistry products and medical laboratory equipment
and consumables.

Effective Date: 2021-04-14
Expiry Date: 2024-04-13

Page: 2 of 2

This certificate was issued electronically and remains the property of BSI and is bound by the conditions of contract.

An electronic certificate can be authenticated online.
Printed copies can be validated at www.bsigroup.com/ClientDirectory

Information and Contact: BSI, Kitemark Court, Davy Avenue, Knowlhill, Milton Keynes MK5 8PP. Tel: + 44 345 080 9000
BSI Assurance UK Limited, registered in England under number 7805321 at 389 Chiswick High Road, London W4 4AL, UK.

A Member of the BSI Group of Companies.


https://pgplus.bsigroup.com/CertificateValidation/CertificateValidator.aspx?CertificateNumber=MD+69326&ReIssueDate=13%2f04%2f2021&Template=uk
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REF 5560
REF 5559

Prince Technologies B.V.
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APTT Si L Minus
Instructions for use en

INTENDED PURPOSE

The APTT Si L Minus kit is intended for carrying out clot based haemostasis assays.

For use in the determination of activated partial thromboplastin times (aPTT), and related coagulation procedures using
phospholipid extract and a near-collodial particle activator. The test system can be used on manual, semi-automated and
automated methods. From its origins through the work of Langdell and coworkers and later modified by Proctor and
Rapaport®, the aPTT is used to detect disorders in the intrinsic coagulation system, which involves coagulation factors
VI, IX, X1, Xl prekalllkrem and high molecular weight kininogen. The aPTT is also used in assays which quantitate
these factors and is routinely used for presurgical screening and monitoring of heparin lherapy Commercially available
reagents typically use one of three activators: kaolin, silica, or ellagic acid. In the basic screening test, the aPTT indirectly
measures the formation of thrombin by its action on fibrinogen forming the fibrin clot. In the test, citrated test plasma is
mixed with aPTT reagent for a specified period of time (typically 5 minutes) at *37°C followed by the addition of
pre-warmed (*37°C) calcium chloride (0.025 M). Timing is begun from the time of addition of calcium chloride. The time
required for clot formation is the aPTT. Clot detection can be by mechanical, manual (tilt tube), or photo-optical
measurement.

WARNINGS AND PRECAUTIONS

The reagents contained in this kit are for in vitro diagnostic use only — DO NOT INGEST. Wear appropriate personal
protective equipment when handling all kit components. Refer to the product safety declaration for the link to appropriate
hazard and precautionary statements where applicable. Dispose of components in accordance with local regulations.

COMPOSITION

Component Content Description Preparation
APTT SiL 5 x 5 mL (REF 5562) Reagent contains a near collmdal pamcle Bring to room
Minus 10 x 5 mL (REF 5560) activator (magnesium-als ) for Ire prior to

10 x 10 mL (REF 5559)  optimum sensitivity to factor deflclencles and use. Mix well by swirling
to heparin. The reagent also contains or inversion prior to

phospholipids with buffer and stabilisers. use.
Calcium 5 x 5 mL (REF 5562) The reagent is a 0.025 M solution of calcium The reagent is ready for
Chloride: 10 x 5 mL (REF 5560) chloride. use as packaged.

0.025M 10 x 10 mL (REF 5559)
Each kit contains instructions for use.

ITEMS REQUIRED BUT NOT PROVIDED

Any high quality electro-mechanical or photo-optical coagulation instrument designed for performing activated partial
thromboplastin times may be used.

STORAGE, SHELF-LIFE AND STABILITY

Unopened reagents are stable until the given expiry date when stored under conditions indicated on the vial or kit label.
Store at *2° —*8°C. DO NOT FREEZE. Stable for 30 days after opening. Avoid prolonged heating.

SAMPLE COLLECTION AND PREPARATION

Plastic or siliconised glass should be used throughout. Blood (9 parts) should be collected into 3.2% or 3.8% sodium
citrate anticoagulant (1 part). Separate plasma after centrifugation at 1500 x g for 15 minutes. Plasma should be kept at
*+2°-*8°C or *18 —*24°C. Testing should be completed within 4 hours of sample collection, or plasma can be stored frozen
at -20°C for 2 weeks or -70°C for 6 months. Thaw quickly at *37°C prior to testing. Do not keep at *37°C for more than
5 minutes. This will minimise the neutralisation of the lupus inhibitor®. Erroneous results may be caused by contamination
with tissue fluids or stasis. Avoid agitation, air bubbles or foaming. For the effects of commonly administered drugs, refer
to Young, et al®.

PROCEDURE
Manual Method

1. Prewarm well mixed APTT Si L Minus and 0.025 M Calcium Chloride to *37°C.
2. Prewarm 0.1 mL test plasma in duplicate to *37°C for 2 minutes.
3. Forcibly add 0.1 mL prewarmed APTT Si L Minus to plasma and start timer. Incubate for exactly 5 minutes
at *37°C.
4. Add 0.1 mL prewarmed 0.025 M Calcium Chloride.
5. Note time for clot formation. Report result as aPTT time (seconds).
Automated Method

Refer to the appropriate instrument operator manual for detailed instructions or contact Helena Biosciences Europe for
instrument specific application notes.

INTERPRETATION OF RESULTS

The results of the aPTT test should be reported to the nearest 1/10 of a second. The normal range (usually X + 2 standard
deviations) for each individual laboratory should be established. Results greater than the upper limits of the normal range
should be considered abnormal and follow-up testing should be performed. Any aPTT values less than the lower limits of
the normal range should be repeated on a new blood sample. Short aPTT values may be seen in association with in vivo
thrombosis (e.g. deep vein thrombosis and disseminated intravascular coagulation).

Heparin monitoring

When monitoring heparin therapy, it is important to construct an in vitro reference curve which reflects the average
heparin response, since individual patients respond differently to heparin. In general, one can consider the therapeutic
range for heparin to be 0.2 to 0.5 units/mL>®.

The following precautions should be considered when monitoring heparin therapy:

1. Time of collection is important, since heparin has an in vivo half-life of only 1.5 hours”.

2. Release of platelet factor 4 (heparin neutralising factor) caused by platelet aggregation or damage during
collection, should be avoided. Careful blood collection, proper centrifugation and prompt removal of the platelet
poor plasma from the cells will help minimise the release of platelet factor 4.

3. Baseline data on each patient's aPTT should be established before therapy, to determine the respective patient
aPTT as it relates to the normal range established by the laboratory.

4. Different clot detection systems (mechanical, photo-optical, etc.) show variable sensitivities to heparin. The same
test system should be used when monitoring heparinised patients.

5. Heparin response curves should be reestablished when lot numbers of reagent change and at periodic intervals
with the same lot number.

6. The curve should also be constructed using the same heparin employed in therapy, to eliminate variables
connected with heparins from different sources (e.g. porcine mucosa or bovine lung).

LIMITATIONS

Expected values for the aPTT test will vary from one laboratory to another, depending on the technique used. The method
of clot detection, temperature, pH, collection technique, type of anticoagulant and time and method of specimen storage
are all very important. Plasma sample collection and storage conditions should be standardised and carefully controlled.
Unexpected results should be confirmed by additional tests. Platelet fragments present in a specimen may cause the
release of phospholipids, and thus the neutralisation of any lupus inhibitor present in the specimen. The use of specimens
with small plasma volumes should be avoided due to possible physiological pH changes. Testing could be affected by
several drugs An increase in the aPTT results may be caused by the administration of diphenylhydantoin, heparin,
warfarin and radloggraph\c agents58 Decreased aPTT values may be seen during the use of oral contraceptives, or male
estrogen therapy’ Thus, laboratories should establish their own expected values for patients and well defined
performance s(andards for the control.

QUALITY CONTROL

Each laboratory should establish a quality control program. Normal and abnormal control plasmas should be tested prior
to each batch of patient samples, to ensure satisfactory instrument and operator performance. If controls do not perform
as expected, patient results should be considered invalid.

Helena Biosciences Europe supplies the following controls available for use with this product:

REF 5186 Routine Control N

REF 5187 Routine Control A

REF 5183 Routine Control SA

REF 5301 Speciality Assayed Control N
REF 5302 Speciality Assayed Control A
REFERENCE VALUES

Reference values can vary between laboratories depending on the techniques and systems in use. For this reason each
laboratory should establish its own reference ranges.
PERFORMANCE CHARACTERISTICS

The following performance characteristics have been determined by Helena Biosciences Europe or their representatives
using a photo-optical coagulation instrument. Each laboratory should establish its own performance data.
Reproducibility

Intra-assay precision Inter-assay precision

Sample n Clot formation (seconds) CV(%) n Clot formation (seconds) CV (%)
Routine Control N 10 33.0 0.36 100 329 241
Routine Control SA 10 779 0.31 100 783 0.77
% Factor Factor Vill Factor IX Factor XI
(seconds) (seconds) (seconds)
<1 85.7 70.9 92.4
10 45.9 44.4 50.7
40 34.2 33.9 34.4
100 28.8 28.8 28.8

Heparin (IU/mL) Clot formation (seconds)

29.9
0.2 70.0
0.4 174.0

BIBLIOGRAPHY
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APTT Si L Minus fr
Fiche technique

UTILISATION

Le kit APTT Si L Minus est destiné a la réalisation des analyses de I'hémostase basées sur la formation de caillots.

Utilisé dans la détermination du temps de céphaline activé (TCA), et pour des méthodes de coagulation connexes en
utilisant des extraits de le phospholipide additionnés a particules semi- col\oi’dales comme activateur. Il est possible
d'utiliser le systeme d’analyse avec des méthodes manuelles, i- ées ou autc é Dés le début, avec les
travaux de Langdell et de ses associés', plus tard modifiés par Proctor et F{apapon2 le TCA est utilisé pour détecter des
troubles de la voie intrinséque de la coagulat\on qui implique les facteurs de coagulation VIII, IX, XI, XII, la prékallicréine
et le kininogéne de haut poids moléculaire. Le TCA est aussi utilisé pour déterminer ces facteurs et est couramment
utilisé dans les analyses préopératoires et dans la surveillance de \'héparinothérapies. Les réactifs disponibles sur le
marché utilisent en général 'un de ces trois activateurs: kaolin, silice ou acide ellagique. Dans le test de base, le TCA
mesure de fagon indirecte la formation de thrombine par son action sur le fibrinogéne aboutissant a la formation d’'un
caillot fibrineux. Dans la détermination, le plasma citraté a analyser est mélangé avec le réactif TCA pendant une durée
concréte (en général 5 minutes) & *37°C, puis du chlorure de calcium (0,025 M) préchauffé a *37°C est ajouté. Le
chronométrage commence au moment de I'ajout du chlorure de calcium. Le temps nécessaire & la formation du caillot est
le TCA. Il est possible de détecter la coagulation par une technique mécanique, manuelle (tube incliné) ou avec un
instrument photo-optique.

AVERTISSEMENTS ET PRECAUTIONS

Les réactifs du kit sont a usage diagnostique in vitro uniquement — NE PAS INGERER. Porter un équipement de
protection individuelle approprié lors de la manipulation de tous les composants du kit. Consulter la fiche de données de
sécurité du produit pour obtenir le lien vers les phrases de risque et les conseils de prudence le cas échéant. Eliminer les
composants conformément aux réglementations locales.

COMPOSITION

Composant Contient Description Préparation

APTT SiL 5 x 5 mL (REF 5562) Contient un activateur a particules Ramenez-le a

Minus 10 x 5 mL (REF 5560) semi-colloidales (magnésium- température ambiante

10 x 10 mL (REF 5559)  aluminiumsilicate) pour une sensibilité avant de l'utiliser.

optimale aux déficits de facteurs et a Mélangez bien en
I'héparine. Le réactif contient aussi le remuant ou en
phospholipide avec le tampon et les agents renversant avant
de stabilisation. d'utiliser.

