000 «XEMA»

£3105264, r. Mockea, yn. 9-a Mapkosas, A. 48, 5 31.
(- +7 (495) 510-57-07

[ 8 800 505-23-45

>4 sale@xema.ru

o www.xema-medica.com

10.02.2022
Hcx. Ne 10-01/02

STATEMENT

We, XEMA Co., Ltd. Having a registered office at 48, 9t Parkovaya
st., 104264 Moscow, Russia, assign Sanmedico Srl. Having a registered
office at srt. A. Corobceanu 7A, apt. 9, Chisindu MD 2012, Moldova, as
authorized representative in correspondence with the conditions of
directive 93/42/EEC, 98/79/EEC and 90/385/EEC.

We declare that the company mentioned above is authorized to
register, notify, renew or modify the registration of medical devices on
the territory of the Republic of Moldova.

Signature: Dmitry S. Kostrikin

(0 G
00 (e i
Digitally signed by Monastirschii Viorica II g bt
Date: 2022.06.30 14:37:13 EEST o & I 4 /S
Reason: MoldSign Signature J % 1A GOKYMEHTOB /-5
Location: Moldova A TN Qs
Jo MOCKIR

Deputy general manager




_S Polmed.de

Vertretung und Repriisentanz

Certificate

Of Marketing Authorization of Medical Product

Nr. AR/IVMD/Xema/01/2020

Issued on the basis of the Declaration of conformity and registration taking into account Article 10 of Directive 98/79/EC on In Vitro Diagnostic
Medical Devices and Medical Devices Act (MPG) § § 5.25,29,30

Ausgestellt auf Grund der Konformititserklirung und Registrierung unter Beriicksichtigung
der Richtlinie 98/97/EG Artikel 10 iiber In-vitro-Diagnostika und Medizinproduktgesetz (MPG) §§ 5,25,29,30

Manufacturer: xema CO., Ltd-

Hersteller bld.4, 48, The 9th Parkovaya str.
Moscow 105264, RUSSIA,
info@xema.ru; www.xema.ru

Product name; See annex to the Certificate

Produkt Siehe Anhang zum Zerifikat

Product Classification: In Vitro Diagnostic Medical Devices
Produkiklassifizierung In-vitro-Diagnostikum (VD) Medizinprodukte

Category: Common/ Other IVD

Kategorie Sonstige IVD-Produkle

Conformity Module: Module A (EC Declaration of Conformity)
Konformititsmodul (Annex lll, except point6, Directive 98/79/EC)

Modul A (EG-Konformitatserklarung)
(Anhang lll, auBer Nummer'6, Richtlinie 98/79 / EG)

Lead Competent Authority: DIMDI — German Institute of Medical Documentation and Information
Zustindige Behdrde DIMDI — Deutsches Institut fiir Medizinische Dokumentation und Information

Product Registration Ref. No.: See annex to the Certificate
(Per Article 10, Directive 98/79/EC) Siehe Anhang zum Zertifikat

Produkt Registrationsnummer
(GemiB Artikel 10 der Richtlinie 98/79 / EG)

Validto:  2022-05-25
Giiltig bis

Date of issue: 2020-01-01

Das Ausstellungsdatum

Represented in the EC by Polmed.de
Steinacker 5, 73773 Aichwald, Germany

email: info @polmed.de
tel: +49 711 52853279 A
i
\/ Polmed.de
Valid with the Extract from the d > www.dimdi.de (German Instiute for Medical Documentation)
Gilt nur mit :Auszug aus der Datenbank www.dimdi.de (Deutsche Institut Fiir Medizinische Dokumentation)

Pagelof 4



_S Polmed.de

Vertretung und Repriisentanz

Annex to the Certificate No.:
Anhang zum Zenifikat Nr.:

AR/IVMD/Xema/01/2020

The following medical devices can be placed on the market in the Federal Republic of Germany, in the member states
of the European Economic Community (EEC) and in the other contract states of the agreement about the European Economic Area.

Die folgenden Medizinprodukte in der Bundesrepublik Deutschland. in den Mitgliedsstaaten
der Europiischen Wirtschaftsgemeinschaft (EG) und in den Vertragsstaaten der EG in den Verkehr gebracht werden diirfen.

Nomenclature term Catalog No. Name of device Produktbezeichnung DIMDI
Nomenklaturbezeichnung Katalog-Nr. Registration number
Registriernummer
1 THYROID PEROXIDASE (INCL. MICROSOMAL) K131 aTPOEIA Cat. Nr K131 DE/CA37/IVD/13/44
ANTIBODIES
2. THYROGLOBULIN AUTOANTIBODIES K132 aTG ElA Cat. Nr K132 DE/CA37/IVD/13/43
3 MPO ANCA K133 aMPO EIA Cat. Nr K133 DE/CA37/IVD/13/42
4, TISSUE TRANSGLUTAMINASE ANTIBODIES K160 Anti-tTG IgG EIA Cat. Nr K160; DE/CA37/IVD/13/41
K161 Anti-tTG IgA EIA Cat. Nr K161
5. GLIADIN ANTIBODIES K180 Gliadin IgG EIA Cat. Nr K180; DE/CA37/IVD/13/40
K181 Gliadin IgA EIA Cat. Nr K181 ;
K182A Deamidated Gliadin IgA EIA,
K182G Deamidated Gliadin IgG EIA
6. IMMUNOGLOBULIN E=TOTAL K200 Total IgE EIA Cat. Nr K200 DE/CA37/IVD/13/39
7. THYROID STIMULATING HORMONE K201 TSH EIA Cat. Nr K201; DE/CA37/IVD/13/38
K201A TSH Plus EIA Cat. Nr K201A
8. LUTEINISING HORMONE K202 LH EIA Cat. Nr K202 DE/CA37/IVD/13/37
9. FOLLICLE STIMULATING HORMONE K203 FSH EIA Cat. Nr K203 DE/CA37/IVD/13/36
10. | HUMAN GROWTH HORMONE K204 GH EIA Cat. Nr K204 DE/CA37/IVD/13/35
11. | HUMAN CHORIONIC GONADOTROPIN TOTAL K205 HCG EIA Cat. Nr K205 DE/CA37/IVD/13/34
12. | PROLACTIN K206 Prolactin EIA Cat. Nr K206 DE/CA37/IVD/13/33
13. | PROGESTERONE K207 Progesterone EIA Cat. Nr K207 ; DE/CA37/IVD/13/32
K207S Salivary Progesterone EIA
14. | ESTRADIOL K208 Estradiol EIA Cat. Nr K208 DE/CA37/IVD/13/31
15. | TESTOSTERONE (WITH DEHYDRO AND FREE K209 Testosterone EIA Cat. Nr K209 ; DE/CA37/IVD/13/30
TESTOSTERONE) K2095 Salivary Testosterone EIA
16. | CORTISOL K210 Cortisol EIA Cat. Nr K210 ; DE/CA37/IVD/13/29
K210S Salivary Cortisol EIA
17. | TRIIODOTHYRONINE K211 T3 EIA Cat. Nr K211 DE/CA37/IVD/13/28
18. | THYROXINE K212 T4 EIA Cat. Nr K212 DE/CA37/IVD/13/27
19. | FREE TRIIODOTHYRONINE K213 Free T3 EIA Cat. Nr K213 DE/CA37/IVD/13/26
20. | FREE THYROXINE K214 Free T4 EIA Cat. Nr K214 DE/CA37/IVD/13/25
21. | DEHYDRO-EPIANDROSTERONE SULPHATE K215 DHEA-S EIA Cat. Nr K215 DE/CA37/IVD/13/24
(INCL. DHEA)
22. | 17 OH PROGESTERONE K217 17-OH-Progesterone EIA DE/CA37/IVD/13/22
Cat. Nr K217
23. | CANCER ANTIGEN 125 K222 CA 125 EIA Cat. Nr K222 DE/CA37/IVDf13/23
24, | CANCER ANTIGEN 19-9 K223 CA 19.9 EIA Cat. Nr K223 DE/CA37/IVD/13/21
25. | CARCINOEMBRYONIC ANTIGEN K224 CEA EIA Cat. Nr K224 DE/CA37/IVD/13/20

The above-mentioned medical products are marked with the CE symbol.
Die oben genannten medizinischen Produkie sind mit dem CE-Zeichen gekennzeichnet.

Valid with the Extract from th
Gilt nur mit :Auszug aus der

r Medical

C Documentation)
Fiir M

edizinische Dokumentation)

Page 2 of 4



_S Polmed.de

Vertretung und Repriisentanz

Annex to the Certificate No.:
Anhang zum Zentifikat Nr.:

AR/IVMD/Xema/01/2020

The following medical devices can be placed on the market in the Federal Republic of Germany, in the member states
of the European Economic Community (EEC) and in the other contract states of the agreement about the European Economic Area.

Die folgenden Medizinprodukte in der Bundesrepublik Deutschland. in den Mitgliedsstaaten
der Europdischen Wirtschaftsgemeinschaft (EG) und in den Vertragsstaaten der EG in den Verkehr gebracht werden diirfen.

Nomenclature term Catalog No. Name of device Produktbezeichnung DIMDI
Nomenklaturbezeichnung Katalog-Nr. Registration number
Registriernummer
26. | ALPHAFETOPROTEIN K225 AFP EIA Cat. Nr K225 DE/CA37/IVD/13/19
27. | CANCER ANTIGEN 15-3 K226 M12 (CA15.3 ) EIA Cat. Nrk226 DE/CA37/IVD/13/18
28. | OTHER CANCER ANTIGENS K227 MUCI1 M22 EIA Cat. Nr K227; DE/CA37/IVD/13/17
K228 MUCI1 M20 EIA Cat. Nr K228
29. | OTHER OTHER TUMOUR MARKERS K232 Thyroglobulin EIA Cat. Nr K232 DE/CA37/IVD/13/16
30. | R HUMAN CHORIONIC GONADOTROPIN (INCL. K235 Free beta HCG EIA Cat, Nr K235 DE/CA37/IVD/13/15
SUBUNIT)
31. | PREGNANCY ASSOCIATED PLASMA PROTEIN - K238 PAPP-A EIA Cat. Nr K238 DE/CA37/IVD/13/14
A (DOWNS)
32. | OTHER OTHER PLASMA PROTEINS K240 Alveomucin EIA Cat. Nr K240 DE/CA37/IVD/13/13
33. | C-REACTIVE PROTEIN K250 CRP EIA Cat. Nr K250 DE/CA37/IVD/13/12
34, | SEXHORMONE BINDING GLOBULIN K268 SHBG EIA Cat. Nr K268 DE/CA37/IVD/13/11
35. | TROPONIN (T +1) K291 Troponin | EIA Cat. Nr K291 DE/CA37/IVD/13/10
36. | IMMUNOGLOBULIN G K271 Total IgG EIA Cat. Nr K271 DE/CA37/IVD/13/9
37. | IMMUNOGLOBULIN G SUBCLASS REAGENTS K272 IgG2 EIA Cat. NrK272; DE/CA37/IVD/13/8
K274 IgG4 EIA Cat. Nr K274
38. | IMMUNOGLOBULIN A K275 Total IgA EIA Cat. Nr K275 DE/CA37/IVD/13/7
39. | IMMUNOGLOBULIN M K277 Total IgM EIA Cat. Nr K277 DE/CA37/IVD/13/6
KQ13 AutoQon AT immunoassay control set Cat.
Nr KQ13;
40. | RHEUMATOID/AUTOIMMUNE CONTROLS KQi4 AutoQon ANA/ENA immunoassay DE/CA37/IVD/13/5
control set Cat. Nr KQ14;
KQ15 AutoQon ACL immunoassay control set Cat.
Nr KQ15
41, | HORMONE CONTROLS KQ21 HormoQon immunoassay control set Cat. Nr DE/CA37/IVD/13/4
KQ21
42. | TUMOUR MARKER CONTROLS KQ22 OmaQon immunoassay control set Cat. Nr DE/CA37/IVD/13/3
KQ22
43. | cYFRA21-1 K236 CYFRA 21-1EIA DE/CA37/IVD/13/45
44. | CANCER ANTIGEN 72-4 K244 CAT72-4EIA DE/CA37/IVD/13/46
45. | NEONATAL THYROID STIMULATING K201N TSH-Neo EIA DE/CA37/IVvD/13/47
HORMONE
46. | ESTRIOL k218 Free Estriol EIA DE/CA37/IVD/13/48
47. | IMMUNOGLOBULINE - K200S Specific IgE EIA DE/CA37/IVD/13/49
MONOTEST/MONORESULT - MULTI AG
48. | KAPPA AND LAMBDA CHAIN K279K Free kappa Igg light chain EIA, DE/CA37/IVD/13/50
K279L Free lambda Igg light chain EIA
49, | TRYPSIN NEONATAL K242 Neonatal IRT EIA Cat. Nr K242 DE/CA37/IVD/13/51
50. | NEURON SPECIFIC ENOLASE K234 NSE EIA Cat. Nr K234 DE/CA37/IVD/13/52

The above-mentioned medical products are marked with the CE symbol.
Die oben genannten medizinischen Produkte sind mit dem CE-Zeichen gekennzeichnet.

