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

Deputy general manager

Digitally signed by Monastirschii Viorica l
Date: 2022.03.17 14:28:03 EET T /
Reason: MoldSign Signature P
Location: Moldova YT




_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
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DNV-GL

MANAGEMENT SYSTEM

CERTIFICATE

Certificate No: Initial certification date:
282710-2019-AQ-MCW-FINAS 14 February 2019

This is to certify that the management system of

XEMA Co, LTD

Valid:
14 February 2019 - 14 February 2022

bldg. 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:
Moscow, 14 February 2019

Oz
CNITIoN ARRANCS

(A)
FINAS

Finnish Accreditation Service
S001 (EN ISO/IEC 17021)

For the issuing office:

DNV GL - Business Assurance
Trekhprudny per. 9 build. 2, office 406,
Moscow, Russian Federation

S, Gvoo bide

Serguei Groubine
Management Representative

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.
ACCREDITED UNIT: DNV GL BUSINESS ASSURANCE FINLAND OY AB, Keilasatama 5, 02150 Espoo, Finland. TEL:+358 10 292 4200. assurance.dnvgl.com



DNV-GL

Certificate No: 282710-2019-AQ-MCW-FINAS
Place and date: Moscow, 14 February 2019

Appendix to Certificate

XEMA Co, LTD
Locations included in the certification are as follows:

Site Name Site Address Site Scope

XEMA Co, LTD bldg. 48, 9-th Parkovaya str., Design and development,
Moscow, Russian Federation, manufacturing and sales of in vitro tests
105264 for food and feed control, clinical and

veterinary diagnostics and forensic
investigations.

XEMA Co, LTD (Production site) Trubetskaya str., 2B, Balashikha, Design and development,

Moscow region, Russian Federation, | manufacturing and sales of in vitro tests
125000 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 GL BUSINESS ASSURANCE FINLAND OY AB, Keilasatama 5, 02150 Espoo, Finland. TEL:4+358 10 292 4200. assurance.dnvgl.com
Page 1of1



DNV-GL

MANAGEMENT SYSTEM

CERTIFICATE

Certificate No: Initial certification date:
53899-2009-AQ-MCW-FINAS 22 May 2009

This is to certify that the management system of

XEMA CO., LTD.

Valid:
22 January 2019 - 30 April 2021

bldg. 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 13485:2016

This certificate is valid for the following scope:

DESIGN, DEVELOPMENT, MANUFACTURING AND SALES OF KITS FOR IVD

USE.

Place and date:
Moscow, 22 January 2019

Oz
CNITIoN ARRANCY

(A)
FINAS

Finnish Accreditation Service
S001 (EN ISO/IEC 17021)

For the issuing office:

DNV GL - Business Assurance
Trekhprudny per. 9 build. 2, office 406,
Moscow, Russian Federation

S, Gvoo bide

Serguei Groubine
Management Representative

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.
ACCREDITED UNIT: DNV GL BUSINESS ASSURANCE FINLAND OY AB, Keilasatama 5, 02150 Espoo, Finland. TEL:+358 10 292 4200. assurance.dnvgl.com



DNV-GL

Certificate No: 53899-2009-AQ-MCW-FINAS
Place and date: Moscow, 22 January 2019

Appendix to Certificate

XEMA CO., LTD.
Locations included in the certification are as follows:

Site Name Site Address Site Scope

XEMA CO., LTD. bldg. 48, 9-th Parkovaya str., DESIGN, DEVELOPMENT,
Moscow, Russian Federation, MANUFACTURING AND SALES OF KITS
105264 FOR IVD USE.

XEMA Co., LTD ( production site) | Trubetskaya str., 2B, Balashikha, DESIGN, DEVELOPMENT,
Moscow region, Russian Federation, | MANUFACTURING AND SALES OF KITS
125000 FOR IVD USE.

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.
ACCREDITED UNIT: DNV GL BUSINESS ASSURANCE FINLAND OY AB, Keilasatama 5, 02150 Espoo, Finland. TEL:4+358 10 292 4200. assurance.dnvgl.com

Page 1of1
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Instruction for use

XEMA

MHCTPYKUIMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA

AYTOAHTUTEN K TUPEONMEPOKCUAA3E B CbIBOPOTKE (MJIA3ME)
KPOBU

«AT-TMO - UOA»

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

aTPO EIA

HOMEP MO KATASTOTY K131
TY Ne 9398-131-18619450-2010

PErTMCTPALMOHHOE YOOCTOBEPEHUE
Ne ®CP 2009/04489 ot 11 utoHs1 2010 roga

AxTnTena Kk BUY 1,2, Bupycy renatuta C u HBsAg oTcyTcTsytoT
KoHTponbHble CbIBOPOTKM, BXOAALME B COCTaB Habopa, HaKTUBUPOBaHbI.
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XEMA Co., Ltd.

The 9th Parkovaya str., 48 Authorized Representative in EU:
105264 Moscow, Russia Polmed.de

Telephone/fax: +7(495) 737-39-36; 737-00-40 Steinacker 20, D-73773

e-mail: redkin@xema-medica.com Aichwald, Germany

internet: www.xema-medica.com e-mail: info@polmed.de
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XEMA
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1. HA3HAYEHUE 2
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K131I

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 5477-Mp/10 ot 11 utoHa 2010 r.
KP N¢ 33286 ot 27.05.2010

MHCTPYKLUHMA MO NPUMEHEHUNUIO HABOPA PEATEHTOB
aAand AMMYHO®EPMEHTHOIO OMNPEAENTEHNA AYTOAHTUTEN
K TUPEONEPOKCUAA3E B CbiIBOPOTKE (MJIASBME) KPOBM
«AT-TNO-NDA>»

1. HASBHAYEHME

1.1. Habop peareHTtoB <«AT-TMNO-UDA» npenHasHayeH ANs KOJMYECTBEHHOrO
ornpeaeneHnst KOHUEeHTpauum ayToaHTUTEN K TMpeonepoKkcmaase B CbiIBOPOTKe (nia3me)
KpOBW MeToAOM TBepA0dasHOro MMMyHO(pEPMEHTHOro aHanuaa.

1.2. TupouaHble  MUKpPOCOMasnbHble  aHTUTEeNna -  3TO  UMPKY/upylowme
MMMYHOM/106yIMHbI MPOTMB KOMMOHEHTa r1aAKoro 3HAO0MIa3MaTn4yeckoro peTmkysiyMma
KM1eTOK LWMTOBMAHON ene3bl. OCHOBHbIM KOMMOHEHTOM 3TOr0 MWKPOCOMasibHOro
aHTUreHa  sBnsetca  depMeHT  Tupeonepokcupasa (TMO). SDTm  aHTUTena
NpenMMyLLecTBEHHO MpuHaanexart K knaccy IgG. MNMpu ayTOMMMyHHbIX 3aboneBaHuax
LUMTOBMAHON >Xenesbl XenaTesibHO onpeaensATb OAHOBPEMEHHO aHTuTena Kk TrMNO wun
aHtuTena Kk TI. AHTuTena k Tl u/unu aTMNO onpeaensitoTCs B BbICOKMX KOHLEHTpaLMSax
npu 6onesHn lperBca, TMpeouanTe XawMMOTO U ero pa3HOBUMAHOCTSX: HOBEHW/IbHOM
nuMouMTapHOM TuUpeouamTe, XpOHU4YeckoM GUOPO3HOM BapuaHTe TupeouauTa,
naeonaTMyeckon Mukcegeme, aTpoPUUYECKOM acUMMNTOMaTUYECKOM TupeouaunTe U
cnHgpome LMuTTa. MOCKONBbKY Yy MauMeHTOB B 3aBMCUMMOCTM OT 3Tana 3abonesBaHus
MOXEeT HabnwaaTbCa rmno-, rmnep- Uin ayTupeonaHas crtagus, onpeaeneHne AaHHbIX
aHTUTen sBnsetrcs 6osee TOYHbIM AMArHOCTUYECKUM MPU3HAKOM MNpM MNOCTaHOBKEe
AnarHosa ayTOMMMYHHOIO MOPaXXeHUs LWUTOBUAHOW Xenesbl U ONnpeaeneHust cTeneHun
NopaxeHus, 4eM MpoBeAeHMe KIaCCUMYECKUMX FOpMOHasbHbIX TecToB. [locTaHOBKa
AaHHbIX TeCTOB 0COB6EHHO BaXkHa MpW ANArHOCTUKE CReayoLWmMX COCTOSHNI:

- KJIMHMYeCKMX nposiBneHmsax 6onesHun MperiBca 6e3 npm3HakoB 3k3odTanbMa m

yBeMYeHns WMTOBUAHOM Xenesbl;

- onpejaeneHve rmMnoTnpeosa y noapocTKOoB.