Calcium 5 x 5 mL (REF 5562) Le réactif est une solution de chlorure de Le réactif est prét a

Chloride: 10 x 5 mL (REF 5560) calcium a 0,025 M. I'emploi.

0.025M 10 x 10 mL (REF 5559)

Chaque kit contient une fiche technique.

MATERIEL NECESSAIRE NON FOURNI

Il est possible d'utiliser un instrument de coagulation électromécanique ou photo-optique de haute qualité congu pour
déterminer le temps de céphaline activé.

CONSERVATION, DUREE DE VIE UTILE ET STABILITE

Les flacons de réactif non ouverts sont stables jusqu’a la date de péremption indiquée s'ils sont conservés dans les
conditions indiquées sur I'étiquette du kit ou du flacon. Conservez-le a *+2°_8° C. SANS LE CONGELER. Stable pendant
30 jours aprés ouverture. Evitez des réchauffements prolongés.

PRELEVEMENT ET PREPARATION DES ECHANTILLONS

Utiliser tout au long du prélévement du plastique ou du verre siliconé. Mélanger 9 volumes de sang et 1 volume de citrate
de sodium a 3,2% ou 3,8%. Séparer le plasma aprés centrifugation & 1500 x g pendant 15 minutes. Conserver le plasma
entre "2° —*8°C ou *18 —"24°C. L'analyse doit étre terminée dans les 4 heures suivant le prélévement de I'échantillon;
sinon, il est possible de congeler le plasma 2 semaines & -20°C ou 6 mois & -70°C. Décongeler rapidement & *37°C avant
de reahser l'analyse. Ne pas laisser & *37°C plus de 5 minutes car la neutralisation de la I'inhibiteur lupique serait
réduite’. Il est possible d’obtenir des résultats erronés en cas de contamination avec du Ilqulde tissulaire ou en cas de
stase. Eviter d’agiter et de former des bulles dair ou de I'écume. Se référer & Young, et al® pour connaitre les effets des
médicaments couramment administrés.

PROCEDURE
Méthode Manuelle

1. Préchauffez le mélange d'APTT Si L Minus et de chlorure de calcium & 0,025 M & *37°C.
2. Préchauffez 0,1 mL de plasma & analyser, en dosage double, & *37°C pendant 2 minutes.
3. Ajoutez énergiquement 0,1 mL d'APTT Si L Minus préchauffé au plasma et lancez le coagulométre. Laissez
incuber pendant 5 minutes exactement a *37°C.
4. Ajoutez 0,1 mL de chlorure de calcium a 0,025 M préchauffé.
5. Notez le temps de formation de caillots. Exprimez les résultats TCA en secondes.
Méthodes Automatisées

Consulter le manuel d'utilisation de linstrument approprié pour obtenir des instructions détaillées ou contacter Helena
Biosciences Europe pour obtenir des notes d'application spécifiques a l'instrument.

INTERPRETATION DES RESULTATS

Les résultats de TCA doivent étre relevés en arrondissant au dixieme de seconde. Il appartient & chaque laboratoire de
déterminer ses valeurs usuelles (en général, temps moyen + 2 écarts-types). Des résultats dépassant la limite supérieure
des valeurs usuelles doivent étre considérés comme anormaux et il est nécessaire de réaliser des études plus
approfondies. Si les valeurs du TCA sont inférieures a la limite inférieure des valeurs usuelles, répéter I'analyse avec un
nouvel échantillon de sang. Un TCA raccourci a été trouvé en association avec des thromboses in vivo (par exemple,
thrombose veineuse profonde et coagulation intravasculaire disséminée).

Surveillance de I'heparine

Lors de la surveillance de I'héparinothérapie, il est important de créer une courbe de référence in vitro qui refléte la
réponse moyenne a I'héparine, étant donné que chaque patient répond dlfferemment a I'héparine. On considére en
général que la plage thérapeutique de Ihepanne se situe entre 0,2 et 0,5 unités/mL>®.

Les précautions suivantes doivent étre prises en considération lors de la surveillance de I'héparinothérapie:

1. Le moment du prélévement est important, étant donné la demi-vie in vivo de I'héparine n’est que de 1,5 heure”.

2. Il convient d’éviter que du facteur plaquettaire 4 ne soit libéré (facteur neutralisant 'héparine) en raison de
I'agrégation plaquettaire ou de la rupture de la structure lors du prélévement. Un prélévement de sang correct, une
centrifugation appropriée et un enlévement rapide de plasma pauvre en plaquettes des globules rouges aide a
réduire la libération de facteur plaquettaire 4.

3. Les valeurs initiales du TCA de chaque patient doivent étre établies avant la thérapie afin de déterminer le TCA
patient respectif puisqu’il se rapporte aux valeurs usuelles établies par le laboratoire.

4. Lasensibilité a 'héparine varie en fonction du systéme de détection de coagulation (mécanique, photo-optique,
etc.). Il est nécessaire d’utiliser le méme systéme d’analyse pour la surveillance des patients sous héparine.

5. Les courbes de réponse a I'héparine doivent étre déterminées de nouveau lorsque le numéro de lot de réactif
change et a des intervalles périodiques avec le méme numéro de lot.

6. Lacourbe de réponse a I'héparine doit étre déterminée en utilisant la méme héparine tout au long de la thérapie
afin d’éliminer les variations dues aux différentes sources d’héparine (par exemple, muqueuse porcine ou poumon
bovin).

LIMITES

Les valeurs prévues du TCA varient d’un laboratoire a l'autre suivant la technique utilisée. La méthode de détection du
caillot, la température, le pH, la technique de prélévement, le type d’anticoagulant ainsi que la durée et le mode de
conservation de I'échantillon sont des parameétres trés importants. Les conditions de prélévement et de conservation de
I'échantillon de plasma doivent étre normalisées et soigneusement contrélées. Tout résultat hors intervalle doit étre
confirmé par des analyses supplémentaires. La présence de fragments de plaquettes dans un échantillon peut entrainer
la libération de phospholipides et, par conséquent, la neutralisation de tout inhibiteur lupique présent dans I'échantillon. Il
convient d'éviter d'utiliser des petits volumes de plasma en raison des potentielles variations physiologiques du pH.
L'analyse peut étre affectée par divers meédicaments®. Un TCA allon gﬁe peut étre du a I'administration de
diphénylhydantoine, d’héparine, de warfarine et de substances radiologiques™®. Un TCA raccourci peut étre observé en
cas d'utilisation de contraceptifs oraux ou chez les sujets sous cestrogenotheraple 100 appartient donc a chaque
laboratoire d'établir ses propres valeurs attendues pour les patients et de déterminer ses normes de performances pour le
controle.

CONTROLE QUALITE

Chaque laboratoire doit établir un programme de contréle qualité. Les plasmas de contréle, normaux et anormaux,
doivent étre testés avant chaque lot d’échantillons patients afin de s’assurer que I'instrument et I'opérateur offrent des
performances satisfaisantes. Si les contréles ne donnent pas les résultats prévus, les résultats du patient doivent étre
considérés comme non valables.

Helena Biosciences Europe distribue les contréles suivants a utiliser avec ce produit:

REF 5186 Routine Control N

REF 5187 Routine Control A

REF 5183 Routine Control SA

REF 5301 Speciality Assayed Control N
REF 5302 Speciality Assayed Control A

VALEURS DE REFERENCE

Les valeurs de référence peuvent varier d’'un laboratoire a I'autre suivant les techniques et les systémes utilisés. C'est
pour cette raison qu’il appartient a chaque laboratoire de déterminer ses propres plages de référence.
CARACTERISTIQUES DE PERFORMANCES

Helena Biosciences Europe ou ses mandataires ont déterminé les caractéristiques de performance suivantes en utilisant
un instrument de coagulation photo-optique. Chaque laboratoire doit établir ses propres données de performance.
Reproductibilité

Précision intra-série Précision inter-séries

Echantillon n Formation du caillot cv n Formation du caillot cv
(seconde) (%) (seconde) (%)
Routine Control N 10 33,0 0,36 100 32,9 2,41
Routine Control SA 10 77,9 0,31 100 78,3 0,77
% Facteur Facteur VIll Facteur IX Facteur XI
(secondes) (secondes) (secondes)
<1 85,7 70,9 92,4
10 45,9 44,4 50,7
40 34,2 33,9 34,4
100 28,8 28,8 28,8

Héparine (U/mL) Formation du caillot (seconde)

0 29,9
0,2 70,0
0,4 174,0
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APTT Si L Minus
Anleitung d e

VERWENDUNGSZWECK

Das APTT Si L Minus-Kit ist fiir koagulometrische Gerinnungstests vorgesehen.

Zur Besti ing der 1 partiellen Thr inzeit (aPTT) und &hnlichen Gerinnungsverfahren mit Extrakt von
Phospholipid und mit nahezu kolloiden Partikeln als Aktivator. Das Testsystem kann mit manuellen, halbautomatischen
oder automatischen Methoden angewendet werden. Der APTT-Test wurde durch die Arbeit von Langdell und Mitarbeitern
kon2|p|ert' und spéter durch Proctor und Rapaport modifiziert?, die aPTT wird zum Nachweis von Funktionsstérungen im
intrinsischen Gerinnungssystem verwendet, zu welchem die Gerinnungsfaktoren VIII, IX, XI, XlI, Prékallikrein und
hochmolekulares Kininogen gehéren. Die aPTT wird auch bei Tests verwendet, die diese Faktoren quantifizieren, und
routinemaBig bei der OP-Vorbereitung und dem Monitoring der Heparintherapie verwendet’. Kommerziell erhaltiiche
Reagenzien enthalten Ublicherweise einen von drei Aktivatoren: Kaolin, Siliziumdioxid oder Ellagsaure. Bei einem
Standard-Screening-Test misst die aPTT indirekt durch ihr Einwirken auf Fibrinogen die Thrombinbildung und damit der
Bildung eines Fibringerinnsels. Das zu testende Citratplasma wird im Testansatz mit aPTT-Reagenz bei *37°C iiber einen
bestimmten Zeitraum (liblicherweise 5 Minuten) gemischt und danach vo | (*37°C) Calcit orid (0,025 M)
zugegeben. Mit Zugabe des Calciumchlorids wird die Zeit gestoppt. Die Zeit, die es zur Gerinnselbildung braucht, wird als
aPTT bezeichnet. Nachweis der Gerinnselbildung kann mechanisch, manuell (Kippmethode) oder lichtoptisch erfolgen.

WARNHINWEISE UND VORSICHTSMASSNAHMEN

Die in diesem Kit enthaltenen Reagenzien sind ausschlieBlich fir die Verwendung von in-vitro-Diagnosen vorgesehen.
NICHT VERSCHLUCKEN. Tragen Sie beim Umgang mit samtlichen Komponenten des Kits geeignete Schutzausriistung.
Beachten Sie gegebenenfalls die Verweise auf entsprechende Gefahren- und Vorbeugeerkldarungen in der
Produktsicherheitserklarung. Entsorgen Sie die Komponenten gemaB den értlichen Vorschriften.

ZUSAMMENSETZUNG

Komponente Inhalt Beschreibung Vorbereitung
APTTSiL 5 x 5 mL (REF 5562) Das Reagenz enthalt einen Aktivator aus Bringen Sie es vor der
Minus 10 x 5 mL (REF 5560) nahezu kolloiden Partikeln Verwendung auf

10 x 10 mL (REF 5559)  (MagnesiumAluminium-Silikat), mit dem
eine optimale Sensitivitit gegeniiber
Faktor-Mangelzustanden und Heparin
erreicht wird. AuBerdem enthélt das
Reagenz Phospholipid mit Puffer und
Stabilisatoren.

Raumtemperatur. Vor
dem Gebrauch gut
mischen durch Verwirbeln
oder Umdrehen.

Calcium 5x 5 mL (REF 5562) Das Reagenz besteht aus einer 0,025 M Das Reagenz ist
Chloride: 10 x 5 mL (REF 5560) Calciumchlorid-Lésung. gebrauchsfertig verpackt.
0.025M 10 x 10 mL (REF 5559)

Jedes Kit enthalt eine Gebrauchsanweisung.