Valid with the Extract from th
Gilt nur mit :Auszug aus der

or Medical
Fiir M

Documentation)

edizinische Dokumentation)
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_S Polmed.de

Vertretung und Repriisentanz

Annex to the Certificate No.:
Anhang zum Zentifikat Nr.:

AR/IVMD/Xema/01/2020

The following medical devices can be placed on the market in the Federal Republic of Germany, in the member states
of the European Economic Community (EEC) and in the other contract states of the agreement about the European Economic Area.

Die folgenden Medizinprodukte in der Bundesrepublik Deutschland. in den Mitgliedsstaaten

der Europdischen Wirtschaftsgemeinschaft (EG) und in den Vertragsstaaten der EG in den Verkehr gebracht werden diirfen.

Nomenclature term Catalog No. Name of device Produktbezeichnung DIMDI
Nomenklaturbezeichnung Katalog-Nr. Registration number
Registriernummer
50. | NEURON SPECIFIC ENOLASE K234 NSE EIA Cat. Nr K234 DE/CA37/IVD/13/52
51. | OTHER OTHER TUMOUR MARKERS K239 HE —4 EIA Cat. Nr K239 DE/CA37/IVD/13/53
52. | HSV IgG K104 HSV % IgG EIA (Cat. NrK104) DE/CA37/IVD/13/67
53. | HSV IgM K104M | HSV % IgM EIA (Cat. Nr K104M) DE/CA37/IVD/13/66
54. | MYCOPLASMA ANTIBODY ASSAYS K106 Mycoplasma IgG EIA (Cat. Nr K106) DE/CA37/IVD/13/65
55. | SYPHILIS ANTIBODY ASSAYS TOTAL K111 Treponema pallidum Total Ab EIA DE/CA37/IVD/13/64
(Cat. NrK111)
56. | SYPHILIS ANTIBODY IGG K111G Treponema pallidum 1gG EIA DE/CA37/IVD/13/63
(Cat. Nr K111G)
57. | SYPHILIS ANTIBODY IGM K111M | Treponema pallidum IgM EIA (Cat. Nr DE/CA37/IVD/13/62
K111M)
58. | H.PYLORI ANTIBODY ASSAYS K119 H.pylori IgG EIA (Cat. Nr K119) DE/CA37/IVD/13/61
59. | H. PYLORI ANTIBODY ASSAYS K119M | H.pylori igM EIA (Cat. Nr K119M) DE/CA37/IVD/13/60
60. | ASPERGILLUS K121 Aspergillus IgG EIA (Cat. Nr K121) DE/CA37/IVD/13/59
61. | OTHER OTHER BACTERIOLOGY K126 Ureaplasma IgG EIA DE/CA37/IVD/13/58
IMMUNOASSAY (Cat. Nr K126)
62. | GIARDIA LAMBLIA K171 Giardia lamblia Total Ab EIA DE/CA37/IVD/13/57A1
(Cat. Nr 171)
K171X Giardia lamblialgG/IgM/IgA EIA
(Cat. No. K171X)
63. | OTHER TUMOUR MARKER RAPID TESTS X220V XEMAtestOvaScreen DE/CA37/IVD/13/56
(Cat. Nr X220V)
64. | OTHER TUMOUR MARKER RAPID TESTS X222 XEMAtestCA125 (Cat. Nr X222) DE/CA37/IVD/13/55
65. | OTHER TUMOUR MARKER RAPID TESTS X239 XEMAtestHE4 (Cat. Nr X239) DE/CA37/IVD/13/54
66. | IMMUNOGLOBULINA IgA K276 SECRETORY IgA (slgA) EIA DE/CA37/IVD/13/68
(Cat. No. K276)
67. | ECHINOCOCCUS K175 Cestodes IgG EIA (Cat. No. K175) DE/CA37/IVD/13/72E
68. | DISTOMATOSIS K176 Fasciola IgG EIA (Cat. No. K176) DE/CA37/IVD/13/71E
69. | TESTOSTERONE (WITH DEHYDRO AND FREE K219 Free Testosterone EIA DE/CA37/IVD/13/70E
TESTOSTERONE) (Cat. No. K219)
70. | HUMAN PLACENTAL LACTOGEN HPL K246 Human Placental Lactogen EIA DE/CA37/IVD/13/69E
(Cat. No. K246)
71. | CANCER ANTIGEN 242 K243 CA 242 EIA (Cat. No. K243) DE/CA37/IVD/13/73
72. | INSULIN K267N Insulin EIA (Cat. No. K267N) DE/CA37/IVD/13/77
73. | C-PEPTIDE K267C C-peptide EIA(Cat. No. K267C) DE/CA37/IVD/13/76
74. | OTHER PREGNANCY TESTING HORMONES K245 AMH EIA (Cat. No. K245) DE/CA37/IVD/13/75
75. | SQUAMOUS CELL CARCINOMA ANTIGEN K237 SCC(A) EIA (Cat. No. K237) DE/CA37/IVD/13/74
76. | ASPERGILLUS K021 GalM Ag EIA (Cat. No. K021) DE/CA37/IVD/13/78

The above-mentioned medical products are marked with the CE symbol.
Die oben genannten medizinischen Produkte sind mit dem CE-Zeichen gekennzeichnet.

Represented in the EC by Polmed.de
Steinacker 5, 73773 Aichwald, Germany

email: info @polmed.de
tel: +49 711 52853279

Valid with the Extract from th

Gilt nur mit :Auszug aus der

Date: January 01, 2020

Fiir M

edizinische Dokumentati

W
V/ Polmed.de
/
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MANAGEMENT SYSTEM
CERTIFICATE

Certificate no.: Initial certification date: Valid:
282710-2019-AQ-MCW-FINAS 14 February 2019 15 February 2022 — 14 February 2025

This is to certify that the management system of

XEMA Co, LTD

bld. 48, 9-th Parkovaya str., Moscow, Russian Federation, 105264
and the sites as mentioned in the appendix accompanying this certificate

has been found to conform to the Quality Management System standard:

ISO 9001:2015

This certificate is valid for the following scope:

Design and development, manufacturing and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics and forensic investigations.

Place and date Zr Te marg Mo

Espoo. 14 February 2022 DNY - Business Assarance

o Keilaranta 1, 02150 Espoo, Finland
FINAS

S001 (EN ISOAEC 17021-1)

Kimmo Haarala
Management Representative

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.
ACCREDITED UNIT: DNV Business Assurance Finland Oy Ab, Keilaranta 1, 02150 Espoo, Finland - TEL: +358 10 292 4200. www.dnv filassurance




Certificate no.: 282710-2019-AQ-MCW-FINAS
Place and date: Espoo, 14 February 2022

Appendix to Certificate

XEMA Co, LTD

Locations included in the certification are as follows;

Site Name Site Address

Site Scope

XEMA Co, LTD bld. 48, 9-th Parkovaya str., Moscow,
Russian Federation, 105264

Design and development, manufacturing
and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics
and forensic investigations.

XEMA Co, LTD (production site) 2B, Trubetskaya str., Balashikha, Moscow
region, Russian Federation, 125000

Design and development, manufacturing
and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics
and forensic investigations.

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.

ACCREDITED UNIT: DNV Business Assurance Finland Oy Ab, Keilaranta 1, 02150 Espoo, Finland - TEL: +358 10 292 4200. www.dnv.filassurance

Page 2of2
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Instruction for use

MHCTPYKUMA NO NPUMEHEHWIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA
IgM AHTUTEJ1 K AHTUFTEHAM MYCOPLASMA SPP.
B CbIBOPOTKE (MJ1IA3ME) KPOBU

«Mycoplasma IgM-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUALITATIVE DETERMINATION
OF IgM ANTIBODIES TO MYCOPLASMA
IN HUMAN SERUM OR PLASMA

Mycoplasma IgM EIA

HOMEP MO KATANIOTY K106M
TY Ne 9398-1061-18619450-2009

PETMCTPALMOHHOE YOOCTOBEPEHME
Ne ®CP 2010/07075 oT 16 mapTa 2010 T.

AnTtnTena K BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTBYylOT
KOHTponbHble CbiIBOPOTKY, BXOAALLME B COCTaB Habopa, MHAKTVBUPOBaHbI.

W For 96 determinations /Ha 96 onpepenexui

[ina uH 8BUMPO ANarHOCTUKM

PN u XEMA Co,, Ltd
a8 o, Ltd. ) .
1\ j The 9th Parkovaya str, 48 Qultho:jlzsd Representative in EU:

@, 105264 Moscow, Russia S° me " e20 073773
STy Tel/fax: +7(495) 510-57-07 AFeL”aclst ) D
EX e-mail: redkin@xema-medica.com Ic wla ‘ ermlanydd
%K EX  internet: www.xema-medica.com e-mail: info@polmed.de
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COAEPXXAHMUE

HA3HAYEHUE

MPUHLUWMM PABOTbl HABOPA

AHANTUTUYECKUE XAPAKTEPUCTUKN

COCTAB HABOPA

MEPbI MPEAOCTOPOXXHOCTHU

OBOPYAOBAHUE N MATEPWAJbI, HEOBXOAUMBIE MNMPN PABOTE C HABOPOM
NOArOTOBKA PEATEHTOB /14 AHAJTIN3A

YCNoBMA XPAHEHUA U SKCMJTYATALUN HABOPA

MPOBEAEHWNE AHAJTIN3A

. OXMOAEMbIE 3HAYEHNA 1 HOPMbI
. JINTEPATYPA

CONTENT

INTENDED USE

SUMMARY AND EXPLANATION
PRINCIPLE OF THE TEST

WARNINGS AND PRECAUTIONS

KIT COMPONENTS

SPECIMEN COLLECTION AND STORAGE
TEST PROCEDURE

QUALITY CONTROL

CALCULATION OF RESULTS

10. EXPECTED VALUES
11. LITERATURE
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WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K106I

«YTBEPXOEHA»
Mpukas PocagpaBHaazopa N 3236-Mp/13 ot 17 uonsa 2013 r.
KP N¢ 4204 ot 28.01.2010

MUHCTPYKLUUA NO NPUMEHEHUNIO HABOPA PEAFEHTOB
anda NMMYHO®EPMEHTHOIO ONPEAENNEHUA IgM AHTUTEN
K AHTUTEHAM MYCOPLASMA SPP. B CbIBOPOTKE (MJIA3BME)

KPOBWU «Mycoplasma IgM-UDA »

1. HABHAYEHMUE

1.1. Habop <«Mycoplasma IgM-U®A» npegHasHavyeH AN  KaYeCTBEHHOrO
onpeaeneHus KoHueHTpauum IgM aHTuTen kK aHTMreHam Mycoplasma spp. B CbIBOPOTKE
(nna3me) KpoBM MeToAOM TBEPAOMDA3HOr0 MMMYHOMEPMEHTHOIO aHanusa.