OnpepeneHune noBblWeHHbIX 3Ha4YeHnn aTlO y XeHLWWH BO BPeMs NepBbIX MecsiLeB
6epeMeHHOCTN sBNseTca (akTopoM pucCKa TupeouauTa B MOCNEpoAOBOM Mepuose.
Bbicokuii ypoBeHb aTlO MoxeT onpesenaTbCs MNpU JNleYeHUn amMmoaapoHOM. ITO
NleKapCTBO HasHa4aeTcs Npu cepaeyvyHOW apuTMUKM U coaepxuTt 37.2% noaa, KOTOpbIn
[O0CTaTO4YHO 6bICTPO BbIBOAUTCA U3 OpraHm3Ma. MI3BeCcTHO, YTO 3TO JIEKapCTBO Bbl3blBaeT
rmnoTnpeos y 20% nauMeHTOB B permoHax C NMOHWXeHHbIM noTpebneHunem iioga. bbino
HaWAeHOo, YTO y MauMeHTOB C FMMNOTMPEO30M, Bbi3BaHHbIM MPMEMOM 3TOrO JIEKapCTBa,
UMeKTCa unpKynupyowmne aHtutena k TrMNO. Takmm obpa3oMm, nepes HasHayeHuem
Nle4YeHnss y AaHHbIX NauMeHToB, Hapsaay c onpegenenwem T3, T4 u TTI, Heob6xoanMoO
npoBOAUTbL M 3TOT TecT.

Document: K1311 Instruction version: 1901 Format version: 310

2



XEMA

2. MPUHUMN PABOTblI HABOPA

OnpepeneHve ayToaHTUTEN K TUpeOonepoKCcuia3e OCHOBAHO Ha WCMOb30BaHUM
HenpsaMoro BapuaHTa TBepAodasHOro MMMyHOMEPMEHTHOrO aHann3a. Ha BHyTpeHHew
NOBEPXHOCTM IYHOK MfaHweTa uMMobunumsosaH aHtureH — TMNO. AHTUTena u3 obpasua
CBSI3bIBAlOTCS C @HTUIEHOM Ha MOBEPXHOCTM NyHKkW. O6pa3oBaBLUMACS KOMMJIEKC
BbISIB/ISIOT C MOMOLLUbI KOHbIOraTa MbIWWHBIX MOHOK/OHaNbHbIX aHTuTen Kk IgG
yenoBeka C NepokcMaason xpeHa. B pesynbraTe obpasyeTcs CBA3a@HHbIN C MNIaCTUKOM
«COHABMY», cofepxaliunii nepokcmaasy. Bo Bpema uHkybaumm ¢ pactBopoM cybcTpata
TeTpameTunbensmamHa (TMB) npoucxoauT OKpalMBaHWE pacTBOPOB B JIYHKaXx.
WHTEHCMBHOCTb OKpacky MpsiMO MPOMOpUMOHanibHa KOHUEHTpauuu cneumndunyeckmnx
ayToaHTUTenN K Tupeonepokcuaase. KoHLeHTpaumio ayToaHTUTEN K Tupeonepokcuaase
B uccnenyemblx obpasuax onpenenstoT Nno KanmbpoBOYHOMY rpadumKy 3aBUCMMOCTU
ONTUYECKON MNOTHOCTM OT COAEPXaHWA ayToaHTUTeN K Tupeonepokcuaase
B KannbpoBOYHbIX Npobax.

3. AHAJINTUYECKUE XAPAKTEPUCTUKHN

3.1. CneundmnYHOCTb. VICNob30BaHME BbICOKOOYMLLEHHOrO NpenapaTa no3sonseT
OOCTUYb BbICOKOM CrneumdunyHOCTM aHanmaa.

3.2. Bocrnpom3sBoAUMOCTb.

KoapdpuuneHT Bapumauum pesynbTaToB onpefeneHus cogepxaHusa AT-TMNO
B OAHOM W TOM Xe ob6pasue CbIBOPOTKM (MNna3Mbl) KPOBM C WCMOSIb30BaAHUEM
Habopa «AT-TMNO-NDA» He npesbiwaeT 8.0%.

3.3. JINHeNHOCTb.

3aBUCMMOCTb KOHLUeHTpaumn AT-TMO B obpasuax CbiBOPOTKM (Mna3Mbl) KPOBU
npwu pasBefeHUM UX CbIBOPOTKOW (MsiasMon) KpoBu, He coaepxawen AT-TMO, nmeet
JINHENHbIA XapakTep B AuanasoHe KoHueHTpauuin 30-1000 ME/mMn wn cocraenser
+10.0%.

3.4. TOYHOCTb.

[JaHHbIM  aHanUTU4YeCcKUi’i napaMeTp MpoBepsieTcss TEeCTOM Ha <«OTKpbiTUE» -
COOTBETCTBME U3MEPEHHOWN KOoHUeHTpauum AT-TMO npeanncaHHoM, Noay4YeHHON NyTeM
CMeLlIMBaHUS paBHbIX 0H6BEMOB KOHTPOJSIbBHOW CbIBOPOTKM U KasrMbpOBOYHOM Npobbl
100 ME/mn. MpoueHT «oTkpbITUA» coctasnseT 90-110%.

3.5. YyBCTBUTEJIbHOCTD.

MuHuManbHas goctoBepHo onpeaensemas Habopom «AT-TMO-NDA» KoHUeHTpauus
AT-TNO B cbiBOpOTKE (M1a3Me) KpoBKU He npesbiwaeTt 2.5 ME/mn.
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MoTeHUManbHbIl pUCKk NnpumMmeHeHnst Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBOop cepHOM KkucnoTbl obnajaeT pasapaxatmowmm  aeicteuem.  U3beraTb
pa3bpbi3rnBaHNs 1 NoNagaHns Ha KoXy 1 Cnn3uncTble. Mpu nonagaHnum Ha KOXY U CIN3NCTble
NopaxeHHbIN y4acToK CrieayeT NpoMbITb 6ONbLINM KONIMYECTBOM MPOTOYHOW 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
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMEeTp BEpTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSHbI 450 HM;
-  [03aTopbl CO CMEHHbIMW HaKOHEYHMKaMW, Mno3Bonsowme oTbmpatb 06bEMbI
B Anana3soHe 5-250 mk;
- TepMocTaT, noadepxusatrowmi Temnepatypy +37 °C £0.1 °C;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAa AVUCTWIIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOTOBKA PEAFEHTOB A/i1 AHAJIU3A

7.1. Mepen npoBefeHneM aHanm3a KOMMNOHeHTbl Habopa n nccneayemsie obpasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBJsieHMe NaaHLWIeTa.

BCKpbITb MakeT C NaaHWeTOM U YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMYyecTBO
ctpunos. OcTaBlWMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTObBbI  NpeaoTBpaTUTb
BO3JENCTBME Ha HMX BRarv, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuUTb NMpu TemnepaType +2...+8 °C B TedeHuMe BCero cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Copepxumoe nakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MEpHbI LUMAMHAP BMecTuMocTbio 1000 mn, pobasute 550 Mn aAncTunnvpoBaHHOWN
BOAbl M TWATeNbHO nepemewaTb. B cnyyae apobHoro ucnonb3osaHus Habopa cneayet
oTobpaTb HeobxoAMMOe KOMMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa W pasBecTu
OANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNOoBUA XPAHEHUA U SKCIMJTYATALUUUN HABOPA

8.1. Habop peareHToB «AT-TMO-UDA» fONXKEH XPAHUTLCS B YNaKOBKe NpeAnpusaTus-
N3roToBuTENS NpU Temnepatype +2...+8 °C B Te4eHne BCero cpoka rofHoCT!, yKazaHHOro
Ha ynakoske Habopa.