ERFORDERLICHE, ABER NICHT MITGELIEFERTE ARTIKEL

Es kann jedes zur Durchfiihrung der aktivierten partiellen Tt inzeit geeignete, qualitative hochwertige
elektromechanische oder lichtoptische Geréat benutzt werden.

LAGERUNG, HALTBARKEIT UND STABILITAT

Ungedffnete Reagenzien sind unter den auf Verpackung oder Flaschchen angegebenen Lagerbedingungen bis zum
aufgedruckten Verfallsdatum stabil. Bei *2° —*8°C lagern. NICHT EINFRIEREN. Das Produkt ist nach dem Offnen 30
Tage lang stabil. Vermeiden Sie lang andauerndes Erhitzen.

PROBENENTNAHME UND VORBEREITUNG

Nur Plastik oder Silikonglas verwenden. Blut (9 Teile) sollte in 3,2% oder 3,8% Natriumcitrat als Antikoagulanz (1 Teil)
entnommen werden. 15 Minuten bei 1500 g zentrifugieren und Plasma abpipettieren. Plasma bei *2° —*8°C oder
*18 —*24°C lagern. Plasma sollte innerhalb von 4 Stunden verarbeitet oder tief gefroren bei -20°C fiir 2 Wochen oder
-70°C fur 6 Monat gelagert werden. Vor dem Testen schnell bei *37°C auftauen. Nicht langer als 5 Minuten bei *37°C
belassen?; das minimiert die Neutralisation des Lupus-Inhibitors. Fehlerhafte Resultate kénnen durch Kontamination mit
Gewebeflusslgke\! oder Stase verursacht werden. Schiitteln, Luﬂblasen oder Schaumbildung vermeiden. Fir die
Auswirkungen héufig verabreichter Medikamente siehe Young et al®.

VORGEHENSWEISE
Manuelle Methode

1. Warmen Sie gut gemischtes APTT Si L Minus und 0,025 M Kalziumchlorid auf *37°C vor.

2. Warmen Sie zwei Proben des Testplasmas von 0,1 mL 2 Minuten lang auf *37°C vor.

3. Geben Sie 0,1 mL vorgewéarmtes APTT Si L Minus zu dem Plasma hinzu, und starten Sie den Timer. Inkubieren

Sie genau 5 Minuten lang bei *37°C.

4. Fugen Sie 0,1 mL von den a 0,025 M Kalzi id hinzu.

5. Notieren Sie die Zeit der Gerinnselbildung. Zeichnen Sie das Ergebnis als die aPTT-Zeit in Sekunden auf.
Automatisierte Methoden

Siehe die Bedienungsanleitung des entsprechenden Geréts fiir genaue Anweisungen oder wenden Sie sich an Helena
Biosciences Europe fiir spezielle anwendungstechnische Hinweise.

INTERPRETATION DER ERGEBNISSE

Die Ergebnisse des aPTT-Tests bis auf ein Zehntel genau in Sekunden angeben. Jedes einzelne Labor sollte seinen
Normalbereich (fiir gewohnlich X + 2 s) selbst ermitteln. Ergebnisse Uber der Grenze des oberen Normalbereichs sollten
als abnormal angesehen und der Test wiederholt werden. aPTT-Werte unter dem unteren Normalbereich sollte mit einer
frischen Blutprobe wiederholt werden. Verkirzte aPTT-Werte kénnen in vivo mit einer Thrombose verbunden beobachtet
werden (d. h. tiefe Venenthrombose und Verbrauchskoagulopathie).

Heparin-Monitoring

Bei der Uberwachung von Heparin-Therapien ist es wichtig, eine in vitro Referenzkurve zu erstellen, welche, da die
einzelnen Patienten unterschiedlich auf Heparin reagieren, die durchschnittliche Reaktion auf Heparin widerspiegelt. Im
Aligemeinen gilt fiir Heparin der therapeutische Bereich von 0,2 bis 0,5 Einheiten/mL%®

Folgende VorsichtsmaBnahmen sollten bei der Uberwachung der Heparin-Therapie berticksichtigt werden:

1. Der Zeitpunkt der Entnahme ist wichtig, da Heparin in vivo eine Halbwertszeit von nur 1,5 Stunden hat’.

2. Freisetzung des Plattchenfaktors 4 (Heparin neutralisierender Faktor) durch Thrombozyten-Aggregation oder
Schéadigung bei der Entnahme sollten vermieden werden. Sorgféltige Blutentnahme, richtiges Zentrifugieren und
sofortiges Trennen des plattchenarmen Plasmas von den Zellen trégt dazu bei, die Freisetzung des
Plattchenfaktors 4 zu minimieren.

3. Vor der Therapie sollte von jedem Patienten aPTT-Ausgangswerte erstel\! werden um von dem entsprechenden
Patienten das aPTT hinsichtlich des von Labor Nc

4. Die verschiedenen Systeme der Gerinnselerkennung (mechanisch, lichtoptisch usw.) reagleren mit
unterschiedlicher Sensibilitat auf Heparin. Zur Uberwachung heparinisierter Patienten immer dasselbe Testsystem
verwenden.

5. Heparin-Reaktionskurven neu erstellen, wenn die Chargen-Nummer des Reagenz sich &ndert, und in
regelméBigen Abstanden auch innerhalb der gleichen Charge.

6. Die Kurve sollte mit dem Heparin erstellt werden, das auch in der Therapie verwendet wird, um die mit Heparinen
aus unterschiedlicher Quelle (z. B. Mucosa vom Schwein oder Lunge vom Rind) verbundenen Variablen
auszuschlieBen.

EINSCHRANKUNGEN

Normalwerte fiir den aPTT-Test variieren je nach angewendeter Technik von Labor zu Labor. Sehr wichtig dafir sind:
Methode der Gerinnselerkennung, Temperatur, pH, Entnahmeverfahren, das verwendete Antikoagulanz und Dauer und
Art der Probenlagerung. Die Entnahme und Lager ingen der Pl 1 sollten standardisiert sein und
sorgfaltig Gberprift werden. Unerwartete Ergebnisse miissen durch weitere Untersuchungen bestéatigt werden. In einer
Probe vorhandene Thrombozytenfragmente kénnen die Freisetzung von Phospholipiden verursachen und so eventuell in
der Probe vorhandene Lupus-Inhibitoren neutralisieren. Proben mit geringem Plasmavolumen sollten wegen méglicher
physiologischer pH-! Veranderungen nicht verwendet werden. Die Untersuchung kann durch verschiedene Medikamente
beeintréchtigt werden®. Eine Verlangerung der aPTT-Ergebnisse kann durch die Gabe von Diphenylhydantoin, Heparin,
Warfarin - und  Rontgenmittel ~gegeben sein®®.  Verminderte aPTT-Werte kénnen bei Einnahme oraler
Emptangnisverhitungsmittel oder Ostrogentherapie beim Mann beobachtet werden®™®. Daher sollten Labors fiir
Patienten ihren eigenen Referenzbereich und klar definierte Leistungsstandards fiir die Kontrolle erstellen.

QUALITATSKONTROLLE

Jedes Labor muss fiir eine eigene Qualitatskontrolle sorgen.

Vor jeder Testreihe mit Patientenproben miissen normale und pathologische Kontrollplasmen getestet werden, um eine
zufrieden stellende Gerateleistung und Bedienung zu gewahrleisten. Liegen die Kontrollen auBerhalb des Normbereichs,
sind die Patientenergebnisse nicht zu verwenden.

In Verbindung mit diesem Produkt bietet Helena Biosciences Europe die folgenden Kontrollen an:

REF 5186 Routine Control N

REF 5187 Routine Control A

REF 5183 Routine Control SA

REF 5301 Speciality Assayed Control N
REF 5302 Speciality Assayed Control A
REFERENZWERTE

Referenzwerte konnen je nach Technik und verwendetem System von Labor zu Labor unterschiedlich sein. Aus diesem
Grund sollte jedes Labor seine eigenen Referenzwertbereiche erstellen.
LEISTUNGSMERKMALE

Die folgenden Leistungseigenschaften wurden von Helena Biosciences Europe oder in ihrem Auftrag mit einem
fotooptischen Gerinnungsgerét ermittelt. Jede Labor muss seine eigenen Werte ermitteln.
Reproduzierbarkeit

Intra-assay-Préazision Inter-assay-Prézision

Probe n Gerinnselbildung cv n Gerinnselbildung cv
(sekunden) (%) (sekunden) (%)

Routine Control N 10 33,0 0,36 100 329 2,41
Routine Control SA 10 77,9 0,31 100 783 0,77
% Faktor Faktor VIII Faktor IX Faktor XI

(sekunden) (sekunden) (sekunden)
<1 85,7 70,9 92,4
10 45,9 444 50,7
40 34,2 33,9 34,4
100 28,8 28,8 28,8

Heparin (IU/mL) Gerinnselbildung (sekunden)

0 29,9
0,2 70,0
0,4 174,0
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APTT Si L Minus |t
Istruzioni per I'uso

SCOPO PREVISTO

Il kit APTT Si L Minus & concepito per I'esecuzione di dosaggi di emostasi basati sulla presenza di coaguli.

Da utilizzare nella determinazione dei tempi di tromboplastina parziale attivata (aPTT), e nelle procedure di coagulazione
correlate, con I'impiego di estratto di fosfolipide e particelle paracolloidale come attivatore. Il sistema di test pud essere
utilizzato con melodl manuah semlauiomahm e automatici. Sin daIIe origini, grazie allopera di Langdell e dei suoi

ite da Proctor e Rapaport il aPTT viene utilizzato per rilevare i disordini del
sistema |ntr|nseco della coagulazione, in cui intervengono i fattori della coagulazione VIII, IX, XI e X, la precallicreina e il
chininogeno ad alto peso molecolare. L'aPTT viene utilizzato anche nei dosaggi che quantificano questi fattori e viene
abitualmente utilizzato per lo screening prechirurgico e il monitoraggio della terapia eparinicaa. | reagenti disponibili in
commercio impiegano solitamente uno dei 3 attivatori seguenti: caolino, silice o acido ellagico. Nel test di screening di
base, il aPTT misura indirettamente la formazione di trombina grazie alla sua azione sul fibrinogeno che forma il coagulo
di fibrina. Nel test, il plasma citrato di prova viene miscelato con il reagente per aPTT per un intervallo di tempo specifico
(solitamente di 5 minuti) a *37°C, seguito dall’aggiunta di calcio cloruro (0,025 M) preriscaldato (*37°C). La misurazione
del tempo ha inizio al momento dell’aggiunta del calcio cloruro. Il tempo necessario per la formazione del coagulo
corrisponde al aPTT. Il rilevamento del coagulo pud avvenire per misurazione meccanica, manuale (inclinazione della
provetta) o foto-ottica.

AVVERTENZE E PRECAUZIONI

| reagenti contenuti in questo kit sono destinati esclusivamente alla diagnostica in vitro - NON INGERIRE. Indossare
un’adeguata attrezzatura protettiva personale durante la manipolazione di tutti i componenti del kit. Per conoscere le
relative indicazioni precauzionali e di pericolo, laddove pertinente, fare riferimento alla dichiarazione di sicurezza del
prodotto. Smaltire i componenti conformemente alle normative locali vigenti.

COMPOSIZIONE

Componente Contiene Descrizione Preparazione

APTTSiL 5 x5 mL (REF 5562) Il reagente contiene un attivatore di Prima dell’'uso portare a

Minus 10 x 5 mL (REF 5560) particelle paracolloidale (silicato di temperatura ambiente.

10 x 10 mL (REF 5559)  magnesio ed alluminio) per una Miscelare accuratamente con

maggior sensibilita nei confronti di il vortex o capovolgere piu
deficit di fattori e dell'eparina. Il volte prima di utilizzare il
reagente contiene inoltre un fosfolipide reagente.
con tampone e stabilizzatori.