1.2. Mukonna3smbl (Mycoplasma) ABns0TCA OTAENbHbIM KNIACCOM MUKPOOPraHU3MOB.
MN3-3a ocobeHHocTelh MeTabonvaMa MWKOMIasMbl He pacTyT WAW KpaihHe MeANeHHO
pacTyT Ha CTaHAapTHbIX cpeAax, UCMosib3yeMbiX B 6akTepnosiornyeckmx naboparopumsax;
370 TpebyeT NpMMEHEHUs CEPOSIOrMYECKUX MeTOA0B ANS ANArHOCTUKK. B npakTnyeckomn
MeAnLMHE OCHOBHYIO posib UrpatoT Buabl Mycoplasma hominis, Mycoplasma genitalium,
Mycoplasma pneumoniae. Bce 3T BuAbl HecyT obline aHTUreHHble AeTepMUHaHTbI;
KpOMe TOro, 3HaunTeNbHbIW NepekpecT HabnaaeTcs ¢ poACTBeHHbIM BUAOM Ureaplasma
urealyticum. Mycoplasma pneumoniae BbI3blBA€T MHEBMOHWUIO, TPaxeobpOHXUT u
6ynnesHblint MEHNHIUT. OCTasibHble MUKOM1a3Mbl MOTYT BbI3blBaTb OCTPblE N XPOHUYECKMe
BOCMNanuTenbHble 3a60neBaHNa MOYErNosioBOro TpakTa u ObiTb MPUYMHON MYXCKOro 1
XeHckoro 6ecnnoaus.

1.3. Ceposiormyeckas AMarHoCTMKa OCHOBaHa Ha BbISiBNIeHMU aHTUTen knaccos IgA,
IgM un IgG k aHTUreHam Mycoplasma spp. BeipaboTka aHTuTen knacca IgM HaunHaeTca
B nepsble 6-7 AHelr 3aboneBaHus, 3aTeEM MX KOMMYECTBO HapacTaeT B TeYeHue ABYX-
yeTblpex Hefesb, BNOCNeACTBUN NOCTENEHHO CHUXaACb. Ha BTopoi Heaene 3abonesaHuns
HaunHaeTcsa BblpaboTka aHTUTeN knacca IgG. B HeKoTOpbIX CAyYyasx aHTUTena knacca
IgM MoryT coxpaHsATbCS B CbIBOPOTKE KPOBU B TEYEHME HECKOJIbKMX MecsiLeB, a Takxe
y vy - HocuTenenh mHdekunn 6e3 KAnHMYeckmnx cMMntoMos 3abonesaHus. B cnydae
obHapyxeHua aHTUTen knacca IgM pekomeHAyeTCs MOBTOPHOE WX onpegefieHne B
cBexxeM obpasLe KpoBM B LleNsX onpeaeneHns HapacTaHus UX Kon4YecTsa B npolecce
3abonesaHuns. CneayeTr OTMETUTb, YTO Y MaLMEHTOB CO cnabbiM UMMYHHbIM OTBETOM
Ha Bo3gencTBue BO3b6yauTens Mycoplasma spp, y 6epeMeHHbIX >XEHLWMUH aHTuTena
AaHHOro Kfacca MOryT He onpeaensaTbCsa Npyu Hanuuymm MHEUUMPOBaHUSA. [MoaToMy
peKoMeHAyeTCs AOMOSIHUTENbHOE onpefeneHne U MNoATBepxAeHWe Bo3byauTens
MMKOMIa3M03a MeTOA0M MOSIMMEPA3HON LieNMHOW peakuuu.
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2. IPUHUUN PABOTbl HABOPA

OnpeneneHne IgM aHTUTENn K aHTUreHam Mycoplasma spp. OCHOBaHO Ha
MCMOSIb30BaHMN HenpsaMoro BapumaHTa TBepAodasHOro WMMyHoOMDEpPMEHTHOrO
aHanusa. Ha BHYTpeHHeWl MOBEPXHOCTM JIYHOK MfaHweTa MMMO6UAN30BaH aHTUreH -
Mycoplasma. AHTUTena u3 obpasua CBA3bIBAOTCA C aHTUIEHOM Ha MOBEPXHOCTU
NyHKkn. O6pasoBaBLUMNCA KOMMIEKC BbIABAAIOT C MOMOLLbIO KOHBbIOraTa MbILNHBIX
MOHOKJIOHaNbHbIX aHTUTen Kk IgM yenoBeka C nepokcuaaloln XpeHa. B pesynbtaTte
obpasyeTcs CBf3@aHHbI C MAACTUKOM <«C3HABMY», COAepXalumi nepokcuaasy. Bo
BpeMs MHKybaummn c pactBopoMm cybcTpata TeTpameTunbeHsnanHa (TMB) npoucxoaunt
OKpaluMBaHWe pacTBOpPOB B JIyHKax. MHTEHCMBHOCTb OKpacku NpsMO NponopLMoHanbHa
KOHUeHTpauun cneunduyecknx IgM aHTUTen «k aHTureHam Mycoplasma spp.
KoHueHTpauus IgM aHTuTen K aHTureHam Mycoplasma spp. B nccneayembix obpasuax
paccyuTbiBaeTCs No Gopmyne, NpUBEAEHHOW B MHCTPYKLMM.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. Bocnpou3sBoaMMOCTb.

KoadduruneHT Bapraunn pesynbTaToB onpeaeneHns cogepxaHusa IgM aHtuten kK
aHTUreHam Mycoplasma spp. B 04HOM 1 TOM e obpasue CbiIBOPOTKM (Ma1a3Mbl) KPOBU C
ncnonb3oBaHmeM Habopa «Mycoplasma IgM-U®A» He npesbiwaeT 8.0%.
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5. MEPbI NPEAOCTOPOX>XXHOCTU

5.1. MoTeHUManbHbIN puck NnpuMmeHeHuns Habopa — knacc 26 (FTOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEpPHOW KWUCNOTbI), B NCMOJIb3YEMbIX KOHLIEHTPAUNAX ABASOTCA HETOKCUYHBIMMU.

PactBop cepHoM KkucnoTbl obnajaeT pasapaxatmowmm  aeicteuem.  U3beraTb
pa3bpbi3rnBaHns 1 NoNagaHns Ha KoXy 1 Cnu3uncTble. Mpu nonagaHum Ha KOXY U CIN3UCTble
NOPaxeHHbIW y4acToOK criefyeT NpoMbIiTb 60MbLINM KONMYECTBOM MPOTOYHOW BOAbI.

5.3. lNpu pabote c HabopoM cneayet cobniogatb «lMpaBuna yCTPOMCTBA, TEXHUKNU
6e3onacHoCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NNYHOM rurmeHbl nNpu pabote B nabopatopusax (OTAeneHuax, oTaenax) caHuTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote ¢ Habopom cneayeT HageBaTb OA4HOPA30Bble PE3VHOBbIE WU
naacTMKOBble MepyaTku, Tak Kak obpasubl KpoBM 4yenoBeka cneayeT paccMaTpumBaTb
Kak noTeHuManbHO WHMUUUPOBAHHbLIA MaTtepuasn, CnocobHbI ANUTeNbHOe Bpems
coxpaHaTb M nepepasatb BWY, Bupyc renatuta wnum nwobon apyrov Bosbyautennb
BUPYCHOM MHdeKUNU.

5.5. Bce MCMNOSIb30BaHHbIE 0AHOpasoBble Matepuansbl noasepraTtb
obpaboTke Ae3nHGUUNPYOLWMMHN cpencTtesamm c nocneayroLwen ytunmsauymen
(cM. MY-287-113 «MeToanyeckue ykasaHus rno aesmHdekunmn, npeactepman3aunoHHom
OUYUCTKE W CTEPUIM3ALUN U3LENNA MEANLMHCKOIO Ha3HaUYeHns» ).

5.6. MeauuunHckme oTxoabl knacca b.  YTunusaumio  WAM YHUUTOXEHWE,
nesnHdekumto  HabopoB  peareHTOB  cneayeT  MpoBOAMTbL B COOTBETCTBUM
¢ CaHlMuH 2.1.7.2790-10 «CaHuTapHoanNuaeMnonornyeckme TpeboBaHua K
obpalleHnto ¢ MeauLUMHCKUMK oTxodamu» n MY-287-113 «MeToandeckune ykasaHus
no JAesnH@ekumn, npeacTepunn3aumoHHOM O4YUCTKE W CTepunusaumn  usgenui
MeAMLMHCKOro HasHavyeHns».

6. OBOPYAQOBAHUE N MATEPUAIJDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (doTOoMeTp BEpPTUKANbHOMO CKaHMPOBAHMWS, MO3BONSAIOLWNIA U3MEPATb OMTUYECKYHD
MIOTHOCTb COAEPXXMMOTrO JIYHOK MiaHLweTa npu AnvHe BoSHbl 450 HM;
- [03aTopbl CO CMEHHbIMW HaKOHEeYHWKaMM, MNo3BonswWMe oTbMpaTb 06bEMbI B
avanasoHe 10-250 mkn;
- UMAMHAP MepHbI BMecTuMocTbio 1000 Mn;
- BOAa AUCTWIIMPOBaHHas;
- nepyaTKu pe3nHOBble UM NIACTUKOBbIE;
- bymMmara dunbTpoBasbHas.
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7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. MNepen npoBeaeHMeM aHanmsa KOMMNoHeHTbl Habopa n nccnegyembie obpasubl
CbIBOPOTKM (NNa3Mbl) KpOBM cClleAyeT BblAepXaTb MNpUM KOMHATHOW TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. MpuroroBneHue njaaHLwWweTa.

BCKpbITb MakeT C MJaHWeTOM M YCTaHOBUTb Ha paMKy Heo6XxoauMMoe KOM4yecTBO
ctpunoB. OcTaBlUMECS  HEUCNONb30BaHHbLIMM  CTPUMbI, 4YTO6bl  MpPeaoTBpaTUTb
BO3JENCTBME Ha HUX Braru, TwaTenbHO 3ak/enTb byMaron Ans 3akiemBaHus niaHweTa
M XpaHuTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoctn Habopa.

7.3. MpurortoBsieHNne OTMbIBOYHOIO pacTBopa.

Copepxumoe dhnakoHa C KOHLEHTPaTOM OTMbIBOYHOrO pactesopa (22 M), nepeHecTn
B MepHbI UMAMHAP BMecTuMocTbio 1000 mn, pobaButb 550 MA AMCTUANMPOBAHHOW
BOAbl M TWaTeNbHO nepemewatb. B cnyyae apobHoro ucnonb3oBaHusa Habopa cneayer
oTobpaTb HeobXxoAMMOE KOSIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BoAoM B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOro pacteopa + 25 mMn
OAVCTUNIMPOBAHHONM BOAbI).

8. YCNoBuA XPAHEHMA N SKCNJTIYATALMUUN HABOPA
8.1. Habop peareHTtoB «Mycoplasma IgM-U®A» ponxeH XpaHWUTbCS B ymnakoBKe
npeanpuaTUA-u3roToBuTens npu Temnepatype +2..+8 °C B TeyeHuMe BCEro cpoka
roAHOCTW, YKa3aHHOro Ha ynakoeke Habopa.

HonyckaeTca xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C He

6onee 15 cyTok. He gonyckaeTtca 3aMopaxvBaHue Lenoro Habopa.