[onyckaeTtca xpaHeHue (TpaHcnopTupoBka) Habopa npwu Temnepatype ao +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3amMopaxusaHue Lenoro Habopa.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
obpa3uoB, 5 kanmbpoBouHbIX Npob6 M 1 nNpobbl KOHTPOSLHOM CbIBOPOTKM (BCEro
96 onpeneneHuit).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI crieayeT XpaHuTb
cnepytowmm obpasom:

- OCTaBlUMECS HEeMCMOsb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

bymaror ansa 3aknemBaHus niaHweTa U XpaHuTb Npu TemnepaTtype +2...+8 °C
B Te4YeHne Bcero cpoka rogHoctn Habopa;

-  WNOA-bydep, KoHblOraT, cybCcTpaT, CTOM-peareHT Nnocne BCKpbITUS (h1akoHOB
cnepyeT XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHue BCero cpoka roiHoCTu
Habopa;

- KanubpoBOYHble NPobbl M KOHTPOJSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (D1aKOHOB
cnepyeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecsues;

- OCTaBLUMNCA HENCMO/Ib30BAHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb nNpu TemnepaTtype +2..+8 °C B TeuyeHMe BCero cpoka rogHOCTU
Habopa;

—  TMPUrOTOB/IEHHbIM OTMbIBOYHbIN PacTBOp CreAyeT XPaHWTb MNpU KOMHaTHOM
Temnepatype (+18..+425°C) He 6onee 15 cyTok uAXM Npu TemnepaType
+2...48 °C He 6onee 45 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHUS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

dnakoHa. 3akpbliBaiTe Kaxablih (ps1akoOH CBOEN KPbILLKON.

8.4. 1na npoBeAeHWa aHanu3a He cneayeT WCMNOob30BaTb FEMONIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KPOBM, @ Takxe CbIBOPOTKY (Maa3My) KpoBM, CoAepiKaLlyo
asuna HaTpus. Ecnn aHann3 nponsBoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (MaasMmy)
cneayet XpaHuTb npu Temnepatype -20 °C. [oBTOpHOE 3aMoOpaxuBaHWe-oTTanBaHue
06pa3LoB CbIBOPOTKM (Ma3Mbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccriefoBaHue
CbIBOPOTOK, XpaHeHWe KOTOpbIX C MOMeHTa 3abopa KpOBM OCYLLECTBASAAOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 CyToK.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (M1a3Mmbl)
KpOBW NtoAeN, NoayyasBlIMX B LensaxX ANarHOCTUKK UAK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlWMWHbIE aHTUTenNa.

8.6. lNpn wncnonb3oBaHnn Habopa Ana NpoBeAeHUS HECKOSIbKMX He3aBUCUMMbIX
Cepuin aHann3oB creayeT UMeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHns
Heob6XoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3Toro,
pEeKOMEHAYETCA OnpeaeneHne KOHLUEHTpauMm ayToaHTUTen K Tupeonepokcuaase
B KOHTPOJIbHOWM CbIBOPOTKE.

8.7. 1ns nonyyeHns HadexXHbIX pe3ynbTaToB Heobxoanmo cTporoe cobnoaeHune
WNHCTpyKumn no npumeHeHuto Habopa.

8.8. He wncnonb3yite KOMMOHEHTbI M3 ApPYruxX HabopoB WAM M3 aHaNOrMYHbIX
HabopoB ApYyrmMx cepuii.
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10. OXXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3yfbTaTax MWCCnefoBaHuii, npoBeaeHHbix 000
«XEMA», pekoMeHAyeM MoJib30BaTbCA HOPMaMu, NMpuBEAEHHbIMU HUXKE. BMecTe C Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowei nabopaTopHOM MpakTWUKKW), Kaxaas
nabopatopusi Ao/KHa cama onpeaennTb MNapaMeTpbl HOPMbl, XapaKTepHble ANs
obcnenyemon nonynauuu.

MpumMmeuaHue. 3HauyeHMs KOHUeHTpaumin AT-TIMNO B wuccneayembix obpasuax,
HaxoAsilUMecss HMXe TrpaHuubl 4yBCTBUTENbHOCTM Habopa (2.5 ME/mn), a Takxe
rnpeBbilaoWne 3Ha4yeHne BepxHen KanmbposouHor npobel (1000 ME/mMn) cnepyet
npMBOAMTL B cneaytowei dopme: B nccnegyemom obpasue X KoHueHTpauust AT-TMO
Huxe 2.5 ME/Mn nnu Bbliwe 1000 ME/mn.

Uccnepyemas rpynna Eauuiubi, ME/wn
HwxkHuii npegen Bepxuwuii npegen
My>XUYMHbI - 30
XKeHWmHbI - 30
XXeHwmHbl cTapwe 50 net - 50

11. JINTEPATYPA

1. Amino N., Mosi H., Iwatani W., Tanizawa O., Kawashima M., Tsuge I., Ibiragi K., Kumahara Y., Miyai
K. - High prevalence of transient postpartum thyrotoxicosis and hypothyroidism. New Engl.J.Med.,
1982, 306:84.

2. Bastenie P., Neve P, Bonnyns M., Van Haelts L., Chailly M. - Clinical and pathological significance
of atrophic thyroiditis. Lancet, 1967, 1:915.

3. Bonnyns M., Van Haelts L., Bastenie P. - Asymptomatic atrophic thyroiditis. Horm. Res. 1982,
16:338.

4. Buchanan W., Alexander W., Crooks J., Koutras D., Wayne E., Anderson J.R., Goudie R. -
Association of thyrotoxicosis and autoimmune thyroiditis. Brit.Med. J., 1961, 1:843.

5. Czarnocka B., Ruf J., Ferrand M., Carayon P. - Parenté antigénique entre la peroxydase
thyroidienne et I'antigéne microsimal impliqué dans les affections auto-immunes de la thyroide.
C.R. Acad.Sc.Paris, 1985, t.300, Série II, No. 15:577.

6. Czarnocka B., Ruf J., Ferrand M., Carayon P., Lissitzky S. - Purification of the human thyroid
peroxidase and its identification as the microsomal antigen involved in autoimmune thyroid disease.
FEBS, 1985, 190:147.

Mo Bonpocam, kacatowmmcsa kayectsa Habopa «AT-TMNO-UDA>,
cnenyet obpawaTtbcs B 000 «XEMA» no agpecy:

105043, r. MockBa, a/s 58

105264, r. MockBa, yn. 9-a Napkosas, a. 48, 1-n noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasibHblIi)

3MEeKTPOHHasa noyta: info@xema.ru; rqc@xema.ru
WHTEpHEeT: www.Xema.ru; www.xema-medica.com

PykoBoauTtenb cnyx6bbl knueHTckoro cepsuca OO0 «XEMA»,
K. 6. H. [. C. KOoCTpuKuH
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K131I
Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of thyroid microsomal antibodies 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

Anti-TPO antibodies (formerly — thyroid microsomal antibodies) are directed against
a target protein - thyroid peroxidase (TPO) - located in the smooth endoplasmic
reticulum of thyroid cells. The presence of anti-TPO antibodies in serum is associated
with thyroid autoimmune diseases (Graves' disease and Hashimoto's thyroiditis). Anti-
TPO antibodies mostly belong to the IgG class.

Low to moderate levels of serum anti-TPO antibodies can be found in some other
autoimmune pathology (eg systemic lupus erythematosus or Sjogren syndrom) and,
rarely, in apparently healthy subjects (especially elderly women). Anti-TPO antibodies
are more sensitive in diagnosis of thyroid autoimmune diseases than anti-thyroglobulin
(anti-TG) antibodies. However, in some cases anti-TG positive sera may be negative for
anti-TPO. Therefore, combined determination of both types of anti-thyroid antibodies
(anti-TPO + anti-TG) provides a more sensitive laboratory diagnostic tool for thyroid
autoimmunity.