Calcium 5 x 5 mL (REF 5562) Il reagente & costituito da una soluzione Il reagente & in confezione

Chloride: 10 x 5 mL (REF 5560) 0,025 M di calcio cloruro. pronta all'uso.

0.025M 10 x 10 mL (REF 5559)

Ogpni kit contiene un Istruzioni per I'uso.

MATERIALI NECESSARI, MA NON IN DOTAZIONE

E possibile utilizzare qualsiasi strumento di coagulazione elettromeccanico o foto-ottico di alta qualita idoneo alla
determinazione dei tempi di tromboplastina parziale attivata.

CONSERVAZIONE, VITA UTILE E STABILITA

| reagenti non aperti sono stabili fino alla data di scadenza indicata se conservati nelle condizioni riportate sul flacone o
sull'etichetta del kit. Conservare a una temperatura compresa tra *2° —*8°C. NON CONGELARE. Il reagente rimane
stabile per 30 giorni dopo I'apertura. Evitare il riscaldamento prolungato.

RACCOLTA E PREPARAZIONE DEI CAMPIONI

Nel corso dellintera procedura & necessario utilizzare plastica o vetro siliconizzato. Il sangue (9 parti) deve essere
raccolto in sodio citrato al 3,2% o al 3,8% come anticoagulante (1 parte). Separare il plasma in seguito a centrifugazione
a 1500 x g per 15 minuti. Il plasma deve essere conservato a *2° —*8°C o *18 —*24°C. | test devono essere completati
entro 4 ore dalla raccolta dei campioni; in alternativa, il plasma puo essere conservato congelato a -20°C per 2 settimane
oa 70 C per 6 mese. Decongelare rapidamente a *37°C prima di eseguire i test. Non conservare a *37°C per oltre 5
minuti®. Cio ridurra al minimo la neutralizzazione del lupus inibitore. La contaminazione con liquidi tissutali o la stasi
possono dare luogo a risultati erronei. Evitare I'agitazione, le bolle d’aria o la formazione di schiuma. Per gli effetti dei
farmaci comunemente somministrati fare riferimento a Young et al®.

PROCEDURA

Metodo Manuale

1. Miscelare accuratamente APTT Si L Minus e il calcio cloruro a 0,025 M quindi preriscaldare a *37°C.

2. Preriscaldare 0,1 mL di plasma di test, in doppio, a *37°C per due minuti.

3. Aggiungere forzatamente 0,1 mL di reagente APTT Si L Minus preriscaldato al plasma e avviare il cronometro.
Incubare per esattamente 5 minuti a *37°C.

4. Aggiungere 0,1 mL di calcio cloruro preriscaldato a 0,025 M.

5. Prendere nota del tempo necessario per la formazione di coaguli. Riportare il risultato come tempo aPTT in
secondi.

Metodo Automatico

Fare riferimento al manuale utente dello strumento appropriato per istruzioni dettagliate oppure contattare Helena
Biosciences Europe per le note applicative specifiche dello strumento.

INTERPRETAZIONE DEI RISULTATI

| risultati del test aPTT devono essere registrati con un’approssimazione di 1/10 di secondo. Per ogni singolo laboratorio
dovrebbe essere stabilito il range normale (di solito X + 2 deviazioni standard). | risultati maggiori dei limiti superiori del
range normale devono essere considerati anomali e devono pertanto essere eseguiti test di follow-up. | valori di aPTT
minori dei limiti inferiori del range normale devono essere ripetuti su un nuovo campione di sangue. Valori di aPTT breve
possono essere osservati in concomitanza con una trombosi in vivo (ossia trombosi delle vene profonde e coagulazione
intravascolare disseminata).

Monitoraggio dell'eparina

In caso di monitoraggio della terapia eparinica, & importante costruire una curva di riferimento in vitro che rifletta la
risposta media all’eparina, in quanto i singoli pazienti rispondono all’eparina |n modo diverso. In generale, il range
terapeutico per I'eparina pud essere considerato compreso tra 0,2 e 0,5 unita/mL™ 38,

Durante il monitoraggio della terapia eparinica, & necessario adottare le misure precauzionali illustrate di seguito:

1. Il tempo di raccolta & importante, in quanto I'eparina possiede un’emivita in vivo di appena 1,5 ore’.

2. E necessario evitare il rilascio del fattore piastri 4 (fattore di neutr e dell’eparina) causato
dall’aggregazione delle piastrine o eventuali danni durante la raccolta. Un’attenta raccolta del sangue, una
centrifugazione adeguata e una tempestiva rimozione del plasma povero di piastrine dalle cellule contribuiscono a
ridurre al minimo il rilascio del fattore piastrinico 4.

3. | dati di base sull'aPTT di ciascun paziente devono essere definiti prima della terapia, per determinare il rispettivo
aPTT correlato al range normale stabilito dal laboratorio.

4. | diversi sistemi di rilevamento del coagulo (meccanica, foto-ottici, ecc.) mostrano sensibilita variabili al’eparina.
Durante il monitoraggio dei pazienti eparinizzati & necessario utilizzare lo stesso sistema di test.

5. Le curve di risposta all’eparina devono essere determinate nuovamente con il cambiamento dei numeri di lotto del
reagente e ad intervalli periodici con lo stesso numero di lotto.

6. Lacurva deve essere costruita utilizzando anche la stessa eparina impiegata in terapia, per eliminare le variabili
collegate alle eparine provenienti da fonti diverse (ad es. mucosa suina o polmone bovino).

LIMITAZIONI

| valori previsti per il test del’'aPTT variano da un laboratorio all’altro in funzione della tecnica utilizzata. Il metodo di
i del coagulo, la P ira, il pH, la tecnica di raccolta, il tipo di anticoagulante, nonché il tempo e il metodo
di conservazione dei campioni sono tutti fattori estremamente importanti. Le condizioni di raccolta e conservazione dei
campioni di plasma devono essere standardizzate ed attentamente controllate. | risultati imprevisti devono essere
confermati da ulteriori test. | frammenti di piastrine presenti in un campione possono causare il rilascio di fosfolipidi e
pertanto la neutralizzazione di un eventuale lupus inibitore contenuto nel campione stesso. Deve essere evitato I'utilizzo
di campioni con piccoli volumi plasmatici in ragione delle possibili variazioni fisiologiche di pH. | test possono essere
influenzati da svariati farmaci®. Un aumento dei risultati dell’aPTT puo essere attribuito alla somministrazione di
difenilidantoina, eparina, warfarin e agenti radlograhm55 Una nduzmne dei valori di aPTT puo essere osservata durante
I'impiego di contraccettivi orali o nelle terapie estrogeniche maschili®'°, Pertanto, i laboratori dovranno determinare i
propri valori previsti per i pazienti e precisi standard prestazionali per il con!ro\lo.

CONTROLLO QUALITA

Ogni laboratorio deve definire un programma di controllo qualita. | plasmi di controllo normali e anormali devono essere
testati prima di ogni lotto di campioni di pazienti, per garantire un livello prestazionale soddisfacente sia per quanto
riguarda lo strumento che per I'operatore. Qualora i controlli non funzionassero come previsto, i risultati relativi ai pazienti
dovranno essere considerati non validi.

Helena Biosciences Europe mette a disposizione i seguenti controlli utilizzabili con questo prodotto:

REF 5186 Routine Control N

REF 5187 Routine Control A

REF 5183 Routine Control SA

REF 5301 Speciality Assayed Control N
REF 5302 Speciality Assayed Control A

VALORI DI RIFERIMENTO

Per la sicurezza del paziente, & necessario che il sistema sia monitorato continuamente da un operatore qualificato. Per
tale motivo ciascun laboratorio dovra elaborare i propri range di riferimento.

CARATTERISTICHE PRESTAZIONALI

Le seguenti caratteristiche prestazionali sono state determinate da Helena Biosciences Europe o dai propri rappresentanti
con l'utilizzo di uno strumento di coagulazione foto-ottico. Ciascun laboratorio dovra pertanto elaborare i propri dati
prestazionali.

Riproducibilita

inti i isi tra i dosaggi
Campione n Formazione del coagulo cv n Formazione del coagulo cv
(secondi) (%) (secondi) (%)
Routine Control N 10 33,0 0,36 100 329 2,41
Routine Control SA 10 77,9 0,31 100 78,3 0,77
% Fattore Fattore VIl Fattore IX Fattore XI
(secondi) (secondi) (secondi)
<1 85,7 70,9 92,4
10 45,9 44,4 50,7
40 34,2 33,9 34,4
100 28,8 28,8 28,8
Eparina (IU/mL) For i del coagulo
0 29,9
0,2 70,0
0,4 174,0
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APTT Si L Minus
Instrucciones de uso eS

USO PREVISTO

El uso previsto del kit APTT Si L Minus es realizar ensayos de hemostasia basados en la coagulacion.

Para usar en la determinacion de los tiempos de tromboplastina parcial activada (TTPa), y procedimientos de
coagulacion relacionados usando extracto de fosfolipido con de particulas casi-coloidal como activador. El sistema de
prueba puede usarse con métodos manuales, semiautomatizados y automatizados. Desde su definicion por parte de
Langdell et al' y tras diversas aportaciones de Proctor y Rapapur\z el TTPa se utiliza para detectar trastornos del
sistema de coagulacion intrinseco, que implica a los factores de coagulacion VIII, 1X, XI, XII, precalicreina y cininégeno
de alto peso molecular. El TTPa se usa también en ensayos que cuantifican estos factores y se usa rutinariamente para
el cribado prequirtrgico y la monitorizacién del tratamiento con heparinaa. Los reactivos disponibles comercialmente usan
normalmente uno de tres activadores: caolin, silice o &cido elagico. En la prueba de cribado basica, el TTPa mide
indirectamente la formacion de trombina por su accion sobre el fibrinbgeno que forma el coagulo de fibrina. En la prueba,
el plasma de prueba citratado se mezcla con reactivo de TTPa durante un periodo de tiempo especificado (normalmente
5 minutos) a *37°C seguido por la adicién de cloruro calcico (0,025 M) precalentado (*37°C). La temporizacién comienza
desde el momento de la adicion de cloruro célcico. El tiempo necesario para la formacion del coagulo es el TTPa. La
deteccion de coagulos puede hacerse mediante medicion mecanica, manual (tubo inclinado) o fotooptica.

ADVERTENCIAS Y PRECAUCIONES

Los reactivos que contiene este kit son sélo para uso de diagnéstico in vitro: NO INGERIR. Lleve el equipo de proteccion
personal adecuado cuando utilice todos los componentes del kit. Consulte la declaracion de seguridad del producto para
saber mas sobre las indicaciones adecuadas de advertencia y riesgo. Desechar los componentes de conformidad con las
normativas locales.

COMPOSICION

Componente Contiene Descripcion Preparacion

APTTSiL 5 x 5 mL (REF 5562) El reactivo contiene un activador de Antes de utilizar, esperar a
Minus 10 x 5 mL (REF 5560) particulas casi-coloidal (magnesio- que alcance la

10 x 10 mL (REF 5559)  aluminiosilicato) que permite una temperatura ambiente.
sensibilidad 6ptima frente a los déficits de Antes de utilizar mezclar
factor y frente a la heparina. El reactivo bien mediante agitacion
contiene asimismo un fosfolipido con suave o inversion.
tampén y estabilizadores.

Calcium 5 x 5 mL (REF 5562) El reactivo es una solucion de cloruro El reactivo viene
Chloride: 10 x 5 mL (REF 5560) célcico 0,025 M. envasado listo para usar.
0.025M 10 x 10 mL (REF 5559)

Cada kit contiene instrucciones de uso.

ARTICULOS NECESARIOS NO SUMINISTRADOS

Puede usarse cualquier instrumento de coagulacion electromecanico o foto-optico disefiado para realizar pruebas de
tiempos de tromboplastina parcial activada.