8.2. Habop paccumTaH Ha nMpoBefdeHMe aHanusa B Aybnukatax 46 uccieayembix

06pa3uoB 1 2 Npobbl KOHTPOSILHOWM CbIBOPOTKK (BCero 96 onpeaeneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI crefyeT XpaHuTb

cneayowmnm obpasom:

- OCTaBLUMECH HEWUCrNOJIb30BAaHHbIMW CTPUMbl HEOOXOAMMO TLLATESIbHO 3aKNenTb
6ymaron Ans 3aknenBaHusa niaHwWweTa U XpaHUTb Npu Temnepartype +2...+8 °Cs
TeyeHue BCEro cpoka rogHocTn Habopa;

-  WN®A-bydep, KoHblOraT, cybCcTpaT, CTOM-peareHT nocne BCKpbITUS (p1akoHOB
crnefyeT XpaHuTb npu Temnepatype +2...+8 °C B Te4yeHne BCero cpoka rogHoCcTm
Habopa;

- KanubpoBouHyt npoby nocne BCKPbITUA (NAKOHOB CrnefyeT XpaHuTb Mpu
TemnepaType +2...+8 °C He 6onee 2 mecsaues;

- OCTaBLUMIACA HEWCMOJIb30BAHHbIM KOHLLEHTPAT OTMbIBOYHOIO pacTBopa cieayet
XpaHuTb npu TemnepaTtype +2..+8 °C B TeuyeHWe BCEro cpoka roAHOCTH
Habopa;

- MNPUrOTOBJIEHHbIN OTMbIBOYHbIA PacTBOp cflefyeT XpaHUTb MpU KOMHATHOMN
TemnepaTtype (+2...+8 °C) He 6onee 15 cyTok nnm npu Temnepatype +2...+8 °C
He 6onee 45 cyToK;

MNMpumeyaHue. Mocne MCNONb30BaHUSA peareHTa HEMeASIEHHO 3aKpblBaWTe KpbIWKY

¢dnakoHa. 3akpbiBaniTe KaxAabli GakoH CBOEN KpPbILLIKON.
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8.4. [ins npoBeaeHUs aHanusa He cneayeT MCMNofib30BaTb FEMOSIM3NPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KPOBM, a TakXXe CbIBOPOTKY (Ms1iasMy) KPOBU, COAEPIKALLYHO
asuna HaTpus. Ecnn aHanns nponsBoAnTCS He B AeHb B3ATUS KPOBU, CbIBOPOTKY (Mi1asMmy)
cneayeT xpaHuTb npu Temnepatype -20 °C. lNoBTopHOe 3aMopaxuBaHue-oTTansaHue
06pasuoB CbIBOPOTKM (MNna3Mbl) KPOBM He AonyckaeTcs. [lonyckaeTcs uccnenoBaHue
CbIBOPOTOK, XpaHeHWe KOTOpblX C MOMeHTa 3abopa KpOBM OCYLECTBASNOCH MNpU
Temnepatype oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VicknoyaeTcs mcnofb3oBaHue A aHanu3a o6pasLoB CbIBOPOTKM (MnasMbl)
KPOBMW NOAEN, MONyYaBLIMX B LENsSxX ANAarHOCTUKM MAWM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbILWMHbIE aHTUTENa.

8.6. lNpn ucnonb3oBaHum Habopa ansa npoBeaeHUsS HECKOJSIbKUX HEe3aBUCUMMbIX
cepuii aHann3oB cnefyeT UMETb B BUAY, YTO AN KaXA0ro HE3aBMCUMOro onpeaeneHns
HeobXxoAMMO MOCTPOEHWe HOBOro  KanumbpoBO4YHOro rpaduka; Kpome 3Toro,
pekoMeHAyeTca onpeAefnieHne KoHueHTpauun IgM aHTuten K aHTureHam Mycoplasma
Spp. B KOHTPOJIbHOWM CbIBOPOTKE.

8.7. lns nony4yeHus HagexXHbiX pe3ynbTaToB HeobxoauMo cTporoe cobnioaeHue
NHCTpyKumMn no npumeHeHuto Habopa.

8.8. He wucnonb3ylite KOMMOHEHTbI M3 Apyrnx HabopoB WAM M3 aHanorMyHbIX
HabopoB Apyrux cepuii.
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10. OOXKMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHOBbIBasICb Ha pesynbTaTtax uccnenoBaHumi, npoBeAeHHbIX
000 «XEMA», pekoMeHAyeM MoOJSb30BaTbCA HOpPMaMu, NpuBeAeHHbIMU HuUXe. Bmecte
C TeM, B COOTBETCTBUM C npaBunamum GLP (Xopowei nabopaTopHOM NpakTUKK), Kaxxaas
nabopatopusa [Ao/KHa caMa onpeaennTb MapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnenyemMon nonynsaunn.

WHTepnpeTauus pe3ynbTaToB:

Mpu UMN>1.1 o6pazeL NONOXKUTENIbHbIN,

Mpu UMN<0.9 - oTpuLaTENbHbIMN.

Mpu 3HaveHnn WM, nexawem B npomexyTtke oT 0.91 po 1.09 - pesynbtaT B
NOrpaHNYyHoOM 30He (+/-). Takme CbIBOPOTKM PEKOMEHAYETCS UCCefoBaTb MOBTOPHO.
Ecnv NoBTOPHbIM NOMyYeHHbIN pe3ynbTaTt 6yaeT HeonpeaeneHHbIM, TO CefyeT NpoBecTy
TecTUpoBaHWe CbIBOPOTKMU, MOSy4YeHHOU 4epe3 2-4 Hepenn. B cnyyae nonydveHus
HeonpeaeneHHbIX pe3ynbTaToB Takne ob6pasubl cCUMTaTb OTpULATENBbHBIMU.

11. INTEPATYPA
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Jun; 92(6): 405-11, 422-8, 439-45. English, Multiple languages.

2. Pereyre S., Renaudin H., Touati A., Charron A., Peuchant O., Hassen A. B., Bébéar
C, Bébéar CM. - Detection and susceptibility testing of Mycoplasma amphoriforme
isolates from patients with respiratory tract infections. Clin Microbiol Infect. 2009
Jul 15. [Epub ahead of print]

3. Ken B. Waites and Deborah F. Talkington - Mycoplasma pneumoniae and Its Role as
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Mo BonpocaM, kacarowmumcsa kayectsa Habopa «Mycoplasma IgM-U®DA »,
cneayet obpawaTtbecs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-s MNapkosas, 4. 48, 1-i noa., 5 atax,

Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)

3M1eKTpoHHas noyta: info@xema.ru; rqc@xema.ru
MHTEPHET: WwWw.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knueHTckoro cepenca OO0 «XEMA»,
K. 6. H. . C. KOoCTpukuH
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XEMA
Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUALITATIVE DETERMINATION
OF IgM ANTIBODIES TO MYCOPLASMA
IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the qualitative determination of IgM
antibodies to Mycoplasma in blood serum or plasma.

This kit is designed for measurement of IgM antibodies to Mycoplasma in blood serum
or plasma. For possibility of use with other sample types, please, refer to Application
Notes (on request). The kit contains reagents sufficient for 96 determinations and
allows to analyze 46 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Mycoplasma represent a separate class of microorganisms. Unique metabolic
properties of Mycoplasmae determine their poor growth on standard microbiological
media and require the application of serological methods in diagnostics.

Among large variety of speciei, M.hominis, M.genitalium, M.pneumoniae and
closely immunologically related Ureaplasma urealiticum, play the most considerable
role in medical practice. All these microorganism share common antigenic epitopes.

M.pneumoniae causes pneumonia, bronchitis and bullous meningitis; other
mycoplasmae can cause acute or chronic pelvic inflammations and may contribute to
male and female infertility.

3. PRINCIPLE OF THE TEST

This test is based on indirect enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by the antigen. Antibodies from the specimen
bind coated antigen on the microwell surface. Unbound material is removed by
washing procedure. Second antibodies directed towards species specific Ig, labelled
with peroxidase enzyme, are then added into the microwells. After subsequent
washing procedure, the remaining enzymatic activity bound to the microwell surface
is detected and quantified by addition of chromogen-substrate mixture, stop solution
and photometry at 450 nm. Optical density in the microwell is directly related to the
quantity of the measured analyte in the specimen.
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4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2, This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5.0 % H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material Safety Data Sheet fit the requirements of EU Guideline 91/155
EC.
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5.2. Equipment and material required but not provided

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 90-250 pl, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 10-250 pl;
Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

5.3. Storage and stability of the Kit

Store the whole kit at +2...4+8 °C upon receipt until the expiration date.

After opening the pouch keep unused microtiter wells TIGHTLY SEALED BY
ADHESIVE TAPE (INCLUDED) to minimize exposure to moisture.

6. SPECIMEN COLLECTION AND STORAGE

This kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
hemolytic, lipemic, or turbid samples should be avoided.

Specimens may be stored for up to 48 hours at +2..4+8 °C before testing. For
a longer storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
thawing should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...+25 °C) before use.

All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

It is recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions
in distilled water.

7.2. Procedural Note:

It is recommended that pipetting of all calibrators and samples should be completed
within 3 minutes.

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.
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7.4. Assay procedure

1 | Put the desired number of microstrips into the frame; allocate 4 wells for the
calibrators CAL 1 - 0 and control samples CONTROL -, CONTROL + and two wells
for each unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM
UNUSED STRIPS.

2 | Pipet 90 pl of EIA buffer into each well.

3 | Pipet 10 pl of control samples CONTROL -, CONTROL + and unknown samples
into the wells. Cover the wells by plate adhesive tape (included into the kit).

4 | Incubate 30 minutes at +37 °C.

5 | Prepare washing solution by 26X dilution of washing solution concentrate BUF
WASH 26X by distilled water. Minimal quantity of washing solution should be 250
pl per well. Wash strips 3 times.

6 | Dispense 100 ul of CONJ HRP into the wells. Cover the wells by plate adhesive
tape.

7 |Incubate 30 minutes at +37 °C.

Wash the strips 5 times.

9 | Dispense 100 pl of SUBS TMB into the wells.
10 | Incubate 10-20 minutes at +18...+25 °C.
11 | Dispense 100 pl of STOP into the wells.

12 | Measure OD (optical density) at 450 nm.

13 | Set photometer blank on air.

o]

8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.

The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within the
test procedure, a sufficient number of controls for validating the accuracy and precision
of the test.

The test results are valid only if all controls are within the specified ranges and if all
other test parameters are also within the given assay specifications:

For the assay to be valid, the following requirements should be met:

1. OD450 for CONTROL+ should be nlt 1.5 AU.

2. OD450 for CONTROL- should not be more than 0.15 AU for all replicates.

9. CALCULATION OF RESULTS

1. Calculate the mean absorbance values (OD450) for CONTROL- in triplicates and each
pair of samples.

2. Calculate the cut-off value: (mean OD450 for CONTROL-) + 0.2

3. Calculate Positivity Index (PI) for each sample:

PI = mean OD450(sample) / Cut-off
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10. EXPECTED VALUES

If PI value is greater than 1.1, the result is POSITIVE.

If PI value is less than 0.9, the result is NEGATIVE.

If PI value is between 0.9 and 1.1, the result is EQUIVOCAL. Such samples should
be retested. If the result is equivocal again, a new sample should be obtained 2-4
weeks later and tested again. If the result remains equivocal, the sample should be
considered negative. Therapeutic consequences should not be based on results of IVD
methods alone - all available clinical and laboratory findings should be used by a
physician to elaborate therapeutic measures. NOTE: the patients that have received
murine monoclonal antibodies for radioimaging or immunotherapy develop high titered
anti-mouse antibodies (HAMA). The presence of these antibodies may cause false
results in the present assay. Sera from HAMA positive patients should be treated with
depleting adsorbents before assaying.

Analytical specificity

Specificity of the test was evaluated on 53 serum specimens found negative. All
tested specimens were found negative. Based on these data, specificity of the test is
100%

11. LITERATURE

1. Maia I. L., Nicolau J. C., Machado Mde N., Maia L. N., Takakura I. T., Rocha P. R.,
Cordeiro J. A., Ramires J. A. — Prevalence of Chlamydia pneumoniae and Mycoplasma
pneumoniae in different forms of coronary disease. Arq Bras Cardiol. 2009 Jun;
92(6):405-11, 422-8, 439-45. English, Multiple languages.

2. Pereyre S., Renaudin H., Touati A., Charron A., Peuchant O., Hassen A. B., Bébéar
C, Bébéar CM. - Detection and susceptibility testing of Mycoplasma amphoriforme
isolates from patients with respiratory tract infections. Clin Microbiol Infect. 2009
Jul 15. [Epub ahead of print]

3. Ken B. Waites and Deborah F. Talkington - Mycoplasma pneumoniae and Its Role as
a Human Pathogen. Clin. Microbiol. Rev., Oct 2004; 17: 697 - 728.
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XEMA

MHCTPYKUA NO MPUMEHEHUIO HABOPA PEATEHTOB
ana UMMYHOO®OEPMEHTHOIO OMNMPEAENIEHNA CA242
B CbIBOPOTKE (IMJ1IA3SME) KPOBU

«CA242-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF CA242
IN HUMAN SERUM OR PLASMA
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HOMEP O KATASIOTY K243

AnTtuTena k BUY 1,2, Bupycy renatuta C n HBsAg otcyTcTBYIOT
KoHTposnbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, HAKTUBUPOBaHbI.