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 1g, 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, 100-250 pl, is useful
but not essential;

Dry thermostat for 37 °C £0.1 °C;

Calibrated micropipettes with variable volume, range volume 5-250 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...48 °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...48 °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...4+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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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal reg-
ulations. 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 thyroid microsomal
antibodies concentration.

9.3. Determine the corresponding concentration of thyroid microsomal antibodies
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 Abs"(';bs%“;eml)j“'ts l
CAL 1 0 IU/ml 0.04
CAL 2 30 1U/ml 0.23 /
CAL 3 100 1U/m| 0.68 L
CAL 4 300 1U/ml 1.72
CAL5 1000 IU/ml 2.36 T

concentration

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
aTPO. Based on data obtained by XEMA, the following normal range is recommended
(see below).

Units, IU/ml
Sex, age — -
Lower limit Upper limit
Males - 30
Females - 30
Females >50 yrs - 50
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity
Sensitivity of the assay was assessed as being 2.5 IU/ml.

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

11.3. Recovery
Recovery was estimated by assaying 5 mixed samples with known thyroid microsomal
antibodies concentrations. The recovery percentages ranged from 90 to 110%.

12, LITERATURE

1. Amino N., Mosi H., Iwatani W., Tanizawa O., Kawashima M., Tsuge I., Ibiragi K.,
Kumahara Y., Miyai K. - High prevalence of transient postpartum thyrotoxicosis and
hypothyroidism. New Engl.J.Med., 1982, 306:84.

2. Bastenie P., Neve P., Bonnyns M., Van Haelts L., Chailly M. - Clinical and pathological
significance of atrophic thyroiditis. Lancet, 1967, 1:915.

3. Bonnyns M., Van Haelts L., Bastenie P. - Asymptomatic atrophic thyroiditis. Horm.
Res. 1982, 16:338.

4. Buchanan W., Alexander W., Crooks J., Koutras D., Wayne E., Anderson J.R., Goudie
R. - Association of thyrotoxicosis and autoimmune thyroiditis. Brit.Med. J., 1961,
1:843.

5 Czarnocka B., Ruf J., Ferrand M., Carayon P. - Parenté antigénique entre la peroxydase
thyroidienne et I’'antigéne microsimal impliqué dans les affections auto-immunes
de la thyroide. C.R. Acad.Sc.Paris, 1985, t.300, Série II, No. 15:577.

6. Czarnocka B., Ruf J., Ferrand M., Carayon P., Lissitzky S. - Purification of
the human thyroid peroxidase and its identification as the microsomal antigen involved
in autoimmune thyroid disease. FEBS, 1985, 190:147.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

MpoussoauTtens / Manufacturer

[JaTta npousBoacTBa / Date of manufacture

Homep no kartanory / Catalogue number

(o)

]

Homep cepwun / Batch code

3
3
3
£
H

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHne TemnepaTtypbl / Temperature limitation

TONbKO AN UH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHuumanwme! / Caution, consult accompanying documents

He vcnonb3oBaTb Npy HapyLEHWUN LeNOCTHOCTU YNaKkoBKu /
Do not use if package damaged

SORB MTP

I@%E%

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTponbHas cbiBopoTka / Control sera

KoHnbtoraT / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpametTunbeHsmamHa (TMB) /
Substrate solution

BUF WASH 26X

KoHLEeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

O
-
(=]

N®A-Bydep / EIA buffer




(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 «Xeman, Ten.: +7 (812) 271-24-41

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

PYKOBOACTBO NMOJIb3OBATENA

HABOP PEATEHTOB

Aana UMMYHO®EPMEHTHOIO ONPEAENEHUA
TUPEOTPOMHOIO rOPMOHA B CbIBOPOTKE (MJ1IA3ME) KPOBU

«TTr-nodA»

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

TSHEIA

HOMEP MO KATANOTY K201
TY Ne 9398-201-18619450-2010

PETMCTPALUMOHHOE YOOCTOBEPEHWE
Ne OCP 2007/00665 oT 25 okTAbpa 2010 T.

AnTtnTena K BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTBYIOT
KOHTpOsbHble CbiIBOPOTKY, BXOAALIME B COCTaB Habopa, MHAKTUBMPOBaHbI.

W For 96 determinations/Ha 96 onpegeneHui

[Ons uH BUMPO AnMarHoCTUKM
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K201I

HABOP PEATEHTOB
ans AMMYHO®EPMEHTHOIO OMNMPEAENIEHUA
TUPEOTPOIMHOIro rOPMOHA
B CbIBOPOTKE (MJIASBME) KPOBU «TTr-NdA»

1. HASBHAYEHME

1.1. Habop peareHtoB «TIT-UOA» npeaHasHayeH Ana  KOJIMYECTBEHHOMO
onpeaeneHns KOHUEeHTpauMm TUPEOTPOMNHOro ropMoHa B CbIBOPOTKE (Mnia3me) KpoBu
MeToA0M TBepA0da3HOro MUMMyHO(EPMEHTHOIO aHanm3a.

1.2. TupeoTponHbIit ropMoH (TTI) - FAMKONPOTEUH C MONIEKYNSAPHON Maccol OKOoJ10
30 k[da, cekpeTupyetcs nepegHen ponen runodusa. Monekyna TTI cocTouT U3 ABYX
HEKOBaJIEHTHO CBA3aHHbIX MNOAWMNENTUAHbLIX LUenen: anbda- n 6beta-cybbeanHuLbI.
CneumdnyHocTb U 6MONOrMYECKyld aKTUMBHOCTb TFOpMOHa onpegenser ero 6eta-
cybbeanHunua. TTT Bbi3biBAeT NPOAYKLUMIO U BblAENEHNE LUIMTOBUAHON XXene30M TMPOKCMHa
(T4) wn TpunoaTnpoHuHa (T3). lMpn yBenMyeHUM KOHLUEHTpauuMm 3TUX FOPMOHOB B
CbIBOPOTKE KpOBW cekpeumnsa TTI nHrnbumpyetcs; Ha060poT, Koraa ypoBeHb TMPEOUAHbBIX
rOPMOHOB YMeHbLUaeTcs, B runoduse ysennumsaetcs Bbibpoc TTI 1, cneaosaTesibHO,
yBennMymMBaeTcs MpovM3BOACTBO U BbIOPOC FOPMOHOB LUMTOBMAHON xenesbl. Cekpeuuns
TTT NOAYNHSAETCA LUMpKaAHbIM (OKOIOCYTOYHBIM) pUTMaM € akpodas3on B HOYHOE BpeMS.
Hanbonbwwuin yposeHb TTI Habnwopaetcs B yTpeHHue 4acbl (6 4yacoB). CyTO4Hble
KonebaHns He3HaunTeNbHbI, OAHAKO, €C/IN NOJlyYeHHble pe3ysibTaTbl HE COOTBETCTBYIOT
KIIMHUYECKOM KapTMHE 1 NapamMeTpaM APYrnX UCCIeA0BaHNI, PEKOMEHAYETCS MOBTOPHOE
nposefeHne aHanusa. [NokasaHuna K onpegeneHuio T1T:

1) AmarHocTuka HapylweHun GyHKUMK LWNTOBUAHOWM Xenesbl;

2) rmnotnpeos (yposeHb TTI noBblwaeTcs. [JuarHo3 MNOATBEPXAAETCA HU3KUMU
KOHUeHTpauusmMm obwero u cBO6OAHOMO TUPOKCMHA W  TPUMOATUPOHMHa. [lpu
CybKNMHNYECKOM NerkoM rmnoTupeose, korga ypoBHW T3 u T4 B npepenax HOpMbl,
onpegeneHune TTI S9BASETCA pellaloLWwmmM);

3) runeptupeo3 (cuMHTEe3 M cekpeuus TTT noAasneHbl); OLEHKa aAeKBaTHOCTU
3aMecTUTEeNbHOM Tepannn TUPOKCUHOM;

4) CKPVUHWHI BPOXAEHHOrO runotupeosa (Ha NATOM AHE >KM3HW ONpeaenstoT
ypoBeHb TT[ B NSATHE KPOBM Ha (punbTpoBanbHOW Gymare unm B CbIBOPOTKE KPOBW).
YpoBeHb TTI moBbiweH npu poxaeHun (go 35 MMEa/n), ogHako yepe3 HeCKOIbKMUX
AHen cHuxaeTtcs Ao 6a3anbHOro (Kak y Manb4ymKkoB, Tak U Y AEeBOYEK).