ALMACENAMIENTO, CADUCIDAD Y ESTABILIDAD

Los reactivos no abiertos son estables hasta la fecha de caducidad indicada cuando se conservan en las condiciones
indicadas en el vial o en la etiqueta del kit. Conservar a una temperatura entre *2° —*8°C. NO CONGELAR. Tras su
apertura, el producto es estable durante 30 dias. Evitar un calentamiento prolongado.

RECOGIDA Y PREPARACION DE LAS MUESTRAS

Debe usarse siempre plastico o vidrio siliconizado. Debe recogerse sangre (9 partes) en el anticoagulante citrato soédico
al 3,2% o al 3,8% (1 parte). Separar el plasma después de la centrifugacion a 1500 x g durante 15 minutos. El plasma
debe conservarse a *2° —*8°C o *18 —"24°C. Las pruebas deberian terminarse en 4 horas desde la recogida de las
muestras o el plasma puede conservarse congelado a -20°C durante 2 semanas o -70°C durante 6 mes. Descongelar
rapidamente a *37°C antes de realizar la prueba. No conservar a *37°C durante mas de 5 minutos®. Esto minimizara la
neutralizacion del inhibidor lupus. Pueden producirse resultados erréneos por contaminacion con liquidos tisulares o
estasia. Evitar la agitacion, las burbujas de aire o la formacion de espuma. Para comprobar los efectos de los farmacos
que se suelen administrar, consultar Young, et al®.

PROCEDIMIENTO
Método Manual

1. Precalentar a *37°C el APTT Si L Minus y el cloruro célcico 0,025 M bien mezclados.
2. Precalentar 0,1 mL de plasma problema, por duplicado, a *37°C durante 2 minutos.
3. Afadir 0,1 mL de APTT Si L Minus precalentado al plasma y activar el temporizador. Incubar durante exactamente
5 minutos a *37°C.
4. Anadir 0,1 mL de cloruro calcico 0,025 M precalentado.
5. Anotar el momento de la formacion del coagulo. Registrar el resultado como tiempo TTPa (en segundos).
Método Automatizado

Consulte el manual del usuario del instrumento adecuado para instrucciones detalladas o pongase en contacto con
Helena Biosciences Europe para notas de aplicacién especificas del instrumento.

INTERPRETACION DE LOS RESULTADOS

Los resultados de la prueba de TTPa deben comunicarse a la décima de segundo mas préxima. Cada laboratorio debe
establecer el intervalo normal (habitualmente, X + 2 desviaciones estandar). Los resultados mayores que los limites
superiores del intervalo normal deben considerarse anormales y deben realizarse pruebas de seguimiento. Cualquier
valor de TPPa menor que los limites inferiores del intervalo normal deben repetirse en una nueva muestra de sangre.
Pueden verse valores de TTPa cortos en asociacion con la trombosis in vivo (p. €j., trombosis venosa profunda y
coagulacion intravascular diseminada).

Monitorizacion de la heparina

Cuando monitorice el tratamiento con heparina, es importante construir una curva de referencia in vitro que refleje el
promedio de respuesta de la heparina, porque los pacientes individuales responden de forma diferente a la heparina. En
general, se puede considerar el intervalo terapéutico para la heparina como de 0,2 a 0,5 unidades/mL>®,

Deben considerarse las siguientes precauciones a la hora de monitorizar el tratamiento con heparina:

1. El'momento de la recogida es importante, porque la heparina tiene una semivida in vivo de sélo 1,5 horas’.

2. Debe evitarse la liberacion de factor 4 plaquetario (factor neutralizador de heparina) ocasionada por la agregacion
plaquetaria o por dafios durante la recogida. Una recogida de sangre cuidadosa, una buena centrifugacion y una
eliminacion rapida del plasma pobre en plaquetas de las células, contribuiran a minimizar la liberacién de factor 4
plaquetario.

3. Deben establecerse datos basales sobre los TTPa de cada paciente antes del tratamiento para determinar el
TTPa respectivo del paciente ya que se relaciona con el intervalo normal establecido por el laboratorio.

4. Sistemas de deteccion de coagulos distintos (mecéanica, fotoopticos, etc.) muestran sensibilidades variables a la
heparina. Debe utilizarse el mismo sistema de prueba a la hora de monitorizar pacientes heparinizados.

5. Deben reestablecerse las curvas de respuesta a la heparina cuando cambien los nimeros de lote de los reactivos
y aintervalos periodicos con el mismo nimero de lote.

6. Debe construirse también la curva usando la misma heparina empleada en el tratamiento para eliminar las
variables relacionadas con las heparinas de fuentes diferentes (p. ej., mucosa porcina o pulmén bovino).

LIMITACIONES

Los valores esperados para la prueba de TTPa variaran de un laboratorio a otro, dependiendo de la técnica usada. El
meétodo de deteccion de los coagulos, la temperatura, el pH, la técnica de recogida, el tipo de anticoagulante y el tiempo
y el método de almacenamiento de la muestra son todos muy importantes. Las condiciones de recogida y conservacion
de las muestras de plasma deben estandarizarse y controlarse cuidadosamente. Los resultados inesperados deben
confirmarse medlante pruebas adicionales. Los fragmenlos plaquetarios presentes en una muestra pueden ocasionar la
liberacion de s y, con ello, lar 6n de cualquier inhibidor lupus presente en la muestra. Debe evitarse
el uso de muestras con volimenes pequefios de plasma debido a posibles cambios fisiolégicos de pH. Las pruebas
pueden verse afectadas por diversos farmacos®. Un aumento en los resultados de TTPa puede estar causado por la
administracion de difenilhidantoina, heparina, warfarina y agentes radlograf\cos55 Se puede comprobar un descenso en
los valores de TTPa mientras se usan contraceptivos orales o tratamientos con estrégenos para hombres®'°. Por ello, los
laboratorios deben establecer sus propios valores esperados para pacientes y estandares de rendimiento bien definidos
para el control.

CONTROL DE CALIDAD

Cada laboratorio debe establecer un programa de control de calidad. Los controles normales y anormales deben
estudiarse antes de cada lote de muestras del paciente, para asegurar un funcionamiento adecuado del instrumento y el
operador. Si los controles no se realizan como se esperaba, los resultados del paciente deben considerarse invalidos.
Helena Biosciences Europe suministra los siguientes controles disponibles para usar con este producto:

REF 5186 Routine Control N

REF 5187 Routine Control A

REF 5183 Routine Control SA

REF 5301 Speciality Assayed Control N
REF 5302 Speciality Assayed Control A

VALORES DE REFERENCIA

Los valores de referencia pueden variar entre los laboratorios dependiendo de las técnicas y sistemas usados. Por esta
razon, cada laboratorio debe establecer sus propios intervalos de referencia.

CARACTERISTICAS FUNCIONALES

Las caracteristicas de rendimi han sido jas por Helena Biosciences Europe o sus
representantes usando un instrumento de coagulacion foto-optico. Cada laboratorio debe establecer sus propios datos de
rendimiento.

Riproducibilita

Precision intra-ensayo Precision inter-ensayo
Muestra n Formacion del coagulo cv n Formacion del codgulo cv
(segundo) (%) (segundo) (%)
Routine Control N 10 33,0 0,36 100 329 2,41
Routine Control SA 10 77,9 0,31 100 783 0,77
% Factor Factor VIIl Factor IX Factor XI
(segundo) (segundo) (segundo)
<1 85,7 70,9 92,4
10 45,9 44,4 50,7
40 34,2 33,9 34,4
100 28,8 28,8 28,8

Heparina (IU/mL) Formacioén del coagulo (segundo)

0 29,9
0,2 70,0
0,4 174,0
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TecTt-cuctema "AKTMBMPOBaAHHOE YaCTUYHOE

Tpom6oniacTUHOBOE BpeMA (KPeMHUEBbIA aKTUBaToOp

L munyc)"

VHCTPYKUNA ru

HASHAYEHUE

KomnnekT APTT Si L Minus npeaHasHa4eH ANA BbINOSHEHUA aHaIN30B reMocTasa Ha OCHOBE KPOBAHOIO CrycTKa.

WcnonbayeTcA AnA  onpeaeneHnA  akTWBMPOBAHHOTO YaCTWYHOTO TPOMGONNAcTWHOBOTO BpemeHu (AYTB) u
COMYTCTBYIOWMX NPOLECCOB  KOArynAUMM C  MCMOMb3oBaHWeM  (hoCONMNMAHOro  3KCTpakTa UM akTueaTopa
OKONOKOMIOUAHBLIX YacTul. TecToBas CUCTEMAa MOXET WCTIONb30BATbCA B PYYHOM, MONyaBTOMATAYECKOM
aBTOMATV4ECKOM  pexiume. C  MOMEHTA BOZHUMKHOBEHVA, B paGote Jlawraenna w ero konner' v nosanee
nepepaboTaHHbIii MpoKTopoM 1 PananopTOM nokasatenb AYTB ucnonbayeTcA ANA ONpeaeneHnA HapylweHuin Bo
BPOX/EHHON cUCTeMe KoarynAauwm, KotopaA BkMovaeT dakTopbl koarynauum VI, 1X, XI, XIl, npekannukpenH n
BbICOKOMONEKYNAPHbIA KMHWHOreH. AYTB Takxke ucnonb3yeTcA B aHanusax ANA noacyeTa AaHHbIX (hakTopos U
06bIYHO UCMONL3YETCA ANIA CKPUHMHIA U MOHUTOPUHIA renapyHOBOM Tepaniu Nepe XUPypriyeckuM BMeWaTenbCTBoM.
AHTUGOCHONMNMAHBIE aHTUTENA N HECTIELMDMYHbIE MHTGUTOPb! (BONYAHOMOAOGHbIE AHTUKOArYNAHTLI) MOrYT CTaTh
MPUYMHO MPOMIOHIMPOBAHHBIX 3HAYEHMI AHTB OpaHako MPU3HaHO, YTO aHHbIA APHEKT CBA3AH C KOHLEHTpaumeit
VHIVGUTOPa W ABNAGTCA HENOCNeA0BATENbHBIM®. PeareHTbl A0CTYMHbIE B TOPrOBOV CETY 0GBIMHO MCMIONb3YIOT OAVH U3
TPex aKTMBaTOPOB: KaONWH, KPeMeHb WM JNNaroBylo KWUCNOTY. B 6a30BOM CKPUHWHIOBOM MCCMEfoBaHNM
aKTVBMPOBAaHHOE YacTW4HOEe TPOMGOMNACTUHOBOE BPEMA KOCBEHHO W3MepAET o6pa3oBaHMe TPOMGUHA nyTem
BO3AENCTBUA Ha (PUOPUHOreH, hopmupylowmi rbpuHoBble Tpombbl. B nccnepoBaHuy uMTpaTHaA TecTupyemas
nnasma cmewvBaeTcA ¢ peareHToM AYTB B TeYeHMe yKa3aHHOro MPOMEXyTka BpemMeHW (0BbIMHO 5 MUHYT) npu
Temnepatype *37°C, nocne uero noGaBNAETCA NPeABapUTENbHO MOAOTPETHIA XMopuA Kanbuma (0,025 M). Otcuer
BPEMEHM HAUMHAETCA CO BPEMEHW [0GABNEHUA XNopuaa KansumA. Bpems, Tpebyemoe anA o6pas3oBaHMA TPOMGOB,
aBnAeTcA AYTB. OnpeaeneHne TPOMGOB MOXET NPOUCXOAWUTL NYTEM MEXaHU4eckoro, (hoTOONTUHECKOro M3MepeHua
NN BPYYHyO (HakNoHHaA npobupka).