W For 96 determinations /Ha 96 onpegeneHwuii
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MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEQEJIEHNA CA242
B CbIBOPOTKE (MJIASME) KPOBWU «CA242-NDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«CA242-VIOA» npeaHasHayeH A8 KOJMYECTBEHHOrO
onpeneneHvss KoHueHTpauun CA242 B cbiBOpoTke (nnasMe) KpoBWM MeToAOM
TBEpAO(PA3HOro MMMyHO(MEPMEHTHOIO aHanmsa.

1.2. YrneBogHbin aHTureH CA242 gBnseTca OAHMM U3 CaMblX COBPEMEHHbIX
OHKOMapKepoB A1 PaKOBbIX OMyX0fen >XefyAo4YHO-KULLEYHOro TpakTa. AHTUreH
CA242 obHapymBaeTcs Ha KleTKaxX C/IM3UCTOM TOJICTOro KMLLEYHNKA U Ha anuKasibHOWM
NOBEPXHOCTWN KNETOK NMPOTOKOB MOAXKENYAOYHOW Xene3bl YenoBeka.

CA242 - 3TO OAWH U3 OCHOBHbIX MapKepoB, KOTOPblE UCMOJb3YIOTCS B OHKOJIOMUU.
[OuarHoctuyeckast crneunduyHocTb Tecta CA 242 Bblle NpuvMepHo B 1.4 pasa, yem
CA199 npu anddepeHunanbHON ANarHoCTUKE paka noaxenyaoyHom xenesbl (PMX) un
XPOHMYECKOro naHkpeaTuTta.

2. MPUHUMN PABOTbl HABOPA

Onpepenerne CA242 OCHOBAHO Ha MCMOMIb30BaHUM «CIHABUY»-BapuaHTa TBEpAO-
da3Horo UMMyHoMhEepPMEHTHOro aHanmsa. Ha BHyTpeHHen NOBEPXHOCTM JIYHOK MaHLWeTa
MMMOBUNN30BaHbI MbILLINHbIE MOHOKJ/IOHaNbHbIE aHTUTeNna Kk CA242/CA199 yenoseka. B
NIYHKax nnadweTa, npu gobaesneHun nccnegyemoro obpasua, NpoucxoamT CBs3biBaHMe
CA242, copepxallerocs B uccnegyemom obpasue, C aHTuTenamMmm Ha Teepaon dase. 06-
pa30BaBLUMACA KOMMIIEKC BbISBASKOT C MOMOLLbK KOHBbIOrata MbIWUWMHBIX MOHOK/IOHAb-
Hbix aHTUTen k CA242 4yenoBeka C NMepokcmMaason xpeHa. B pesynbTaTe obpasyetcs
CBSI3aHHbIA C MNACTMKOM «C3HABMY», COAepXalui nepokcupaasy. Bo Bpems MHKyba-
LMK C pacTBopoM cybcTpaTta TeTpameTunbeHsnanHa (TMB) nponMcxoamT oKpaluvMBaHue
pacTBOpOB B JlyHKaxX. VMIHTEHCMBHOCTb OKPacKu MpsiMO MPOMOpLMOHasibHa KOHLUEHTpa-
umn CA242 B nccneayemom obpasue. KoHueHTpaunto CA242 B nccnegyembix obpasuax
onpeaenstoT no KanmbpoBoyHOMY rpaduKy 3aBUCMMOCTM OMTUYECKOW MIOTHOCTM OT CO-
aepxanust CA242 B kannbpoBoYHbIX nMpobax.
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3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundunyHocTb. [lepekpecTHas peakuMs MbIWNHBIX MOHOKIOHAMbHbIX
aHTuTen Kk CA242 yenoseka C ApyrMMn aHanutamu npueeaeHa B tabnuue:

Ananut NepekpectHas peakuma, %
K3A <0.1
CA15-3 <0.1

3.2. BocnpousBoauUMOCTb.

KoaddurumeHT Bapuaunm pesynbTaToB onpeaeneHus cogepxanus CA242 B ogHOM
M TOM Xe obpasue cbiBOpPOTKM (Mnasmbl) KpoBWU C ucnonb3oBaHneM Habopa «CA242-
NOA» He npesblwaeT 8.0%.

3.3. JINHeMAHOCTb.

3aBUCUMOCTb KOHLEeHTpaumm CA242 B obpasuax cblBOPOTkM (MsasMbl) KpOBM
npv pasBefeHun MX CbIBOPOTKOW (Mnasmon) KpoBu, He copepxawen CA242, nmeer
JNINHENHbIV XapaKTep B AMana3oHe KoHueHTpauun 15-200 Ea/mn u coctaBngeT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napaMeTp MpPOBEPSETCS TEeCTOM Ha <«OTKpbITME» -
COOTBETCTBUE M3MEpPEHHOW KoHueHTpauun CA242 npeanncaHHOM, MOSYYEHHOW nyTem
CMelLMBaHMS paBHbIX 06BEMOB KOHTPOJIbHOM CbIBOPOTKMU U KannbpoBo4yHOM npobbl 50
En/mn. MpoueHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. YyBCTBUTE/IbHOCTb.

MuHMManbHas goctoBepHo onpeaensiemMass Habopom «CA242-UOA» KOHLEHTpaLuUs
CA242 B cbiBOpOTKe (Nna3me) KpoBu He npesbiwaeT 0,5 Ea/mn.
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5. MEPbI NPEAOCTOPOX>XXHOCTU

5.1. MNoTeHuUManbHbIN pUCK NpuMeHeHns Habopa — knacc 1 (FTOCT P 51609-2000)..

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEepHOM KUCNOTbI), B UCMOJIb3YEeMbIX KOHLIEHTPALUNAX SABNSOTCS HETOKCUYHBIMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
NOpaKeHHbIM y4acToK cnefyeT NpoMbITb 60MbLLINM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
niacTMKOBble MepyaTku, Tak Kak obpasubl KpoBM 4yenoBeka cneayeT paccMaTpuBaTb
Kak noTeHuManbHO WHMUUMPOBAHHbLIA MaTtepuasn, CnocobHbI ANUTEeNbHOe Bpems
coxpaHaTb M nepepasatb BWY, Bupyc renatuta wnm nwobon apyrov Bosbyautennb
BUPYCHOWN UHGEKLUUN.

5.5. Bce wucnonb3oBaHHble OAHOpPa30Bble MaTepuanbl noasepratb ob6paboTke
Ae3nHPUUMpYIOWMMK CpeacTBaMn C nocneaywowen ytunusaumen (cm. My-287-113
«MeToamyeckme ykasaHus no Ae3vHdeKkuuu, npeacTepuin3aumMoHHON OUYUCTKE W
cTepunnsaumm nsgenmn MeauUmMHCKOro HasHayeHnsa» ).

5.6. MeanumHckme oTxoabl knacca b. YTunusauuw  wmnauM yHUUTOXEHMe,
nesnHdekumto HabopoB peareHTOB crnefyeT NpoBOAMTb B cooTBeTCTBMM C CaHluH
2.1.7.2790-10 «CaHuTapHo3anuaemuonorndeckme TtpeboBaHuMs K obpalleHuto C
MeANUMHCKUMK oTXodamm» n MY-287-113 «MeToamyeckme yKasaHus no AesvHdekumnm,
npeacTepuIM3aunoHHOM O4NCTKE N CTEPUIN3ALIUN U3LENNI MEANLMHCKOIO HAa3HAUYEHN».

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMeTp BEPTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MJaHLWweTa Npu ASIMHE BOSHbI 450 HM;
- TepMocCTaT, NnoaAepXunBarwmini TemnepaTypy +37 °C £2 °C;
—  [03aTopbl CO CMEHHbIMM HaKOHEe4YHMKaMW, Mno3Bonskwme oTbupatb 06beMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAA AVUCTWIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOoTOBKA PEAFEHTOB A4J11 AHAJIU3A

7.1. lMepen npoBeneHWeM aHanm3a KOMNoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (Mnasmbl) KpPOBW cCneayeT BblAepXxaTb MNpM KOMHATHOW TemnepaType
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroTtoBJsieHMe NaaHLWIeTa.

BCcKpbITb MakeT C MjaHWeTOM U YCTaHOBUTb Ha paMKy HeobxoAuMoe KONM4ecTBO
ctpunoB. OcCTaBlWIMeCs  HEUCNOSb30BaHHbIMKM  CTpuUMbl, 4TObObl  MNpenoTBpaTUTb
BO34EeNCTBME Ha HMX BNaru, TwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHus NnaHWeTa
M XpaHuUTb Npu TemnepaType +2...+8 °C B Te4yeHuMe BCero cpoka rogHoctn Habopa.
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7.3. NMpurotossieHne OTMbIBOYHOIO pacTsBopa.

Coaepxumoe dhnakoHa C KOHLEHTPATOM OTMbIBOYHOIO pacteopa (22 mn), nepeHectu
B MEPHbI UMANHAP BMecTMMocTbio 1000 mn, gobaBuTtb 550 M ANCTMNNIMPOBAHHOM BOAbI
N TwaTenbHO nepeMewartb. B cnyyae apobHoro mucnonb3osaHus Habopa cnepyet oTo-
6paTb HeobXxoaMMOe KONMMYECTBO KOHLIEHTpaTa OTMbIBOYHOrO pacTBopa M pa3BecTu Auc-
TUNNMPOBaHHON BOAON B 26 pa3 (1 MN KOHUEHTpaTa OTMbIBOYHOrO pacTtBopa + 25 Mmn
ANCTUNNNPOBAHHON BOAbI).

8. YCNOBUA XPAHEHUSA N SKCNJTIYATALUUN HABOPA

8.1. Habop peareHToB «CA242-UDA» AOMHKEH XPAaHUTLCS B yNakKoBKe NpeAnpusaTUus-
N3roToBuTENS Npun Temnepatype +2...+8 °C B TeyeHne BCero cpoka roAHOCTH, yKa3aHHOro
Ha ynakoske Habopa.

[onyckaeTcsa xpaHeHue (TpaHcnopTupoeka) Habopa npu Temnepatype 4o +25 °C He
6onee 15 cyTok.

8.2. Habop paccumtaH Ha npoBeAeHWe aHanuida B Aybnukatax 42 uccnenyembix
obpa3uos, 5 KkanMbpoBO4YHbIX NPo6 M 1 nNpobbl KOHTPOSIbHOW CbIBOPOTKM (BCEro 96
onpeaenexHunit).

8.3. B cnyyae ppobHoro ucnonb3oBaHusi Habopa KOMMNOHEHTbI cneAyeT XpaHuTb
cneayowmm obpasom:

- OCTaBLUMECS HEeWCNOSb30BaHHbIMKW CTPUMbl HEO6XOAMMO TLUATENbHO 3aKIeuTb
6ymaron ansa 3aknenmBaHusa NaaHwWweTa n XpaHuTb Npu TemnepaType +2...4+8 °C B TeueHune
BCEro cpoka rogHoctn Habopa;

- BCe OCTaJjibHble KOMMOHeHTbl Habopa nocne BCKPbITUA (GNaKOHOB CleayeT XpaHUTb
npu TemnepaTtype +2...+8 °C B TeyeHue Bcero cpoka rogHoctn Habopa.

- OCTaBLUMNCH HEWCMNOSIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa crnenyet
XpaHUTb Npu TemnepaType +2...+8 °C B TeueHuMe BCeEro cpoka roaHoctn Habopa.

- TMPWrOTOB/IEHHbIA OTMbIBOYHbIA PacTBOp CneayeT XpaHuTb Mpu  KOMHAaTHOWN
Temnepatype (+18...4+25 °C) He 6onee 15 cyTok unm npu Temnepatype +2...+8 °C He
6onee 45 cyToK;

MpumeyaHue. lMocne UCNoNb30BaHUA peareHTa HeMeAsIeHHO 3aKpbiBalTe KpbIWKy
dnakoHa. 3akpbiBalnTe Kaxabl h1aKoH CBOEN KPbILIKOWN.

8.4. lpn wncnonb3oBaHMM Habopa AN NpoBeAEHUS HECKONbKUX He3aBUCUMbIX
Cepuin aHanu3oB cneayeT UMeTb B BMAY, UYTO ANS KaXAOro He3aBMCMMOro onpeneneHus
Heobx0AMMO MOCTPOEHME HOBOIO KannbpoBOYHOro rpaduKka; KpoMe 3Toro, peKoOMeHAyeTcs
onpeaenenune koHueHTpaumm CA242 B KOHTPO/IbHOWM CbIBOPOTKE.