KoHueHTpaums TII yBenuumsaeTcs BO Bpema 6epeMeHHocTM. [loBbieHHOE
cojepxaHve ropMoHa Habnwpaetcs nocne  TXenblX  BU3MYECKMX  Harpysok.
MoHMXeHHOe AaBneHue U MOHMXEeHHasa TeMnepaTtypa TakKXe CTUMYIMPYIOT CEKpeLumio
TTI. KopTr301 M rOPMOH pocTa yrHeTatT cekpeuuto TTT. MNoHuKeHHoe coaepxaHune TTI
4yacTo HabnaaeTca y NOXUAbIX NoAeN, NPU XPOHUYECKOM NOYEeYHON He[0CTaTOYHOCTH,
LMppo3e neyvyeHu, 3amMeasieHHOM MO0BOM pa3BUTUW, BTOPUYHOM aMeHopee, CUHApOMe
KylwmnHra, akpomeranuu.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve TMPEOTPOMHOIrO FOPMOHAa OCHOBAHO Ha MCMOMb30BAHUN «CIHABUY»-
BapwaHTa TBepAoda3Horo UMMyHoMhepMeHTHOro aHannsa. Ha BHyTpeHHen NoBEPXHOCTH
JIYHOK MJaHLWeTa MMMObMAN30BaHbl MbIlUMHbIE MOHOKJ/IOHasbHbIE aHTUTeNa K 6eTa-uenu
TTlryenoBeka. BnyHkax nnaHweTa, npuaobasneHnmnccnegyemoro obpasua, nponcxoant
cBsA3bIlBaHWe TTI, coaepiallerocs B uccneayemom obpasue, C aHTUTENaMu Ha TBEpPAOM
¢aze. Obpa3oBaBLUMICSA KOMMIEKC BbISBASIOT C MOMOLbIO KOHbtoraTa (Fab2) pparmeHTa
MbILMHbBIX MOHOK/IOHaNbHbIX aHTUTen Kk 6erta-uenu TT[ 4yenoBeka C MepoKCUAA30M
XpeHa. B pesynbTaTe o6pasyeTcs CBA3aHHbIM C MIACTUKOM «C3HABWY», coaep Kalimin
nepokcmaasy. Bo Bpems mHkybaumm c pactBopoM cybcTpata TeTpameTunbeH3manHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B SIyHKaX. MHTEHCMBHOCTb OKpacKu NpsiMo
NponopuUnoHanbHa KOHLEHTpauMnm TUPEOTPONHOro ropMoHa B uccnegyemMom obpasue.
KoHLeHTpaunio TUPEeOTPONHOro ropMoHa B MccneayeMbix obpasuax onpeaenstoT Mo
KannbpoBOYHOMY rpaduKy 3aBMCUMOCTM OMNTUYECKOW MJIOTHOCTM OT COAepXaHus
TUPEOTPOMHOro ropMoHa B KaJIM6pPOBOYHbIX Npobax.

3. AHAJTUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOKJIOHAMbHbIX
aHTuTen Kk 6eta-uenu TTI c ApyruMun aHanutTamu npuseaeHa B Tabnuue:

Ananut NepekpecTHas peakuma, %
XTI <0.1
nr <0.1
OCr <0.1

3.2. BocnpomnsBoanUMOCTb.

KoadduruneHT Bapuaunm pesynbTaToB oOnpeaeneHus cogepxaHus TTT B OAHOM
1 TOM Xe obpasLe CbiIBOpOTKM (MnasMbl) KPOBM C Ucnosib3oBaHneM Habopa «TTIM-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun TTT B obpasuax CbIBOPOTKM (MasMmbl) KpOBU Mpwu
pa3BeAeHnn UX CbiIBOPOTKOW (Naa3Moi) KpoBK, He coaepxaliert TTI, UMeeT NNHEeNHbI’
XapakTep B AMana3oHe KoHueHTpauuii 0.2-20.0 MME/n u coctaBnsieT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIeTCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME W3MEPEHHOM KOHUeHTpauun TIT npeanncaHHON, MOJy4YeHHOW nyTeMm
CMelUMBaHMS paBHbIX 0H6BEMOB KOHTPOJSIbHOW CbIBOPOTKU W KasiMbpoBOYHON Mpobbl
1.0 MME/n. MpoueHT «oTKpbITMa» coctaBnseT 90-110%.

3.5. YyBCTBUTENIbHOCTb.

MuHuUManbHas AocToBepHO onpeaensieMas Habopom «TTM-UDA» koHueHTpaums TTI
B CbIBOPOTKE (Nnna3Mme) Kposu He npesblilwaet 0.04 MME/n.
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Komnnekrtauus 5
CumBon

Konnuectso
1 SORB MTP 5wt
2| cai-s B O 1o T e © ")
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn unn 2x30 mMn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl MPEAOCTOPOXXHOCTHU

5.1. lNMoTeHumanbHbIl puck npuMeHeHnst Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce koMmnoHeHTbl Habopa, 3a ucknouveHnem cron-peareHta (5.0% pacrteop
CEPHOWM KNUCNOTbI), B UCMONb3YEMbIX KOHLIEHTPaLMAX SABASIOTCA HETOKCUYHBLIMU.

PactBop cepHoOli kucnoTel obnagaer pasgpaxawowum aencresveM.  Usberatb
pa3bpbi3rMBaHns 1 NoNagaHns Ha KoXy 1 cimsncTble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NMOPAXXeHHbIN y4YacCToK CnefyeT NpoMbITb 60NbLUMM KONNMYECTBOM MPOTOYHONM BOAbI.

5.3. Mpwu pabote c Habopom cneayet cobnogaTth «[paBuna yCcTponcTBa, TEXHUKM
6e30nacHOCTM, MPOM3BOACTBEHHOMW CaHUTapuu, MNPOTUBOINUAEMUYECKOrO pexuMa W
JINYHOWN rurueHbl npu paboTte B nabopaTopusax (OTAeneHusx, oTAenax) CaHUTapHO-
3MNUAEMMOSIOTMYECKNX YUYpPEXAEHNI CcUCTEMbl MUHUCTEpCTBa 3apaBooxpaHeHns CCCP»
(Mockga, 1981 r.).

5.4. Npn pabote c Habopom crneayeT HajeBaTb OAHOPA30Bble Pe3VMHOBblE WM
N1acTUKOBbIE NepYaTKM, Tak Kak obpasubl KpOBKU YenoBeka cneayeT paccMaTpuBaTh Kak
noTeHunanbHO MHMOULMPOBaHHLIVA MaTepuarsn, CNoCobHbIN ANNTENbHOE BPEMSI COXPaHATb
v nepeaasaTb BUY, Bupyc renatuta unu ntobon aopyror Bo3byanTens BUPYCHOM MHDEKLMN.

6. OBOPYQIOBAHUE U MATEPUAJbI,
HEOBXOAWUMBIE NMPU PABOTE C HABOPOM
- ¢oTOMeTp BEpTMKANbHOIO CKaHMPOBaHUS, MO3BONSOWMIA N3MEPATL ONTUYECKYIO
NIOTHOCTb COAEPXMMOrO JIYHOK MiaHweTa npu AnnHe BofHbl 450 HM;
- TepMocCTaT, nojaepxuBatrownii Temnepatypy +37 °C £3 °C;
- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3sonswwme oTbmpatb 0b6beMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MEepHbI BMecTuMocTbio 1000 mn;
- BOAA AVUCTWI/IMPOBAHHAs;
-  nepyaTKy pe3nHOBbIE MUY NNACTUKOBbIE;
- bymara ¢punbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB AJiA AHAJIU3A

7.1. lNepepn nposeaeHneM aHanmsa KOMMNoHeHTbl Habopa un nccnepyemble obpasuibl
CbIBOPOTKM (MN1a3Mbl) KpOBWM CnedyeT BblAepXaTb MNpW  KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpuroToBJ/ieHMe NMJaHwWerTa.