NPEAYNPEXXAEHUA U MEPbI NPEAOCTOPOXXHOCTU

Copepxalimeca B JaHHOM Habope peareHTbl NpefHa3HaueHbl TONbKO AnA in vitro auarHocTuku— HE MPUHUMATb
BHYTPb! MNpu paboTe co BCemn KOMNOHeHTaMu Habopa UCMonb3oBaTh COOTBETCTBYIOLIME CPEACTBA MHAMBUYANbHON
3awMTel. B cnyyae HEOGXOAWMOCTM CM. CBUAETENLCTBO O 6@30MAacHOCTV M3LENUA [A7A  O3HAKOMMIEHUA C

COOTBETCT! on onacHoro BUA U 0 Mepax MpefoCTOPOXKHOCTU. YaaneHue
KOMMOHEHTOB B OTXOALI NPOU3BOANTE B COOTBETCTBIM C MECTHBLIMI NPaBUiaMm.

COCTAB

Coctas CopepxxaHue Ha6opa Onucanue Mpurotosnexune

AYTB 5 x5 mL (KaT. Ne 5562) PeareHT copepXuT akTusaTop [MoBeanTe no KOMHATHOM
(KpemHneBbIn 10 x 5 mL (Kat. Ne 5560) OKONIOKONNONAHbIX YacTuL, TemnepaTtypbl nepen

akTtmeatop L 10 x 10 mL (KaT. Ne 5559)  (cvnuKkaT MarHUA-a/loMUHWA) ANA MCMOMb30BaHUeM. XOpoLLo
MUHYC) ONTUMaNLHOM HyBCTBUTENLHOCTU  NepemellaiiTe

K aehuumTam hakTopa u K
renapuHy. PeareHt Takxe
conepxuT occhonunuabl ¢

BpauwaTebHLIMI
[LBWKEHUAMN Nv nyTem
nepesopaynBaHnA nepea

Bychepom. MCMoNb30BaHMeM.
Xnopun, 5 x5 mL (Kat. Ne 5562) PeareHT npeactaenaet coboit PeareHT rotos k
Kanbuma 10 x 5 mL (Kart. Ne 5560) pacTBop xnopuaa Kanbuma MCrMONb30BaHMIO.
0,025M 10 x 10 mL (KaT. Ne 5559) 0,025 M.

B kaxxaom Habope MeeTCA MHCTPYKLMA N0 NPUMEHEHMIO.

HEOBXOAUMbIE KOMMOHEHTbI, HE BKJIIOYEHHBIE B KOMMJIEKT NOCTABKU

MoxeT 1cnonb3oBaTbCA /060 BbICOKOKAYECTBEHHbIV 3MeKTPOMEXaHNYeCKMiA N hoTOONTUHECKMIA KoarysioMeTp
AnA namepenua AYTB.

XPAHEHUE, CPOK MOIHOCTU U YCTOWYMBOCTb

HeECKDbITb\e CbﬂaKOth OCTaloTCA CTabUNbHLIMU A0 NCTEYEHNA CpoKa roAHOCTW NPpU XpaHeHUN B YCNOBUAX, YKa3aHHbIX
Ha chnakoHe wnu aTukeTke Habopa. He 3amopaxweaiite. CTabuUNbHOCTL COXpaHAeTcA B TeveHue 30 AHei nocne
BCKPbITVA. V36eraiiTe AnMTeNbHOrO HarpesaHua.

OTBOP U NOArOTOBKA OBPA3LIOB

[nA paboTbl cneayeT MCMOMb30BATH TONBKO MACTUKOBLIE UM CUMKOHM3NPOBaHHbIE CTEKNAHHbIE NPOBUPKM. Kposb
(9 yacTeit) 3abupaeTcA B NPOGUPKY C aHTUKOAryNAHTOM uuTpaTa HaTpuA 3,2% unn 3,8% (1 4acTk). OTaenuTe nnasmy
nocne ueHTpudyruposanua npu 1500 g B TedeHre 15 MUHYT. Mnaamy cneayet xpaHuTb npu Temnepatype *2° —*8°C
nnm *18 —*24°C. Viccneposanme AOMKHO GbiTh 3aBEPLIEHO B TeYeHMe 4 4acos nocne 3a6opa 06pasuos, MGO Nnasmy
MOXHO 3aMOpo3UTb Mpu -20°C 1 XpaHUTb 2 Hefienn, a Npu 3amopaxusaHni Npn -70°C OHa MOXET XPaHUTLCA B
TeueHue 6 MecALes. PasmopaxusaiiTe 6bicTpo npu *37°C ao nposeaeHnA nccnenosaHnA. He aepxuTe 6onee 5 MuHyT
npu Temnepatype *37°C*.

NPOLEEAYPA
PyuHou Metoa

1. TpepnsapuTensHO HarpeiTe XopoLUo NepemMeLlaHHyto TeCT-CUCTEMY U XIopua, Kanbuua 0,025 M go *37°C.
2. TpeaBapuTenbHO HarpeiiTe [Be YacTV UCCNeAYeMoit naambl, no 0,1 Mn kaxaan, 4o *37°C B TeYeHne 2 MUHYT.
3. MpuHyauTenbHo AoGaebTe 0,1 MN NPeABAPUTENILHO HArPETYIO TECT-CUCTEMY K NNasme 1 BKIKoUNTe Taiimep.
VIHKy6upyiiTe TOYHO 5 MUHYT npu Temnepatype *37°C.
4. [ob6asbTe 0,1 Mn corpeToro xnopuaa Kanbuva 0,025 M.
5. OTtmeTbTe BpemA 06pa3oBaHNA TPOMGOB. PesynbTaThl 0TpasnTe kak AYTB (B cekyHaax).
ABTOMaTM3MpOBaHHbI MeToa

O6paTutecb K COOTBETCTBYOLLEN VIHCTPYKUMW 10 9KCTlyaraunm npubopa 3a noapo6HOI UHGoOpMauuein unn
obpaTuTech B koMnaHuio "XeneHa baiic Espon" 3a nony CrNpaBOYHON MHGOPMALIMM NMPUMEHNTENBHO K
KOHKpeTHOMYy npubopy.

WHTEPMPETALUA PE3YJIbTATOB

PesynbTathl Tecta Ha AYTB noMkHbI yKasbiBaTbeA A0 Gnvkaiiweid 1/10 cekyHabl. HopmanbHbil ananasoH (06bI4HO
X+2 CTaHAapTHbIE OTKIIOHEHMA) [IOMKEH YCTAaHABNMBATLCA /1A KAXKAOM nabopatopum. PesynbTartsl, npessiwaowme
BEPXHWE MOPOrOBbIE 3HAYEHWA HOPMANbHOTO AMANa3oHa AOMKHbI CYMTATBCA ATUMNYHBIMW U OOMKHO NPOBOANTLCA
nocnepytouwiee uccneposaHue. Jliobble 3HadeHnA AYTB MeHblue HWXHWX MOPOroBbIX 3HAYEHW HOPManbHOro
/AvanasoHa A0MKHbI BbiTb NOBTOPeHbl Ha HOBOM oBpasue Kposu. Huskue aHadeHna AYTB MoryT accoummpoBaTthea ¢
TpomM6030M B OpraHuame (Hanpumep, TPOMGO30OM rny6OKMX BEH W PacnpoCTPaHEHHON BHYTPUCOCYAUCTON
Koarynauven).

MOHMTOPHHT renapuHa

Mpy MOHWTOPMHIre TrenapuHOBOK Tepanuu BaxHO NOCTPOUTb KaiMGPOBOYHYIO NaGopaTopHylo KpuBylo, KoTopas
OTpaXkaeT CpefiHee 3HayeHWe renapyHOBOrO OTBETA, NOCKONbKY Pa3Hble MalWeHTbl MO-pasHoMy pearvpyioT Ha
renangHE. B uenom, MOXHO cuMTaTh, YTO TepaneBTUHYECKWI AvanasoH ANA renapuHa coctaenAeT ot 0,2 o 0,5
EQ/mn™

CnepyeT NpUHUMATL BO BHUMaHUE Crieayiolumne npefoCTepeXeHNA NP MOHNTOPUHIE renapyuHOBO Tepanun:

1. BpeMH GSGDPB nmMeeT 3HayYeHune, Tak Kak BpemA nonyebiBeAeHUA renapvHa B opraHn3me coCTaBnAeT TONIbKO 15
yaca’.

2. Heobxoaumo nsberatb BbICBOGOXAEHUA hakTopa TpombouuTa 4 (hakTop HedTpanmaaumm renapuHa),
BbI3BAHHOrO arperaumeit TPOMGOLIMTOB UMM NOBPEXAEHNEM B xoae 3a6opa. OCTOPOXHbI 3a60p KPOBU,
NPaBU/bHOE LEHTPUYTMPOBaHIE 1 BLICTPOE yAaNeHIe NiasMbl 6eAHOM Ha TPOMGOUMTHI U3 KNETOK MOMOXeT
MUHUMM3NPOBATL BbICBOGOXAEHNE (hakTopa TPOMGOLNTOB 4.

3. VcxopHble aaHHble 0 AYTB Kaxaoro nauveHTa AomkHbI 6biTb YCTAHOBIEHbI 10 MPOBEAEHUA Tepanuu Ana
onpepeneHnA A4TB COOTBETCTBYIOWENO NaUNEHTa B COOTHOWEHWM C HOPMasTbHBIM ANanasoHoM,
yCTaHOB/IEHHbIM nabopaTtopuei.

4. Pas3Hble CUCTEMbI Onp TPOMGOB (! KaA, (hOTOONTUYECKanA 1 Ap.) AEMOHCTPUPYIOT PasHyo
HYBCTBUTENbHOCTL K renapuHy. Takan e cuctema uccnefoBaHUA A0/MKHA UCNONb30BaTbCA NPU MOHUTOPUHIE
nauveHToB, KOTOPbIM NPOBOAUTCA renapuHoBan TepanuAa.

5. KpuBble renaprHoBoro 0TeeTa A0MKHbI GbiTh MOCTPOSHbI NOBTOPHO MPY M3MEHEHUN HOMEPOB NapTUii peareHTos
" Yepes nepnoanyeckne nHTepsasnbl AnA OﬂHOIZ W TOW Xe napTuu.

6. Kpusana Takxke AoMKHa GbiTb NOCTPOEHA C UCMONL30BAHMEM TaKOro e renapuHa, KoTopblii NPUMEHANCA B
Tepanuu, BO n3bexaHve KOﬂeﬁaHVll;i, CBA3a@HHbIX C renapuHoM, B3ATbIM U3 Pa3HbIX NCTOYHUKOB (Haﬂpl’lMep,
CBMHaA cMancTan 060n04Ka UK Bblbbe Nerkoe).

OrPAHUYEHMA

O: pesynbTaThl HWA Ha AYTB 6yayT pasnuyHbIMM B pasHbix nabopaTopuAx B 3aBUCUMOCTU OT
ucnonb3dyemoro metoaa. MeTOI_] KNOTTUHrOBOro  OnpeaeneHvsd, Temnepatypa, pH TexHuka 3360 a, Tvn
aHTuKoarynaHta, BpemMa u cnoco6 XpaHeHuA Oépaﬁua OY€Hb BaXHbl. 3360p 06p33ua nnasMbl U yCNOBUA XpaHeHuA
AOMKHBI 6bITb CTaHQapTM30BaHbl U TWaTesNbHO KOHTPOMMPOBATLCA. HenpenswneHHb\e pe3ynbTaTtbl OO/KHbI 6bITb.
noaTBepX/AeHbl AOMOMHUTENbHBIMM TecTamu. dparMeHTbl TPOMOGOLMTOB, UMeloWMeca B Npobe, MOryT BbiCBOGOAUTL
chocchonmnmabl M TeM CaMbiM HeTpanusaumio Nio6oro MHrMbuTopa BonYaHKM, nMetowerocA B npobe. Heobxoanmo
naberaTb MCMOMb30BaHNA NPO6 C HE60MbIWMM 06BEMOM NNasMbl BBUAY BO3MOXHbIX M3MEHEeHWI hnanonornyeckoro pH.
Ha pesynbTaTbl MCCNeAOBaHWMA MOFYT OKasaTb BAWAHME HEKOTOPble NeKapCTBeHHble cpe,ucraas, MoBbilWeHHbIA
ypoBeHb AYTB MOXeT 6biTb Bbi3BaH NPUEMOM AVUGEHUNrMAAHTOMHA, renapuHa, BaptapuHa v paavorpaduyecknx
BewecTs®®. CHukeHHble nokasaTenn AYTB MOryT HaGMIOAATLCA B XOOe MPUEMa OPaNIbHbIX KOHTPALeNTUBOB Wn
scTporeHosoii Tepanneit y myxunt®'®. To ecTs, naGopaTopuM AOMKHbI YCTAHABIMBATH CBOW COBCTBEHHble
OXMAaeMble 3HaYEHNA 1A NAUMEHTOB, @ TaKXKe YETKME CTaHAAPTh! NIA KOHTPONA PaBouMX XapakTepUCTHK.