8.5. [ins npoBeaeHNs aHanu3a He crneayeT UCNo1b30BaTh FreMOSIM3NPOBAHHYIO0, MYTHYIO
CbIBOPOTKY (Ms1@a3My) KpOBW, @ TakKxe CbIBOPOTKY (NnasMy) KpoBW, COAEpXallylo a3sunj
HaTpus. Ecnn aHanu3 npon3BoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (NnasMy) cnenyet
XpaHuTb npu Temnepatype -20 °C. [oBTOpHOE 3aMopaxuBaHWe-oTTaMBaHuMe o0b6pasuoB
CbIBOPOTKM (Mna3Mbl) KPOBW He AonyckaeTtcs. [JonyckaeTcs wccnefoBaHue CbiBOPOTOK,
XpaHeHne KOTOPbIX C MOMeHTa 3abopa KpoBM OCYLLECTBASNOCH Npu TemnepaTtype oT +2 °C
[0 +8 °C He 6onee 7 cyToK.

8.6. [1na nony4vyeHnsa HaaexXHbIX pe3ynbTaToB HeobxoauMmo cTporoe cobnioaeHue
WMHCTpyKLMM o npuMeHeHuto Habopa.
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10. OXXKUOAEMbIE 3HAYEHUA N HOPMbI
10.1. OcHoBbIBasicb Ha pe3ysbTaTax MccnefoBaHuin, npoBeAeHHbix 000 «XEMA»,

pekoMeHaAyeM nonb30oBaTbCA HOpMaMu,

npuneeaeHHbIMU

HUXxe.

Bmecte ¢ Tem,

B CoOTBeTCTBMW C npasunamum GLP (Xopowen nabopaTopHOM npakTukun), Kaxaas

nabopatopusi Ao/MKHa camMa onpeaennTb NapaMmeTpbl

obcnegyemon nonynsaunn.

HOPMbl,

XapakKTepHble Ansa

MpumeuaHnmne. 3HauveHns koHueHTpaumin CA242 B wuccneayembix obpasuax,
HaXoAsLWMECH HUXe rpaHuubl 4YyBcTBUTenbHOoCcTM Habopa (0.5 Ea/mn), a Takxe

npeBbillalOWmMe 3Ha4yeHue BepxHen KanmbpoBOYHOW Mpob6bI

(200 Eap/mn) cnepyet

npuBOAUTbL B cneaytouwern dopme: B nccnegyemom obpasue X KoHueHTpauus CA242
Huxe 0.5 Ea/mn unu Bbiwe 200 Ea/mn.

Enuuuupl, Eg/mn
Nccnepyemas rpynna " "
HuwxHuii npepen BepxHuii npegen
My>XUYMHbI - 20
XKeHLWMHbI - 20

Mo BonpocaM, kacatwmmcs kadectsa Habopa «CA242-UDA»,
cnepyet obpawartbcs B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-sa NMapkosas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)

3N1eKTPOHHas noyTa: info@xema.ru; rgc@xema.ru
MHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knneHTckoro cepenca OO0 «XEMA»,

K. 6. H. . C. KocTpukuH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF CA242 IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of CA242
in serum or plasma.

This kit is designed for measurement of CA242 in serum or plasma. For possibility
of use with other sample types, please, refer to Application Notes (on request). The kit
contains reagents sufficient for 96 determinations and allows to analyze 42 unknown
samples in duplicates.

2. SUMMARY AND EXPLANATION

The carbohydtrate antigen CA242 is one of the most advanced markers of gastro-
intestinal cancer. CA242 is found on cells of colonal mucosa as well as on apical part of
cells lining pancreatic ducts.

CA242 is one of the most important markers used in oncology. For differential
diagnostics between pancreatic cancer (PC) and chronic pancreatitis, diagnostic
specificity of CA242 is 1,4 fold higher than that of CA199. In patients with PC, a
positive prognostic value of CA242 determination is higher than that of CA19.9 at any
stage of the disease.

3. PRINCIPLE OF THE TEST

This test is based on two-site sandwich enzyme immunoassay principle. Tested
specimen is placed into the microwells coated by specific murine monoclonal to
human CA242-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monoclonal to human
CA242, labelled with peroxidase enzyme, are then added into the microwells. After
washing procedure, the remaining enzymatic activity bound to the microwell surface
is detected and quantified by addition of chromogen-substrate mixture, stop solution
and photometry at 450 nm. Optical density in the microwell is directly related to the
quantity of the measured analyte in the specimen.
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4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2, This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material Safety Data Sheet fit the requirements of EU Guideline 91/155
EC.
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5.2. Equipment and material required but not provided

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 50-250 ul, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 ul;

Dry thermostat for 37 °C £2 °C;

Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

5.3. Storage and stability of the Kit

Store the whole kit at 2 to 8 °C upon receipt until the expiration date.

After opening the pouch keep unused microtiter wells TIGHTLY SEALED BY ADHESIVE
TAPE (INCLUDED) to minimize exposure to moisture.

6. SPECIMEN COLLECTION AND STORAGE

This kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
hemolytic, lipemic, or turbid samples should be avoided.

Specimens may be stored for up to 48 hours at 2..+8 °C before testing.
For a longer storage, the specimens should be frozen at -20 °C or lower. Repeated
freezing/thawing should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...425 °C) before use.

All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

It is recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions
in distilled water.

7.2. Procedural Note:

It is recommended that pipetting of all calibrators and samples should be completed
within 3 minutes.

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.

Document: K243I Instruction version: 1901 Format version: 210
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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.
The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within the
test procedure, a sufficient number of controls for validating the accuracy and precision
of the test. The test results are valid only if all controls are within the specified ranges
and if all other test parameters are also within the given assay specifications.

9. CALCULATION OF RESULTS

9.1. Calculate the mean absorbance values (OD450) for each pair of calibrators
and samples.

9.2. Plot a calibration curve on graph paper: OD versus CA242 concentration.

9.3. Determine the corresponding concentration of CA242 in unknown samples
from the calibration curve. Manual or computerized data reduction is applicable on this
stage. Point-by-point or linear data reduction is recommended due to non-linear shape
of curve.

9.4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

Calibrators Value Absozbsaon;:ll)lmts wl
CAL 1 0 0.041 o | g
CAL 2 15 0.293
CAL 3 50 0.819 “T »
CAL 4 100 1.483 “Tw
CAL 5 200 2.270 o - - - - .
Document: K2431 Instruction version: 1901 Format version: 210
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10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods
alone - all available clinical and laboratory findings should be used by a physician to
elaborate therapeutically measures. Each laboratory should establish its own normal
range for CA242. Based on data obtained by XEMA, the following normal range is
recommended (see below). NOTE: the patients that have received murine monoclonal
antibodies for radioimaging or immunotherapy develop high titered anti-mouse
antibodies (HAMA). The presence of these antibodies may cause false results in the
present assay. Sera from HAMA positive patients should be treated with depleting
adsorbents before assaying.

Units, U/ml
Sex, age . .
Lower limit Upper limit
Males - 20
Females - 20

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
CEA <0.1
CA15-3 <0.1

11.2. Analytical sensitivity.

Sensitivity of the assay was assessed as being 0.5 U/ml.

11.3. Linearity Linearity was checked by assaying dilution series of 5 samples with
different CA242 concentrations. Linearity percentages obtained ranged within 90 to
110%.

11.4. Recovery Recovery was estimated by assaying 5 mixed samples with known
CA242 concentrations. The recovery percentages ranged from 90 to 110%..
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Instruction for use

XEMA

MHCTPYKUIA NO NPUMEHEHUIO HABOPA PEATEHTOB AJ1A
MMMYHO®EPMEHTHOIO OMPEAENIEHUA KAJIbLUUTOHUHA
B CbIBOPOTKE (MJ1IA3ME) KPOBU YEJIOBEKA

«KanbuntoHnH-UDOA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FORTHE QUANTITATIVE DETERMINATION OF CALCITONIN
IN HUMAN BLOOD SERUM OR PLASMA

Calcitonin EIA

HOMEP MO KATASTOTY K261
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NPUHLUWMM PABOTbl HABOPA

AHANTUTUYECKUE XAPAKTEPUCTUKN

COCTAB HABOPA

MEPbI MPEAOCTOPOXXHOCTHU

OBOPYAOBAHUE N MATEPWAJbI, HEOBXOAUMBIE MNMPN PABOTE C HABOPOM
NOArOTOBKA PEAITEHTOB A1 AHAJTU3A

YCNOoBUA XPAHEHWSA U SKCMJTYATALMN HABOPA

MPOBEAEHWNE AHAJTIN3A

OXMOAEMbBIE 3HAYEHWA N HOPMbI
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K. 6. H. []. C. KOCTPUKUNHbIM
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MHCTPYKUUA NO NPUMEHEHUNIO HABOPA PEATEHTOB ANA
MMMYHO®EPMEHTHOIO ONPEAENNEHNA KAJIBUUTOHUHA
B CbIBOPOTKE (MJIASME) YEJ/IOBEKA
«KanbyntoHNH-UDA »

1. HASBHAYEHME

1.1. Habop peareHToB «KanbunToHNH-NDA» npeaHasHayeH At KOMYECTBEHHOMO
onpeaeneHns KOHLUEHTpauuu KanbUWTOHWHA B CbiBOPOTKe (MasMe) KpOoBM MeTOAOM
TBEpAodasHoOro UMMyHOMEepPMEHTHOIO aHanms3a.

1.2. KanbuuToHuMH - perynsatop MeTtabonuiama Kanbuus, SBNSETCHS MapKEPOM
MeayNSPHOW KapuMHOMbI WUTOBUAHOW Xenesbl.
KanbuMTOHMH - MNenTUAHbLIK FOPMOH, MPOAYLMPYIOWMIACA NPenMyLLECTBEHHO

napadonnnKynnapHbiMM C-KIeTKaMu LUMTOBUAHOW >Xenesbl, a TakXe B HebOosbLIoM
KOMIMYecTBe M B APYruMx opraHax. MeTabonmanpyercs NperMMyLLeCcTBEHHO B Noykax, npu
NMoYeYHON HefoCTaTOYHOCTM HaboaaeTCst MOBbILLEHWE YPOBHS KaslbLUMTOHWHA.

1.3. KanbUMTOHUH MOXEeT BblpabaTbiBaTbC MHOMMMW PAKOBLIMW  OMYXOJISIMU,
0CO6EHHO MMEKLLMMUN HEVNPOIHAOKPUHHYO Npupoay. KanbUUTOHUH B TKaHU LUMTOBUAHOWM
Xenesbl M B CbIBOPOTKE KPOBW Y MaUMEHTOB C MeAy/NIsipHOM KapuWHOMOW MOXeT
NMpUCYTCTBOBaTb B reTeporeHHbiX popMax. TeCT-CUCTEMbI Pa3INYHbIX NMPOU3BOAUTENEN
MCMOMb3YIOT MOHOKJ/IOHasNbHble aHTWUTENa K pasHbiM 3MWUTOMaM KalbUUTOHUHA, 4TO
MOXET BNUATb Ha pe3ysbTaT uccneaoBaHus. Heo6xoaAnMO yunTbiBaTb UMPKaAHbIA pUTM
KanbUUTOHMHA C MOBbIWEHWEM KOHLEHTPaALUKN K MOJYAHIO.