BCKpbITb MakeT C MJaHWeTOM M YCTaHOBUTb Ha paMKy Heobxoammoe KOAM4ecTBO
cTpunoB. OcTaBLUMECS HENCMOJIb30BAHHbBIMW CTPUMbI, YTO6bI NPeAOTBPaTUTL BO3AENCTBUNE
Ha HUX BNaru, TWaTenbHO 3aKk1enTb Bymaron Ans 3aknemBaHuns niaHWweTa u XpaHUTb Npu
Temnepatype +2...+8 °C B Te4yeHne BCero cpoka rogHoctn Habopa.
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7.3. MNpurorossnieHne OTMbIBOYHOIO pacTBopa.

Coaepxunmoe dhnakoHa C KOHLEHTPATOM OTMbIBOYHOrO pactBopa (22 Mn), nepeHecTu
B MEpHbIA UMAMHAP BMecTuMocTbio 1000 Mn, gobaswute 550 Mn AucTMRnmMpoBaHHOM
BOAbl M TWATeNnbHO nepemelwwaTtb. B cnyyae apobHoro mcnonb3oBaHus Habopa cneayer
oTobpaTb HeobXoAMMOe KOSIMYECTBO KOHLIEHTpaTa OTMbIBOYHOMO pacTBOpa WM pa3BecTu
ONCTUNNMPOBAHHOW BoAoM B 26 pa3 (1 M/ KOHUeHTpaTa OTMbIBOYHOIO pactsopa + 25 mn
ANCTUNNIMPOBAHHOWN BOAbI).

8. YCJ/1I0BUA XPAHEHUA U SKCNJIYATALUU HABOPA

8.1. Habop peareHTtoB «TT-UDA» AO/MKEH XPaHUTbCS B YMaKOBKe MpeanpuaTus-
M3roToBUTENS NpU Temnepatype +2...+8 °C B TeueHue BCero Cpoka rogHoOCTH, yKa3aHHOro Ha
ynakoBke Habopa. lonyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu temnepaType 40
+25 °C He 6onee 15 cyTok. He gonyckaeTcsi 3amopaxuvBaHue Lenoro Habopa. flonyckaercs
oAHoKpaTHoe 3aMopaxuBaHue (-20 °C) kasM6pOBOYHbIX NPO6 M KOHTPONbHOM
CbIBOPOTKM B aJ/IMKBOTaX.

8.2. Habop paccumtaH Ha npoBeaeHwe aHanusa B Aybnukatax 41 wnccneayemoro
obpasua, 6 KanuMbpoBOYHbIX MNpo6 M 1 npobbl KOHTPONILHOM CbIBOPOTKU (BCEro
96 onpeneneHnit).

8.3. B cnyyae gpobHoro ucnonb3oBaHuMsa Habopa KOMMOHEHTbI cneayeT XpaHWTb
cneayowmm obpasom:

- OCTaBLUMECS HEeWCNOoNb30BaHHbIMK CTPWMbl HEOBXOAMMO TLLATENbHO 3aKIenTb

6yMaron Ans 3akjiemBaHus MNnaHweTa U XpaHuTb Npu Temnepatype +2..+8 °C
B TeYyeHue BCero cpoka rogHoctn Habopa;

- KOHBlOrar, cybcTpaT, cTon-peareHT nocse BCKpbITUSA GpyIakoHOB creayeT XpaHUTb
npu Temnepatype +2...+8 °C B Te4eHune BCero cpoka rogHoctn Habopa;

- KannmbpoBOYHble NPO6bI M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (h/1akoHOB
cnenyeT XpaHuTb npu TemnepaTtype +2...+8 °C He 6onee 2 MecsLeB;

—  OCTaBLUMIACS HEWUCMONIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa crneayet
XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne Bcero cpoka rogHoctn Habopa.
MpUroToBNEHHbIA OTMbIBOYHbLIA pPacTBOp cneayeT XpaHWUTb MpU  KOMHATHOWM
Temnepatype (+18..4+25 °C) He 6onee 15 cyTok wunu npu TeMmnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumeyvaHue. locne MCNonb30BaHWS peareHTa HeMeASIeHHO 3aKpblBaWTe KPbILIKY

dnakoHa. 3akpbiBaiTe Kaxabli prakoH CBOENM KPbILLIKOMN.

8.4. 1na nposefeHMa aHanu3a He CreayeT WCMo/b30BaTb MEMONU3MPOBAHHYIO,
MYTHYO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Nna3My) KpoBU, coAepiKallyto
asua HaTpusa. Ecnn aHanus NnponsBoanTCS He B IeHb B3STUS KPOBW, CbIBOPOTKY (Nia3my)
cnefyeT XxpaHutb npu TemnepaTtype -20 °C. MNoBTOpHOE 3aMOpaxuBaHWe-oTTamBaHue
06pasuoB CbIBOPOTKM (MNa3Mbl) KPOBW He AonyckaeTcs. [lonyckaeTcs uccnenosaHue
CbIBOPOTOK, XpaHeHWe KOTOpblX C MOMeHTa 3abopa KpOBM OCYLECTBAANOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. NckntovaeTca mncnonb3oBaHwe Ana aHanwmsa o6pasuoB CbiBOPOTKM (Ma3Mbl)
KPOBW NtOAeN, NONyYaBLWMX B LENsSX AMAarHOCTUKW WAM Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbILUWHbIE aHTUTENa.

8.6. MNpn wucnonb3oBaHMM Habopa Ans nNpoBeAeHUMS HECKOSbKMX He3aBUCUMbIX
cepuii aHanu3oB cneayeT UMeTb B BUAY, YTO AN KaXAOro He3aBMCMMOro ornpeaeneHus
Heo6Xx0AMMO NOCTPOEHME HOBOIO KaNnMbpOBOYHOIO rpadrka; KpoMe 3TOro, peKoOMeHAyeTCs
onpefeneHne KoHUeHTpauun TTI B KOHTPOJIbHOM CbIBOPOTKE.

8.7. [lna nonyyeHns HafeXHbIX pe3ysbTaToB HeobxoAMMO cTporoe cobniogeHue
PYKOBOACTBa Monb30oBaTens no npuMeHeHuto Habopa.

8.8. He ncnonb3yiite KOMNOHEHTbI U3 APYTrMX HAbOPOB MM N3 aHaNorMYHbIX Habopos
APYTUX Cepuit.
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10. OOXKMWAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCcb Ha pe3yfibTaTax uccnenoBaHuii, npoBefAeHHbIX 000 «XEMA»,
peKkoMeHAyeM MOosib30BaTbCA HOpMaMu, TMpUBEAEHHbIMKU HUxXe. BMecte c Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowen nabopaTopHOM MpakTUKK), Kaxaas
nabopatopusa Ao/HKHa Ccama onpefenuTb MNapaMeTpbl HOPMbl, XapaKTepHble ANns
obcneayemolii nonynsiumn.

MpumeuaHme. 3HayeHUa KOHUeHTpaumh TII B uccneayembix obpasuax,
HaxoAsilMecss HuXe rpaHuubl 4YyBCTBUTENbHOCTM Habopa (0.04 MME/n), a Takxe
npeBbillaloWme 3Ha4yeHne BepxHen KanmbposouHoi npobbl (20.0 MME/n) cneapyet
npuBOAUTL B Crieaytolein dopme: B uccnenyemom obpasue X KoHueHTpaumnsa TTT Huxe
0.04 MME/n vnu Bbiwe 20.0 MME/n.