KOHTPOJIb KAYECTBA

KaxcgaA na6opaTopuaA AOMKHA WMETb NPOrpamMMy KOHTPONA KadyecTsa. HopmanbHaA KOHTPOMbHAA nnasma u
KOHTPONbHAA MNa3Ma C OTK/IOHEHUAMM [OMKHBI TECTUPOBATLCA NEpe/ Kak/AoN NapTueli 06pasLos N1asMbl NaLUMEHTOB
LA 06ECrIeyeHNA NPaBnNbHON PaboTkl NPUGOpa M natopaHTa. ECAN KOHTPOMbHbIE 06pasiibl HE AAIOT OXKWAAEMbIX
pesynbTaToB, PesynbTaThl aHanM3a 06pa3sLoB NALVNEHTOB CYMTAIOTCA HEAGNCTBITENbHBIMU.

Komnanua "Xenera BaiiocaiieHcec EBpon” npeaocTaenAeT cneayiolme KOHTPOSbHbIE 06pasLibl ANIA UCMOMb30BaHUA C
AaHHBIM NPOAYKTOM:

Kat. Ne 5186 KoHTponb kavectsa, HopMa

Kart. Ne 5187 KoHTponb kayecTsa, yMepeHHO BblpaXxeHHanA natonorna
Kart. Ne 5183 KoHTponb kayecTsa, BbiCOKan Natonorna

Kar. Ne 5301 KoHTponb kauecTsa cneumasnbHble TecTbl, HopMa

Kat. Ne 5302 KoHTponb ka4ecTsa crneuuanbHble TeCTbl, naTonorna

HOPMAJIbHBIE MOKA3ATE/N

KoHTponbHble 3HaueHMA MOryT ObiTb PasfMYHLIMKM B pasHbix jlabopaTopusAXx, B 3aBUCUMOCTM OT WCMOMb3yeMbX
MeTooB M cucTeM. B cBA3M ¢ 3TMM KaxpaA nabopaTopuA [O/KHA YCTaHOBWTb COBCTBEHHble nokasaTtenu
KOHTPOJIbHbIX ANANa3oHoB.

SKCNNYATAUNOHHBIE XAPAKTEPUCTUKN
Cnepylowme pabouve xapakTepucTUku Gbinv onp KOl i "Xenewa bBaii Espon" nnn ee

NpefCTaBATENAMM C UCTIONb30BaHMEM (DOTOONTUYECKOro KoarynomeTpa. KaxaanA naGopaTopyaA OMKHA YCTaHOBUTL
COBCTBEHHbIE pPaGoyme XapakTepucTUKK.

WU3yueHue nosTopAemocTn

BHyT BHy
CX0AUMOCTb
O6pasey Yucno O6pasoBaHne cv Yucno O6pasoBaHne cv
o6pasyos TPOM60OB (%) o6pasyos TpOM60B (%)
(cekyHAbI) (cekyHapl)
KoHTponb ka4ecTBa, Hopma 10 33,0 0,36 100 32,9 2,41
KoHTponb ka4ecTsa, 10 779 0,31 100 783 0,77

BbICOKaA naTonorna

% ®akTop ®akTop VIl (cekyHAabl) ®akTop IX (cekyHab!) ®akTop Xl (cekyHAabl)
<1 85,7 70,9 92,4

10 45,9 44,4 50,7

40 34,2 33,9 34,4

100 28,8 28,8 28,8

Fenapux (ME/mn) (o] (cexky )

0 29,9

0,2 70,0

0,4 174,0
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Declaration of Conformity helena

Biosciences Europe

HL-7-0136DC DOI 2015/07 (6)

In Application of the Council Directive 98/79/EC on the approximation of
the laws of the Member States relating to In Vitro Diagnostic Medical
Devices & CE marking.

Declaration of conformance to applicable sections of Annex | - Essential
Requirements and Annex Il (EC Declaration of Conformity) imposed by
sections 2 to 5. The below listed products are not classified under Annex Il Lists
A or B. Access to the appropriate technical files will be made available to the
appropriate body in the event this is required.

Product Description GMDN
Code Classification Code
5185 Calibration Plasma 55995

I, the undersigned declare that the devices registered against the above GMDN
Classification Code conforms to the said Directives.

Full Name:  M.J. Stephenson Title: Managing Director
Signed: Z{/, CM /% Date: 28 Jul 2015

{
Tel +44 (0)191 482 8440 Helena Biosciences Europe
Fax +44 (0)191 482 8442 Queensway South, Team Valley Trading Estate,
info@helena-biosciences.com Gateshead, Tyne and Wear, NE11 0SD,

www.helena-biosciences.com United Kingdom



Declaration of Conformity helena

Biosciences Europe

HL-7- 0137 DC DOI 2013/10 (6)

In Application of the Council Directive 98/79/EC on the approximation of
the laws of the Member States relating to In Vitro Diagnostic Medical
Devices & CE marking.

Declaration of conformance to applicable sections of Annex | - Essential
Requirements and Annex Il (EC Declaration of Conformity) imposed by
sections 2 to 5. The below listed products are not classified under Annex Il Lists
A or B. Access to the appropriate technical files will be made available to the
appropriate body in the event this is required.

Product Description GMDN
Code Classification Code
5186 Routine Control N 30590

I, the undersigned declare that the devices registered against the above GMDN
Classification Code conforms to the said Directives.

Full Name:  M.J. Stephenson Title: Managing Director
Signed: %/M /% Date: 31% October 2013

Tel +44 (0)191 482 8440 Helena Biosciences Europe

Fax +44 (0)191 482 8442 Queensway South, Team Valley Trading Estate,
info@helena-biosciences.com Gateshead, Tyne and Wear, NE11 0SD,

www.helena-biosciences.com United Kingdom



Declaration of Conformity helena

Biosciences Europe

HL-7- 0163 DC DOI 2014/05 (8)

In Application of the Council Directive 98/79/EC on the approximation of
the laws of the Member States relating to In Vitro Diagnostic Medical
Devices & CE marking.

Declaration of conformance to applicable sections of Annex | - Essential
Requirements and Annex Il (EC Declaration of Conformity) imposed by
sections 2 to 5. The below listed products are not classified under Annex Il Lists
A or B. Access to the appropriate technical files will be made available to the
appropriate body in the event this is required.

Product Description GMDN
Code Classification Code
5265 Thromboplastin LI 55983
5265H Thromboplastin LI 55983
5267 Thromboplastin LI 55983
5269 Thromboplastin LI 55983

I, the undersigned declare that the devices registered against the above GMDN
Classification Code conforms to the said Directives.

Full Name:  M.J. Stephenson Title: Managing Director
Signed: Z{/, CM /% Date: 07 May 2014

{
Tel +44 (0)191 482 8440 Helena Biosciences Europe
Fax +44 (0)191 482 8442 Queensway South, Team Valley Trading Estate,
info@helena-biosciences.com Gateshead, Tyne and Wear, NE11 0SD,

www.helena-biosciences.com United Kingdom



Declaration of Conformity helena

Biosciences Europe

HL-7-DC-0814 Rev. 1

In Application of the Council Directive 98/79/EC on the approximation of
the laws of the Member States relating to In Vitro Diagnostic Medical
Devices & CE marking.

Declaration of conformance to applicable sections of Annex | - Essential
Requirements and Annex |l (EC Declaration of Conformity) imposed by
sections 2 to 5. The below listed products are not classified under Annex Il Lists
A or B. Access to the appropriate technical files will be made available to the
appropriate body in the event this is required.

Product Description GMDN
Code Classification Code
5560 APTT Si L Minus 55981

I, the undersigned, declare that the devices registered against the above GMDN
Classification Code conforms to the said Directives.

Full Name:  C.J. Sandercock Title: QA and Regulatory Affairs Officer

7 P 7
Signed: ‘,./Z/)JMVW/é Date: 24 Nov 2020

M EC |REP

Helena Biosciences Europe, Prince Technologies B.V.
Gateshead, Tyne and Wear, Waanderweg 62,

NE11 0SD, United Kingdom 7812 HZ Emmen,

Tel +44 (0)191 482 8440 The Netherlands

info@helena-biosciences.com
www.helena-biosciences.com
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www.vacutestkima.it

DICHIARAZIONE DI CONFORMITA CE
EC DECLARATION OF CONFORMITY

conforme all’Allegato III della Direttiva 98/79/CE “Dispositivi Medico-Diagnostici In Vitro” e s.m.i.
according to Annex III of the Directive 98/79/EC on "In Vitro Diagnostic Medical Devices” as amended

fabbricante VACUTEST KIMA S.r.l. - articoli per laboratori analisi
manufacturer disposable labware
indirizzo Via dell'Industria, 12
FrESs 35020 Arzergrande (PD) - Italia

posta elettronica

p info@vacutestkima.it
e-mail

telefono fax
phone +39-049-9720624 P +39-049-9720182

Sistema di prelievo di sangue e altri liquidi biologici
S , ~ mediante provette con vuoto predeterminato in plastica
identificazione dei prodotti “WACUTEST KIMA".

product identification

“WACUTEST KIMA” vacuum blood and biological liquids
collection tubes in plastic.

nome commerciale

brand name “"VACUTEST KIMA”

classificazione dei prodotti dispositivi diversi da quelli elencati nell’Allegato II della Direttiva 98/79/CE e s.m.i.
product classification devices other then those mentioned in Annex II of the Directive 98/79/EC as amended

Si dichiara
sotto la propria responsabilita che tutti i dispositivi sopraelencati rispettano le disposizioni applicabili della Direttiva
98/79/CE e s.m.i."Dispositivi Medico—-Diagnostici In Vitro”.
Tutta la documentazione tecnica richiesta dall’Allegato Il della succitata Direttiva e comprovante il rispetto dei Requisiti
Essenziali di cui all’Allegato | della Direttiva, & conservata a cura del Fabbricante

Hereby we declare
under our sole responsibility that the above mentioned devices meet the applicable provisions of the Directive 98/79/EC
as amended on 'In Vitro Diagnostic Medical Devices”.

All the supporting documents, as required by Annex III, in order to prove conformity to the Essential
Requirements as listed in Annex I, are retained under the premises of the Manufacturer

plllggoaﬁ ;Zgate Arzergrande, 01/01/2015
] Assicuratore Qualita / Quality Manager
irma _ Giovanni Chiarin

signature

| OV QLL«Q M

VACUTEST KIMA srl - Vacuum tubes - Via dell’Industria, 12 - 35020 ARZERGRANDE (PD) Italy - e-mail: info@vacutestkima.it
Tel. +39 049 9719511 / 9720624 - Fax +39 049 9719543 / 9720182 - Reg. Imp. Padova, Cod. Fisc. e P. IVA 03450130285 - REA PD 311870 - Cap. Soc.€15.300,00 i.v.
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THE INTEANATIONAL CERTIFICATION NETWORK
www.ignet-certification.com

IQNet, the association of the world’s first class
certification bodies, is the largest provider of management

System Certification in the world.
IQNet is composed of more than 30 bodies and counts
over 150 subsidiaries all over the globe.