2. NTIPUHUMN PABOTbl HABOPA

OnpepeneHve KanbUMTOHMHA OCHOBAHO Ha MCMOJIb30BaHUWN «C3HABUY»-BapuaHTa
TBEpA0dasHOro MMMyHodepMeHTHOro aHanmsa. Ha BHYTPeHHEelN MOBEepPXHOCTU JIYHOK
niaHweTa MMMO6UIN30BaHbl MbILUWHbIE MOHOK/IOHANbHbIE aHTUTENa K KalbUMTOHUHY
yenoseka. B nyHkax nnaHweTta, npu gobasneHnn nccneayemoro obpasua, npomcxoant
CBSA3blBaHWeE KanbLUUTOHWHA, COAEPIKaLLEerocs B uccnenyemMom obpasue, C aHTUuTeNaMmn Ha
TBepAoy dase. O6pa30BaBLUMIACSA KOMMJIEKC BbISBASIOT C MOMOLLbIO KOHBIOraTa MbIWWHbIX
MOHOKJ/IOHaNbHbIX a@HTUTEN K KanbUWTOHWHY 4enoBeka C MNepoKcMaason xpeHa. B
pe3ynbTaTe 06pasyeTcs CBA3aHHbIM C M1aCTUKOM «CIHABUY», COAEPXKALLUNN NePOKCUAA3Y.
Bo Bpemsi HKyb6aumm ¢ pactBopom cybcTpaTa TeTpametunberHsnanHa (TMB) nponcxoant
OKpaluMBaHne pacTBOpPoOB B JTyHKax. MHTEHCMBHOCTb OKpacKu NpsAMO NpONopLMOHanbHa
KOHLIEHTpaunn KanbUMTOHWHa B nccnenyemoM obpasue. KoHUeHTpaumio KanbLunToOHMHa
B uccneayembix obpasuax onpeaenstor no KannmbpoBOoYHOMY rpaduKky 3aBUCMMOCTU
ONTUYECKOM NNIOTHOCTM OT COAEPXKAHMSA KalbLMTOHMHA B KannMbpoBOYHbIX npobax.

Document: K2611 Instruction version: 1902 Format version: 000
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3. AHAJINMTUYECKUE XAPAKTEPUCTUKHN

3.1. CneumcduyHoOCTb. [lepekpecTHasi peakuus MbIUUHBIX MOHOKJIOHANbHbIX
QHTUTEN K KanbUWTOHWHY YesioBEKa C APYrMMY aHanutamu npueeaeHa B Tabnuue:

MepekpecTHas peakums MbIWWHbIX MOHOK/IOHANIbHbIX aHTUTEN K KalbLUUTOHUHY
yesioBeKka C APYrMMu aHanuTaMu npuBeaeHa B Tabnumue:

Ananut NepekpecTHaa peakumsa, %
napaTropMmoH <0.1
KanbLUMUTOHMH 510COCA <0.1
TTr <0.1

3.2. BocnpousBoanMoOCTb. KoadduumeHT Bapmaunmn pesynbtaToB onpeaeneHuns
cofepXXaHus KanbLUUTOHMHA B OAHOM M TOM Xe obpasue CbiIBOPOTKM (M1a3Mbl) KPOBU C
ncnonb3osaHneM Habopa «KanbumtoHMH-UDOA» He npesbiwaeT 8.0%.

3.3. JINHeMAHOCTb.

3aBMCUMOCTb KOHLEHTpauuu KanbUMTOHWMHA B obpasuax CbIBOPOTKM (Ma3Mmbl)
KPOBU Npu pa3BeAeHnn NX CbiIBOPOTKON (M1a3MoN) KPOBU, HE COAEepKaLLEeN KaNlbLUMTOHWH,
MMEET JINHENHbIN XapaKTep B AMana3oHe KoHueHTpaunii 10-900 nkr/mMn 1 coctaBnsieT
+10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIeTCS TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBUE M3MEPEHHOW KOHLUEHTPauun KanbLUUTOHMHA NpeanncaHHOM, NonyyYeHHON
nyTeM CMeLMBAHUA paBHbIX 06bEMOB KOHTPOJSIbHOM CbIBOPOTKM U KasiMbpoBOYHOM
npobbl 40 nkr/mn. MpoueHT «oTKpbITUA» cocTaBnseT 90-110%.

3.5. YyBCTBUTE/IBHOCTb.

MuHuManbHaa [OCTOBepHO ornpepensemMas Habopom  «KanbUMTOHUH-UDA»
KOHUEHTpaumsa KasbLMTOHWHA B CbiIBOPOTKe (MasMe) KpoBWM He npeBbiwaeT 1 nkr/mMn

Document: K2611 Instruction version: 1902 Format version: 000
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5. MEPbI NPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbI puck NnpuMmeHeHns Habopa - knacc 26 (FTOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwo4yeHnem cton-peareHTta (5.0% pacTtBop
CEPHOW KUCNOTbl), B UCMOJIb3yEMbIX KOHLLEHTPaUMUAX ABNSIOTCA HETOKCUYHBIMMU.

PactBop cepHOM kucnoTbl obnapaer paszgpaxawowum aencteueMm. Usberatb
pa3bpbi3rnBaHNs 1 NoNagaHns Ha KoXy 1 Cnn3uncTble. Mpu nonagaHnum Ha KOXY U CIN3NCTble
NOpaxeHHbIW y4acToK cneayeT NpoMbiTb HONbWINM KONMYECTBOM NPOTOYHOW BOAbI.

5.3. MNpu pabote ¢ Habopom cneayet cobntoaate «lpaBuna yCTpoUCTBa, TEXHUKMU
6e3onacHoCTN, NPOU3BOACTBEHHOW CaHWUTapun, MNPOTUBO3IMUAEMMYECKOrO pexuma u
NMYHON rurmeHbl Npu pabote B nabopatopusax (OTAeneHuax, otaenax) CaHuUTapHO-
3MNAEMMUONIOTNMYECKUX YUYPEXAEHUA cuCcTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote c Habopom cneayetr HageBaTb OAHOPA30Bble PE3MHOBbIE WU
Nn1acTMKOBble MepyaTku, Tak Kak obpasubl KpOBM 4yenoBeka cnepyeT paccMaTpuBaTtbh
Kak noTeHuMasnbHO WHMUUMPOBAHHbLIA MaTtepuasn, CnocobHbI ANUTEeNbHOE Bpems
coxpaHaTb W nepepasatb BWY, Bupyc renatuta unm nobon apyrov Bo3byautenb
BUPYCHOM UH EKLMUN.

5.5. Bce wucnonb3oBaHHble OAHOpPa30Bble MaTepuanbl noaBepratb o0b6paboTke
[E3NHPUUMPYIOLWMMN CpeacTBaMu C rnocneayowen ytunmsaumen (cm. MY-287-113
«MeToamyeckme ykasaHus no Ae3vHdeKkuuu, npeacTepuiv3aumoHHON OYUCTKE W
cTepuansaumm U3genmin MeanLMHCKOro HasHayeHnsa» ).

5.6. MeauumnHckne oTxoabl knacca b. Ytunusauuwo  wunamM o yHUYTOXEHue,
nesnHdekumto HabopoB peareHToB crnefyeT MpoBOAUTb B cOOTBeTCTBMM C CaHluH
2.1.7.2790-10 «CaHuTapHo3anuaemuonorndeckme TpeboBaHMs K obpalleHuto C
MeANUMHCKUMK oTXoAamMn» n MY-287-113 «MeToamyeckme ykasaHus no aAesvHdekumnm,
npeacTepuIn3aunoHHON 0YNCTKE N CTEPUN3ALIUN U3LENTNA MEANLIMHCKOIO HAa3HAUYEHNS».

6. OBOPYAOBAHUE U MATEPUAJ1bl, HEOBXOA4UMBIE NMPU PABOTE C
HABOPOM

- (hoTOMETp BEpPTMKANIbHOr0 CKaHMpPOBaHWS, MO3BOMAKOWMNIA U3MEPSATb ONTUYECKYHO
NIOTHOCTb COAEPXXUMOr0 JIYHOK NiaHweTa npu AnvHe BOsHbl 450 HM;

- opbuTanbHbIN Welkep (BCTpAXMBaTeNb) AN MUKPOMIaHLWET, ckopocTb 600-800
06/MUH;

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, Mo3Bonswwme oTbupaTtb 06beMbl B
ananasoHe 25-250 Mkn;

- UWIMHAP MEepHbIN BMecTuMocTbio 500 Mn;

- BOAa AUCTUINIMPOBaHHas;

- NepyaTKn pe3nHOBbIE UIN NAACTUKOBbLIE;

- bymara ¢unbTpoBanbHas.
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7. NOAroToOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. Nepen npoBefeHWeM aHanM3a KOMMNoHeHTbl Habopa u nccneayemble obpasubl
CbIBOPOTKM (Nnasmbl) KpOBM CclieAyeT BblAepXaTb MNpUM KOMHATHOM Temnepartype
(+18...425 °C) He meHee 30 MUH.

7.2. MNpurotoBnieHne nJsaHwera.

BCKpbITb MakeT C NAaHLWeTOM U YCTaHOBWUTb Ha paMKy Heob6xoAMMoe KOM4ecTBO
ctpunoB.  OcTaBlMECA  HEWCMNONb30BaHHbIMKM  CTpUMbl, 4YTO6bI  MpeaoTBpaTUTb
BO3JENCTBME Ha HUX BNaru, TwaTtesnbHO 3aknenTb byMaron Ans 3akneMBaHms NaaHLWeTa
M XpaHuUTb Npun TemnepaType +2...4+8 °C B TeueHune Bcero cpoka rogHoctn Habopa.

7.3. NMpurotoBnieHne OTMbIBOYHOIro pacrBopa.

B cnyyae ppo6bHoro ucnonb3oBaHuss Habopa cneayer otobpatb Heobxoaumoe
KOJIMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa M pa3BecT AUCTUIIMPOBAHHOWM
BOAOM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOIO pacTeBopa + 25 Mn ANCTUNNMPOBAHHOWM
BOAbI).

7.4. NoarotoBkKka KaiIM6poBOYHbIX NPO6.

MpuroToBbTe KanMbpPoOBOYHbIE MPOObLI U KOHTPOJIbHYIO CbIBOPOTKY: AobaBbTe 0.5 Mn
6MANCTUNNMPOBAHHOW BOAbI B KaXAbl (plakoH W TwaTenbHO nepemelsanTe. Xuakue
KannbpaTopbl AO0MKHbI 6blITb WCMONb30BaHbl B TeyeHuMe 1 yvaca; Ana MNOBTOPHOMO
MCMO/Ib30BaHNS UX PEKOMEHAYEeTCS 3aMOpPO3UTb B asiMKBOTaX Mpu TeMmnepaType Huxe

-15 °C. BHUMAHUE: ponyckaeTca He 6onee 1 unkna 3aMopa)xmBaHUsi-oTTauBaHus!
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8. yc/ioBus XPAHEHUA U SKCNJIYATALUUUN HABOPA

8.1. Habop peareHToB «KanbUUTOHUH-UDA» [OMKEH XPaHUTbCA B YMNakKoBKe
NpeanpuaATUA-U3roToBuTens npu temnepaTtype +2...+8 °C B TeyeHue BCero cpoka
roAHOCTW, YKa3aHHOro Ha ynakoske Habopa.

[onyckaeTca xpaHeHue (TpaHcrnopTupoBka) Habopa npu Temnepatype no +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3aMopaxusaHue Lenoro Habopa.

OonyckaeTrcsa ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kanmbpoBoOUHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJIMKBOTaX.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uvccrieayembix
o6bpa3uoB, 5 kanMbpoBoYHbIX NpPob6 M 1 Npobbl KOHTPOSIbLHOM CbIBOPOTKM (BCero 96
onpeneneHun).

8.3. B cnyyae apobHoro mcnonb3oBaHns Habopa KOMMOHEHTbI CnefyeT XpaHuTb
cneapyowmnm obpasom:

- OCTaBLUMECS HEeWUCMNoSib30BaHHbIMW CTPUMbl HEO6XOAMMO TLATENbHO 3aKI1euTb
bymaron ana 3aknevMBaHus nNnaHWweTa W XpaHuTb Npu TemnepaTtype +2...+8 °C B
TeueHue BCero cpoka rogHoctn Habopa;

- KOHblOraT, cybCcTpaT, CTon-peareHT nocse BCKPbITUA (PNakoHOB CleayeT XpaHuTb
npu Temnepatype +2...4+8 °C B TeueHuMe BCero cpoka rogHoctn Habopa;

- IMOPUNN3NPOBaHHbIE KanMbpoBOUHbIE MPO6bl U KOHTPOJIbHYIO CbIBOPOTKY CneayeT
XpaHuUTb Npun TemnepaTtype +2...+8 °C B TeuyeHne Bcero cpoka rogHoctn Habopa;

- OCTaBLUMMCHA HEWCMNOJSIb30BaHHbIM KOHLEHTpaT OTMbIBOYHOrO pacTBopa cnepyet
XpaHUTb Npu Temnepatype +2...+8 °C B TeueHne BCEro cpoka rogHocTn Habopa.