Uccnepyeman Eauunubl, MME/n
ARyang Huxunit npegen Bepxuuii npepen
340poBble AOHOPbI 0.3 4.0

11. JINTEPATYPA
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and 844 (1976).

3. Soos, M., Taylor, S.]J.,, Gard, T.,, and Siddle, K.A. Rapid Sensitive Two-Site
Immunometric Assay for TSH Using Monoclonal Antibodies: Investigation of Factors
Affecting Optimisation. J. of Immunological Methods 73, 237-249 (1984).

4, Musto, J.D., Pizzolante, J.M., Chesarone, V.P. AComment of Thyrotropin Measurement
and Evaluation. Clin. Chem. 30, 329-330 (1984). Opinion.

5. Burger, H. G., Patel, Y. C., Thyrotropin releasing hormone -TSH Clinic. Endocrinol.
and Metab., 6, 831-00(1977).

6. Ezrin, C., The Thyroid, S. C. Werner and S. H. Ingbar (eds.), Harper and Row,
Hagerstown, MD, 9, 174-178 (1978).

7. Engall, E., Methods in Enzymology, Volume 70, Van Vunakis, H. and Langone, J. J.
(eds.), Academic Press, New York, 419-492(1980).
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF TSH
N HUMAN SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of TSH 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 41 unknown
samples in duplicates.

2. SUMMARY AND EXPLANATION

Thyroid stimulating hormone (TSH) is a glycoprotein with molecular weight
ca.30 kDa which is secreted by hypophysis. A molecule of TSH consists of two
noncovalently bound subunits: a- and B-HCG. B-subunit determines biological activity
and immunological specificity of TSH.

TSH stimulates thyroid gland to secrete thyroid hormones. TSH secretion
in hypophysis is controlled by a negative feedback regulation by thyroid hormones. TSH
secretion is subject to circadian rhythms with highest levels seen early in the morning
(6 a.m.). Changes of TSH blood level during a day are not significant; nevertheless,
if the results do not correspond with clinical status and other laboratory data, it is
recommended to take and test another blood sample.

Determination of TSH level in serum is recommended in the following states and
conditions:

1. Diagnostics of dysfunction of the thyroid gland;

2. Hypothyroidism (TSH level is increased. The diagnosis is confirmed by low
concentrations of total and free T4 and T3. In mild subclinical forms when T4 and
T3 levels are within normal ranges, determination of TSH concentration is critical);

3. Hyperthyroidism (synthesis and secretion of TSH are inhibited); monitoring
of replacement therapy;

4. Screening for inherited hypothyroidism (on day 5 after birth TSH level in blood
is determined). TSH level is elevated just after birth but it comes within the normal
range in several days (both in boys and in girls).

Serum TSH level is elevated during pregnancy, after physical stress, in individuals
with lowered blood pressure and lowered temperature. Secretion of TSH is inhibited
by Cortisol and Growth hormone. Low TSH levels are often seen in elderly people,
in patients with chronic renal insufficiency, liver cirrhosis, in retardation of sexual
development, in secondary amenorrhea, Cushing syndrome, acromegaly.

In a present test system, B- chain specific monoclonal antibody XTB78 is used
as capture reagent; enzyme-labelled (Fab2)-fragment of another B- chain specific
monoclonal antibody XTB11 is used as tracer. This combination enables to minimize
both cross-reactive reactions with other pituitary hormones and false positivity caused
by anti-species antibodies.
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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
B chain human TSH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to (Fab2)-fragment of B chain human TSH, 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.

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 ul, is useful
but not essential;

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

Dry thermostat for 37 °C £3 °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...+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.

N

7. TEST PROCEDURE

.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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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 total TSH concentration.

9.3. Determine the corresponding concentration of total TSH 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 Absczzl)sa;)nﬁiqL)Jnlts
CAL 1 0 mIU/I 0.08 o -
CAL 2 0.2 mIU/I 0.13 .
CAL 3 1 mIU/I 0.23 F -
CAL 4 5 miy/I 0.73
CAL5 [ 10 mIU/I 1.30 :
CAL 6 20 mIU/I 2.04
I ‘
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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
TSH. 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.

Sex. age Units, miU/I
129 Lower limit Upper limit
Healthy donors 0.3 4.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
HCG <0.1
LH <0.1
FSH <0.1

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being 0.04 mIU/I.

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

11.4. Recovery. Recovery was estimated by assaying 5 mixed samples with known
TSH concentrations. The recovery percentages ranged from 90 to 110%.
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1. Ekins R. Methods for measurement of free thyroid hormones. In: Free thyroid hormones.
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Assay for TSH Using Monoclonal Antibodies: Investigation of Factors Affecting Optimisation. J. of
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Cumson / Symbol

3HauveHue cumBona / Symbolize

Mpowussoantens / Manufacturer

[Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

(o]

-

Homep cepwun / Batch code

3
3
2
z
H

Mcnonb3oBaTh Ao (roa-mecau) / Use By

OrpaHuueHne TemnepaTtypbl / Temperature limitation

-

VI

o

TONbKO ANSA VH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumaHue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIENOCTHOCTU yNaKoBKM /
Do not use if package damaged

I@%I%

SORB MTP

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTposnbHas ceiBopoTka / Control sera

KoHbloraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTta TeTpameTunbensmanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLLeHTpaT 0TMbIBOYHOIO pacTtsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

DIL

N®A-Bydep / EIA buffer




YBaxaembin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb NnacTrkoBble BaHHOUKM A1 KUAKMAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [J03aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B coctaB Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxogHble MaTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa Konnuyecrse.

Homep ropsaueii nuHUM TeXHUYECKO noaaepKku KnneHtos:
8 800505 23 45
Bce 3BOHKM Ha HOMep ropsaYen NMHKUK 6ecnnaTHbl s 3BOHALLEro ¢ 1toboro
MOOGUSIBHOIO UK CTauMoHapHoro TenedoHa no Bcel Tepputopumn Poccmm.

FTonoBHom oduc B Poccuiickon Pegepauuu, r. MockBa

000 «XEMA» &
Aépec AnAa KoppecnoHaeHuuun: 105264, r. Mocksa, a/a 58 Russian Diagnostic
105264, r. Mocksa, yn. 9-a MNapkosas, f. 48, 1 nog,, 5 3T. Manufacturersfssocaton

( +7495510-57-07

( 8800 505-23-45

P< sale@xema.ru

& www.xema-medica.com

ISSIAN ASSOCIATION POCCHICKAR ACCOLMALY

Bonpocbl coTpyaHuYecTBa Ha pbiHKax P®: OF NEDCAL LABRNORY VEAIHOLOA ASOPATOPNO
KocTpukuH Imutpuii Cepreesiy, K6H — —

( +7 985 888-77-00

D dmitry@xema.ru

P> dmitry.kostrikin@gmail.com

L) dmitry kostrikin

Bonpocbl MeXayHapoAHOro coTpyAHNYeCTBa

(cTpaHbI 6 0 U [ 0 3apy6 ):

PepbkuH AHzpeit MaBnoBuY, KMH
{ +7 903 723-19-81
P redkin@xema.ru

OTAEH KNINeHTCKOro cepsuca:
lop6aueB Mropb AnekcaHapoBuy
[ 88005052345
(+79852210885

P4 client@xema.ru
P<Jigogorbache@gmail.com

s xemahelp1

+7 9852210885
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
OBLLUEIFO NMPOCTATACNELUMNO®OUYECKOTO AHTUTEHA
B CbIBOPOTKE (MJ1IA3ME) KPOBU

«oowmn NCA-UDA»

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

tPSA EIA

HOMEP MO KATAJOTY K221
TY 9398-221-18619450-2011

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2011/11007 ot 20 uioHA 2011 ropa

AxTnTena Kk BUY 1,2, Bupycy renatuta C u HBsAg oTcyTcTBytoT
KoHTposnbHble CbIBOPOTKM, BXOAALME B COCTaB Habopa, HaKTUBUPOBaHbI.

W For 96 determinations/Ha 96 onpenenexui

[nA uH 8UMPO ANArHOCTUKM

u XEMA Co., Ltd.