CERTIFICATO n.
CERTIFICATE No.

SI CERTIFICA CHE IL SISTEMA DI GESTIONE PER LA QUALITA DI
WE HEREBY CERTIFY THAT THE QUALITY MANAGEMENT SYSTEM OPERATED BY

KIMA S.R.L.

UNITA OPERATIVE / OPERATIVE UNITS

Via Leonardo Da Vinci, 22 - Zona Industriale Tognana - 35028 Piove di Sacco (PD)
Italia

4265/4/C

E CONFORME ALLA NORMA / 1S IN COMPLIANCE WITH THE STANDARD

UNI CEI EN ISO 13485:2016

Sistema di Gestione per la Qualita / Quality Management System

PER LE SEGUENTI ATTIVITA / FOR THE FOLLOWING ACTIVITIES

EA: 29

Commercializzazione di prodotti del Gruppo: kit diagnostici,
terreni di coltura per microbiologia, articoli in plastica per laboratorio analisi,
provette con vuoto predeterminato e aghi sterili.

Trading of the products of the Group: diagnostic kits, culture media for microbiology,
plastic disposable labware, test tubes with predetermined vacuum and sterile needles.

Riferirsi alla documentazione del Sistema di Gestione per la Qualita aziendale per 'applicabilita dei requisiti della norma di riferimento.
Refer to the documentation of the Quality Management System for details of application lo reference standard requirements.

Per informazioni puntuali e aggiornate circa eveniuali variazioni intervenute nello stato della certificazione di cui al presente certificato,
si praga di contattare il n* telefonico +39 02 725341 o indirizzo e-mail info@icim. it
For timely and updated information about any changes in the certification status referred to in this certificate,
please confact the number +39 02 725341 or email address info@icim.if.

Data emissione Emissione corrente Data di scadenza
First issue Current issue Expiring date
18/01/2007 18/01/2019 17/01/2022
y | @/\,
ICIM S.p.A.
Piazza Don Enrico Mapell,/75 — 20099 Sesto San Giovanni (MI)
www.icim.it

FEDERAZIONE

CisQ

WWW.Cisg.com

ACCREDIA X,

L'ENTE ITALIANO DI ACCREDITAMENTO -

o
SGQ N° 004 A CISQ & |a Federazione Italiana di Organismi di

Certiflcazione del sistemi di gestione aziendale.
Membro degli Accordi di Mutuo Riconoscimento EA, 1AF e ILAC CISQ is the Itaiian Federation of management

Signatory of EA, IAF and ILAC Mutual Recognition Agreements system Certification Bodies.

0860CM_02_IT
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THE INTERNATIONAL GEHTIF\G_ATION NETWORK
www.ignet-certification.com

IQNet, the association of the world’s first class
certification bodies, is the largest provider of management
System Certification in the world.

IQNet is compesed of more than 30 bodies and counts
over 150 subsidiaries all over the globe.

CERTIFICATO n. 4264/4/C
CERTIFICATE No.

S| CERTIFICA CHE IL SISTEMA DI GESTIONE PER LA QUALITA DI
WE HEREBY CERTIFY THAT THE QUALITY MANAGEMENT SYSTEM OPERATED BY

KIMA S.R.L.

UNITA OPERATIVE / OPERATIVE UNITS

Via Leonardo Da Vinci, 22 - Zona Industriale Tognana - 35028 Piove di Sacco (PD)
Italia

£ CONFORME ALLA NORMA / (S IN COMPLIANCE WITH THE STANDARD

UNI EN ISO 9001:2015

Sistema di Gestione per la Qualita / Quality Management System

PER LE SEGUENTI ATTIVITA / FOR THE FOLLOWING ACTIVITIES

EA: 29

Commercializzazione di prodotti del Gruppo: kit diagnostici,
terreni di coltura per microbiologia, articoli in plastica per laboratorio analisi,
provette con vuoto predeterminato e aghi sterili.

Trading of the products of the Group: diagnostic kits, culture media for microbiology,
plastic disposable labware, test tubes with predetermined vacuum and sterife needles.

Riferirsi alla documentazione del Sistema di Gestione per fa Qualita aziendale per 'applicabllita del requisiti della norma di riferimenta.
Refer to the documentation of the Quality Management System for details of application to reference standard requirements.
II presente certificato & soggetto al rispetto del documento ICIM “Regolamento per la certificazione dei sistemi di gestione” ¢ al relativa Schema specifico.
The use and Ihe validily of his ceriificate shall salisfy the requirements of the ICIM document "Rules for the certification of company management systems” and specific Scheme.
Per informazioni puntuali e aggiornate circa eventuali variazioni intervenute nello stato della certificazione di cui al presente ceriificato,
si prega di contattare il n° telefonico +39 02 725341 o indirizzo e-mail info@icim.it
For timely and updated information about any changes in the certffication status referred fo in this certificate,
please confact the number +33 02 725341 or email address info@icim.it.

Data emissione Emissione corrente Data di scadenza
First issue Current issue Expiring date
18/01/2007 18/01/2019 17/01/2022

™\
\
/
\

ICIMS.p.A.
Piazza Don Enrico Mapelli, 75} 20099 Sesto San Giovanni (MI)

wiwwg icim. it

FEDERAZIONE

CIsQ

ACCREDIA %,

=

ml L'ENTE ITALIANO DI ACCREDITAMENTO

o i

EI www.cisg.com

g SGQ N°004A CISQ & la Federazione Italiana di Organismi di

3 Certificazlone del sistemi di gestione aziendale.

o Membro degli Accordi di Mutuo Riconoscimente EA, IAF e ILAC CISQ is the Italian Federation of management
system Certification Bodies.

Signatory of EA, IAF and ILAC Mutual Recognition Agreements
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EC Certificate TUVRheinland
Directive 98/79/EC Annex IV, excluding Sections 4 and 6
Full Quality Assurance System
In Vitro Diagnostic Medical Devices

Registration No.: HL 60119814 0001

Report No.: 21265422 001

Manufacturer: Macherey-Nagel GmbH & Co. KG
Neumann-Neander-Str. 6-8
52355 Diiren
Deutschland

Products: Products for self-testing
(see attachment for products and sites included)

Replaces Certificate, Registration No.: HL 60076687 0001

Expiry Date: 2022-05-28

The Notified Body hereby declares that the requirements of Annex IV, excluding section 4 and 6 of the
directive 98/79/EC have been met for the listed products. The above named manufacturer has established
and applies a quality assurance system, which is subject to periodic surveillance, defined by Annex

IV, section 5 of the aforementioned directive. For placing on the market of List A devices covered by
this certificate an EC design-examination certificate according to Annex IV, section 4 and-a.

LG
verification of manufactured products according to section 6 is required. (,_'.‘-"'f.ﬁ——*f._\g'g"\
f'.‘ QF/«-/ \\O'oﬁ\\
s D 4 % \
Notified Body/=> ; \ o\
Effective Date: 2017-05-29 L\ 2|
‘ /£

Date: 2017-05-29

TUV Rheinland LGA Products GmbH - TillystraBe 2 - 90431 Nirnberg

TUV Rheinland LGA Products GmbH is a Notified Body according to Directive 98/79/EC
concerning in vitro diagnostic medical devices with the identification number 0197.




TUV Rheinland poc.

LGA Products GmbH
TillystraBe 2, 90431 Nirnberg

Attachment to

Certificate

Registration No.: HL 60119814 0001

Report No.: 21265422 001

Manufacturer: Macherey-Nagel GmbH & Co. KG

Neumann-Neander-Str. 6-8
52355 Diiren
Deutschland

Products for self-testing:

- 8ingle and multi-parameter disposable test strips
for urine analysis

- indicator test strips and papers for measurement
of pH in urine

Additional site for warehousing and logistics:

Bahnstr. 120
52355 Duren, Germany

Date: 2017-05-29

. ®
TUVRheinland

1/1, Rev. 0




Certificate

, ®
TUVRheinland

Quality Management System

EN ISO 13485:2016

Registration No.:

Organization:

Scope:

SX 1038121-1

MACHEREY-NAGEL GmbH & Co. KG
Neumann-Neander-Str. 6-8

52355 Duren

Germany

Design and development, manufacture and distribution of in vitro diagnostic
test strips including self-testing devices and reflectometers used in the field
of urine, gastric and vaginal fluid analysis, as well as in vitro diagnostic
products for bioanalytical sample preparation.

(see attachment for sites included)

The Certification Body of TUV Rheinland LGA Products GmbH certifies that the organization has established and applies a
quality management system for medical devices.
Proof has been furnished that the requirements specified in the abovementioned standard are fulfilled. The quality

management system is subject to yearly surveillance.

Report No.:
Effective date:
Expiry date:

Issue date:

{( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-14169-01-02

3309079-90
2020-05-29

2023-05-28

2020-05-28 S .

/. Dipl.-Ing. S. Hoffmann
TY einland LGA Products GmbH
TillystraRe 2 - 90431 Nurnberg - Germany
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Certificate

Quality Management System

EN ISO 13485:2016

Registration No.:

Organization:

No. Facility

SX 1038121-1

: ®
TUVRheinland

MACHEREY-NAGEL GmbH & Co. KG

Neumann-Neander-Str. 6-8
52355 Duren
Germany

/02 MACHEREY-NAGEL GmbH & Co. KG
Valencienner Str. 11

52355 Duren
Germany

103 MACHEREY-NAGEL GmbH & Co. KG

Bahnstr. 120
52355 Duren
Germany

Report No..
Effective date:
Expiry date:

Issue date:

(( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-14169-01-02

3309079-90
2020-05-29
2023-05-28
2020-05-28

Scope

Design and development, manufacture,
quality control, distribution and customer
service

Warehousing and logistics

W Dipl.-Ing. S. Hoffmann
heinland LGA Products GmbH
TillystraBe 2 - 90431 Nurnberg - Germany

2/2




® TUV, TUEV and TUV are registered trademarks. Utilisation and application requires prior approval.

www.tuv.com

Certificate

Standard

Certificate Registr. No.

Certificate Holder:

Scope:

Validity:

1ISO 9001:2015
01 100 1810008

MACHEREY-NAGEL GmbH & Co. KG
Neumann-Neander-Str. 6-8

52355 Duren

Germany

including the locations according to annex

Design and development, production and distribution
of products for filtration, rapid tests, water analysis,
chromatography and bioanalysis

Proof has been furnished by means of an audit that the
requirements of ISO 9001:2015 are met.

The certificate is valid from 2020-05-29 until 2023-05-28.

2020-05-25 /&(%/b

TUV Rheinland Cert GmbH
Am Grauen Stein - 51105 Kdéln

A TUVRheinland®

Akkrediti tell . .
0-ZM-16031-01.00 Precisely Right.

(( DAKKS

Deutsche



® TUV, TUEV and TUV are registered trademarks. Utilisation and application requires prior approval.

Annex to certificate

Standard

Certificate Registr. No.

No.

/01

/02

/03

/04

/05

Location

MACHEREY-NAGEL GmbH & Co.

Neumann-Neander-Str. 6-8
52355 Diren
Germany

MACHEREY-NAGEL GmbH & Co.

Valencienner Str. 11
52355 Diren
Germany

MACHEREY-NAGEL GmbH & Co.

Papiermihle 50
52349 Diren
Germany

MACHEREY-NAGEL GmbH & Co.

Bahnstr. 120
52355 Diren
Germany

MACHEREY-NAGEL GmbH & Co.

Monschauer Str. 64
52355 Diren
Germany

2020-05-25

www.tuv.com

KG

KG

KG

KG

KG

1SO 9001:2015
01 100 1810008

Scope

Design, development and production
of products for chromatography

and bioanalysis

Design, development, production

and distribution of products for filtration,
rapid tests, water analysis.

Service and administration

Waste disposal
Storage

Production

YA

TOV Rheinland Cert GmbH
Am Grauen Stein - 51105 Kdln

Page 1 of 1

A TUVRheinland®

Precisely Right.
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