- MNPUroTOBJIEHHbIA OTMbIBOYHbIN pPacTBOp CreayeT XpaHuTb MNpU  KOMHATHOM
Temnepatype (+18...+25 °C) He 6onee 15 cyTok unu npu Temnepatype +2...+8 °C He
6onee 45 cyTok;

MpumeyaHue. Mocne MCNonb30BaHNA peareHTa HEMEeASIEHHO 3aKpblBaWTe KPbILWKY
dnakoHa. 3akpbiBaniTe Kaxablii hNakoH CBOEN KPbILLKOW.

8.6. lpu ucnonb3osBaHun Habopa Ana npoBefeHWUS HECKONbKMX HE3aBUCUMbIX
cepuin aHanu30B cneayeT UMeTb B BUAY, YTO AN KaXXA0ro He3aBMCMMOro onpeaeneHns
Heobx0ANMO MOCTPOEHNE HOBOIO KannMbpoBOYHOrO rpadumka.

8.7. Ins nony4yeHMs HaAexXHbIX pe3ynbTaToB HeobxoaMMo cTporoe cobniogeHue
WNHCTpyKUMM no npumeHeHuto Habopa.
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10. OXXKUAQAEMbIE 3HAHYEHNA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3yjbTaTax MWccnefoBaHuii, npoBeaeHHbix 000
«XEMA», pekoMeHZyeM mnonb30BaTbCAd HOpMaMu, MNPUBEAEHHbIMM HUXe. BMmecte C
TeM, B COOTBETCTBUM C npaBunamu GLP (Xopowein nabopaTopHON NpakTUKK), Kaxkaas
nabopatopusa [AoO/MmMKHa caMa onpeaenuTb napaMeTpbl HOPMbl, XapaKTepHble ANns
obcneagyemor nonynsumm.

MpuMeyaHune. 3HaUYeHUs1 KOHLEHTpauMin KanbLMTOHMHA B uccnenyembix obpasuax,
HaxoAsimecs HuXKe rpaHuubl 4yyBcTBUTeNnbHocTM Habopa (0.5 nkr/mn), a Takxe
rnpeBbialLWMe 3HavyeHne BepxHen kanubpoBouyHoir npobel (900 nkr/mn) cnepyet
npuBoauTbL B crepywowelr dopme: B uccnegyemoMm obpasue X KOHUEeHTpauus
KanbUWUTOHMHA HMXe 0.5 nkr/mn nnu Bbiwe 900 nkr/mn.

e EAuHnLbI, nKr/mn

rpynna Huxuuii npepen BepxHuit npegen
My>umnHbl - 290
MKEHLMHbI - 14.0

Mo BonpocaM, kacatowmnmcs kadectsa Habopa « KanbuUTOHUH-UDA »,
cneayet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, 4. 48, 1-in noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbIl)
3M1eKTpoHHas noyta: info@xema.ru; rqc@xema.ru

MHTEpPHET: WWW.Xema.ru; www.xema-medica.com

PykoBoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,

K. 6. H. . C. KoCcTpnkunH
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Instruction for use

A solid-phase enzyme immunoassay for the quantitative
determination of calcitonin in human blood serum or plasma

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of calcitonin
in blood serum or plasma.

This kit is designed for measurement of calcitonin in blood serum or plasma. For
possibility of use with other sample types, please, refer to Application Notes (on
request). The kit contains reagents sufficient for 96 determinations and allows to
analyze 43 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Calcitonin (also known as thyrocalcitonin) is a 32-amino acid linear polypeptide
hormone that is produced in humans primarily by the parafollicular cells (also known
as C-cells) of the thyroid gland

Calcitonin assay is used in identifying patients with nodular thyroid diseases. It is
helpful in making an early diagnosis of medullary carcinoma of thyroid. A malignancy
of the parafollicular cells, i.e. Medullary thyroid cancer, typically produces an elevated
serum calcitonin level. Prognosis of MTC depends on early detection and treatment.

3. PRINCIPLE OF THE TEST

This test is based on two-site sandwich enzyme immunoassay principle. Tested
specimen is placed into the microwells coated by specific murine monoclonal to
human calcitonin-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monoclonal to human
calcitonin, labelled with peroxidase enzyme, are then added into the microwells. After
washing procedure, the remaining enzymatic activity bound to the microwell surface
is detected and quantified by addition of chromogen-substrate mixture, stop solution
and photometry at 450 nm. Optical density in the microwell is directly related to the
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quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2. This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material Safety Data Sheet fit the requirements of EU Guideline 91/155
EC.
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5.2. Equipment and material required but not provided

- Distilled or deionized water;

- Automatic or semiautomatic multichannel micropipettes, 100-250 pl, is useful but
not essential;

- Calibrated micropipettes with variable volume, range volume 25-250 pl;

- Microtiter plate shaker. Shaking should be medium to vigorous. Longitudinal
shaking approximately 200 strokes/min, oscillations 600-800/min

- Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

5.3. Storage and stability of the Kit

Store the whole kit at 2 to 8 °C upon receipt until the expiration date. After
opening the pouch keep unused microtiter wells TIGHTLY SEALED BY ADHESIVE TAPE
(INCLUDED) to minimize exposure to moisture

Before first use of the kit dissolve the calibrators: add 0.5 ml of deionized water
to each vial and mix thoroughly avoiding foam formation. Liquid calibrators should be
used within an 72 hours.

For long term storage it is recommended to freeze the calibrators in aliquoted
portions and store below -15 °C. ATTENTION: AVOID REPEATED FREEZE-THAW CYCLES.

6. SPECIMEN COLLECTION AND STORAGE

Specimens may be stored for up to 48 hours at 2-8 °C before testing. For a longer
storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/thawing
should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation

- All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18 to +25 °C) before use.

- All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

- Itis recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

- Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions
in distilled water.

7.2. Procedural Note:

It is recommended that pipetting of all calibrators and samples should be completed

within 3 minutes.
7.3. Assay flowchart
See the example of calibration graphic in Quality Control data sheet.
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7.4. Assay procedure

1 |Put the desired number of microstrips into the frame; allocate 12 wells for
the calibrators CAL 1-5 and control samples CONTROL and two wells for each
unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM UNUSED
STRIPS.

2 | Before first use of the kit dissolve the calibrators: add 0.5 ml deionized water
to each vial and mix thoroughly avoiding foam formation. Liquid calibrators
should be assayed within an 1 hour, aliquoted and stored frozen below -15 °C.
ATTENTION:AVOID MORE THAN 1 FREEZE-THAW CYCLES!

3 | Pipet 25 pl of calibrators CAL 1 - 5, control serum and unknown samples into the
wells.

4 | Dispense 100 pl of CONJ HRP into the wells. Cover the wells by plate adhesive
tape (included into the kit).

5 |Incubate 60 minutes at +18...4+25 °C and continuous shaking at 600-800 rpm.

6 | Prepare washing solution by 26x dilution of washing solution concentrate (BUF
WASH 26X) by distilled water. Wash the strips 5 times.

7 | Dispense 100 ul of SUBS TMB into the wells.

8 |Incubate 10-20 minutes at +18...4+25 °C.

9 | Dispense 100 ul of STOP into the wells.

10 | Measure OD (optical density) at 450 nm.

11 | Set photometer blank on first calibrator.

12 | Apply point-by-point method for data reduction.

7.5. Handing notes
Calibrators and control sample(s) - only one freezing/thawing cycle is allowed
Document: K2611 Instruction version: 1902 Format version: 000
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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.

The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within the
test procedure, a sufficient number of controls for validating the accuracy and precision
of the test.

The test results are valid only if all controls are within the specified ranges and if all
other test parameters are also within the given assay specifications.

9. CALCULATION OF RESULTS

9.1. Calculate the mean absorbance values (OD450) for each pair of calibrators
and samples.

9.2. Plot a calibration curve on graph paper: OD versus calcitonin concentration.

9.3. Determine the corresponding concentration of calcitonin in unknown samples
from the calibration curve. Manual or computerized data reduction is applicable on this
stage. Point-by-point or linear data reduction is recommended due to non-linear shape
of curve.

9.4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

Calibrators Value Absorbance Units (450 nm) x 1000
CAL 1 0 pg/ml 0.105
CAL 2 10 pg/ml 0.119
CAL 3 40 pg/ml 0.144
CAL 4 300 pg/ml 1.360
CAL 5 900 pg/ml 2.999
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10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods
alone - all available clinical and laboratory findings should be used by a physician
to elaborate therapeutically measures. Each laboratory should establish its own
normal range for Calcitonin. Based on data obtained by XEMA, the following normal
range is recommended (see below). NOTE: the patients that have received murine
monoclonal antibodies for radioimaging or immunotherapy develop high titered anti-
mouse antibodies (HAMA). The presence of these antibodies may cause false results in

the present assay. Sera from HAMA positive patients should be treated with depleting
adsorbents before assaying.

o Units, pg/ml
’ Lower limit Upper limit
male - 29.0
fermale - 14.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
PTH <0.01%
salmon calcitonin <0.01%
TSH <0.01%

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.5 pg/ml.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different
calcitonin concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known calcitonin
concentrations. The recovery percentages ranged from 90 to 110%.
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Mcnonb3oBaTk Ao (roa-mecau) / Use By
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(VBa)KaeMbuh Knuenrt! )
Ecnnnpouecce paboTbl ¢ Hawmmm Habopamu Bam noHago6mnmch nnacTMKoBble BAaHHOUKM ANA KUAKNX
peareHToB, OHOPa30Bble HAKOHEUHVKN AJSiA [03aTOPOB WU AOMONHUTENbHbIE O6beMbl peareHToB
(KOHULEeHTpaT oTMbIBOYHOTO pactBopa, IOA-Bydep, pactBop cybcTpata TeTpametnbeHsmamHa (TMB),
CTOM-peareHT), BXoAAwWmX B cocTaB Habopa, npocrm Bac 06patnTbca K nocTaBLymKy npogykummn OO0
«XEMA» B Bawiem pervioHe.

Bce ykasaHHble pacxogHble maTepuasnbl NpefocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans
\nposeneuml aHanunsa Konmyecrse. )
MNepeueHb Ha6opoB peareHTOB ANA ANArHOCTUKN NHGEKLMOHHbIX N\
3aboneBaHuil npounsBoacTBa 000 «XEMA»

Ne no Katanory HaumeHoBaHue

K101 «Toxoplasma IgG-UDA» Russian Diagnostic

K101M «Toxoplasma IgM-NOA» s

K102 «Rubella IgG-VIOA» chws

K102M «Rubella IgM-NDA» k: A

K103 «Cytomegalovirus IgG-NOA» JRussavassooHTOL | o
K103M «Cytomegalovirus IgM-UOA» — e
K104 «HSV 1,2 IgG-NOA»

K104M «HSV 1,2 IgM-VOA»

K105 «Chlamydia IgG-UOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHtutena-MOA»

K121 «Aspergillus IgG-MDA»

Homep ropauein nuHun TexHnyeckom nopgaepxku KnneHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropAYe NMHUK 6ecnnaTHbI AnA 3BOHALLErO C No6oro
MOGWBHOTO MK CTalroHapHoro TenedoHa no Bcel Tepputopun Poccmu.

Xpem Bawux oT3bIBOB 1 NpeA/ioKeHul No agpecam:
LleHTpanbHbiit opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLnN:

105043, r. Mockga, a/a 58 S
105264, r. Mocksa, yn. 9-a lNapkosas, 4. 48, 1-i1 noa., 5 stax xemahelp

Ten.: +7 (495) 510-57 07, 737-39-36;

dakc: +7 (495) 737-00-40

e-mail: info@xema.ru

www.xema-medica.com

D000 «Xemay, Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, [lertapHbiii nep., A. 8-10, nutep A
e-mail: sppb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malweposa, a. 11,
nutep A, kopn. 8/K, odpnc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03176, r. Knes, yn. Akagemuka Eppemosa, a. 23;
e-mail: info@xema.com.ua
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