The 9th Parkovaya str., 48
e 105264 Moscow, Russia
‘f: = Tel./fax: +7(495) 510-57-07
I e-mail: redkin@xema-medica.com
internet: www.xema-medica.com
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XEMA

COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MNPMHUMN PABOTbI HABOPA 3
3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTU3A 5
8. YCNoBuA XPAHEHWSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 9
CONTENT
1. INTENDED USE 10
2. SUMMARY AND EXPLANATION 10
3. PRINCIPLE OF THE TEST 11
4. WARNINGS AND PRECAUTIONS 11
5. KIT COMPONENTS 12
6. SPECIMEN COLLECTION AND STORAGE 13
7. TEST PROCEDURE 13
8. QUALITY CONTROL 15
9. CALCULATION OF RESULTS 15
10. EXPECTED VALUES 16
11. PERFORMANCE CHARACTERISTICS 16
12. LITERATURE 16

MNHCTpyKumna cocTaBneHa PykoBoauTenem cnyxbbl kineHTckoro cepsmuca 000
«XEMA», k. 6. H. []. C. KOCTpPUKUHbBIM
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K221I

«YTBEPXJAIO»

PykoBoanTens ®eaepanbHOM CyxX6bl
no HaA30py B cepe 34paBoOOXpaHeHUs
1 counanbHOro pasBuTus

P.y. Xabpunes

MHCTPYKUUA MO NPUMEHEHUIO HABOPA PEAFEHTOB
anda AIMMYHO®EPMEHTHOIO ONPEAEJIEHUA
OBLUEIO NPOCTATACNEUNOUYECKOIO AHTUITEHA
B CbIBOPOTKE (MJIA3SME) KPOBMU «o06wuit MCA-UDA»

PekomeHaoBaHa K yTBepxAeHuto HayuyHo-akcnepTHbIM COBETOM MO MEAULIMHCKUM U3AENNSAM.

1. HASBHAYEHME

1.1. Habop peareHToB «06Wwmnii MCA-UDA» npegHasHayeH A1 KONIMYECTBEHHOIO
onpeaeneHns KoHueHTpauun obwero MNCA B cbiBOpOTKe (Mla3Me) KpoBM MeTOAOM
TBEepAodasHoro UMMyHOMepMeHTHOro aHannsa.

1.2. MpocTatacneundunyecknini aHtureH (MCA) — rMMKONPOTEUH C MONEKYNSAPHOM
Maccon 34 k[a, cocTosWwMi M3 OAHOW NOMMMEenTUAHOM uenu, 6bin obHapyxeH
B 3MNUTENManbHbIX KJjieTKaX HopMasbHOW npocTaTbl. Ero KOHUEHTpauus B KpOBMU
nosblwaeTcss npu  AobpokayecTBEHHOW runepniasumM U 3/10KaYeCTBEHHOM
nepepoXAeHnn TKaHW MpocTaTbl, @ TakKXe Mpu MeTacTaTUYeCKOM pake npocTaThl.
MNCA sBngeTcss CepuHOBOW MNpoTeas3ol M3 ceMelcTBa KaJ/IMKPEWHOB, ero To4Hoe
Ha3BaHWe MNO 3H3UMOJIOrMYECKOM Knaccudukaumm - npekannvkpenH 3. Bbicokune
KoHueHTpaumu MCA HabnwoaalTca B MOJIOYHOM Xenese npu naktauuu M rpyaHoM
MOJIOKE, MO3TOMY JaHHbIA 6enoKk Henb3s cyuTaTb CTPOro crneunduyHbIM ANs
npoctatbl. B cbiBopoTke kpoBu MNCA HaxoauTCa MNpeuMMyLlecTBEHHO B KOMMJekce
C aHTunpoTeasamMum -  aAHTU-XUMOTPUMNCUHOM, anbda-2-MakpornobynmHoM u
aHTuTpuncuHoMm. Yactb MCA (cBob6oaHbi MCA) HaxoaMTCA BHE 3TUX KOMMJIEKCOB.
Mapa aHTUTEeNn, Mcnonb3yeMbiX B JAaHHOW TecT-cucteme (PS2-PS6), paBHOMEpHO
(akBMMONApHO) pacno3HaeT obe dopmbl MCA - cBO6OAHYIO W CBSI3aHHYO, 4TO
NOATBEPXAEHO pe3y/bTaTaMU He3aBUCUMbIX UCCNefoBaHWli B YHuMBepcuTeTe Typky,
OuHNaHana. Y 60nbHbIX aAeHOKapUMHOMONM MpocTaThl onpeaensieTcsl NoBbleHue
KOHUeHTpauuun MNCA paxe Ha paHHUX cTaamax 6ones3Hn. Y 607bHbIX C BbIPaXXEHHbIM
3aboneBaHnem oTmeyeHa KoHueHTpaumsa MCA 1000 Hr/mn un Bblwe. KnnHunyeckas
3HAUYMMOCTb [AAHHOr0 oOnpejeneHns 3ak/iyaeTcd B BO3MOXHOCTU KOHTpPONsA
W NporHosa nporpeccupoBaHus 3abonesaHunsa. HapacTaiowee wnm ycTonumsoe
nosbileHe KoHueHTpauuu MCA, cBuaeTenbCTBYOT 06 OMNyxosieBOW Mporpeccum
N HeapdeKTUBHOCTM Tepanuu. MHTepnpeTaumio AaHHbIX HeobxoAMMO NpOBOAUTb
C Y4YeTOM APYruUX KJIMHUYECKUX AaHHbIX. BaKHyK AOMOAHUTENbHY WHMOpMauuio
ans anddepeHumManbHON AMArHOCTUKM A06pOKaYeCTBEHHbIX W 3/10KaYeCTBEHHbIX
3aboneBaHnii npocTaTbl MO3BOMSIET MOJYUYMTb onpeaeneHne cooTHoweHus cel1CA/
06MNCA. Tpu 3TOM Heobx0AMMO y4uMTbiBaTb BO3PacCT MauMeHTa WM aHaMHe3: Tak,
Yy MyX4YuH A0 60 NneT COOTHOLWEHWE peKOMeHAyeTCs onpeaensTb MNpu ypoBHE
06MCA Bbiwe 4 Hr/MM; Npu 3TOM cleayeT MMeTb B BMAY, YTO CYLleCTBEHHOe — Bbllle
15 Hr/mn - noBblweHne ypoBHA O6MCA MoxeT HabnwoaaTtbCs He TOJIbKO Npu
3/10KaYeCTBEHHOM MEpPepPOXAEHUM TKAHM NPOCTaTbl, HO U NMpY NPOCTaTUTE N Maccaxe
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npeactatenbHon xenesbl (Mo gaHHbiM OO0 «XEMA» — o 20 Hr/mn v go 80 Hr/mn
COOTBETCTBEHHO), @ TaKXe Mpu 38KyNsuMM HaKaHyHe WccnefoBaHusA. Y MYX4YMH
ctapwe 60 neT, kKoraa gobpokayecTBeHHas runepnnasmsa HabnoaaeTca NnpakTUYecku
y Bcex, ypoBeHb MNCA po 7 Hr/mMn uenecoobpasHo paccMaTpuBaTb KakK HOPMasbHbIN,
n cooTHoweHne cBlCA/MNCA onpeaensTb, HauuMHas c 7 Hr/mn. BHuMaHue: npwu
onpefeneHnn COOTHOLEHMS HeobxoAMMO Mnonb3oBaTbCsi Habopamu oAHON GUPMbI!
[OaHHbin Habop npeaHa3HadeH ANA WCNOMb30BaHUMSA € Habopom «cBlCA-UDA»
000 «XEMA», kaT. N2 K231.

2. NPUHUMN PABOTbl HABOPA

Onpepenenne obuwero NCA 0CHOBaHO Ha WMCMOJIb30BaHUU «C3HABUY»-BapuaHTa
TBEPAO(dA3HOro MMMyHO(MEPMEHTHOrO aHann3a. Ha BHyTpeHHen NOBEPXHOCTU TYHOK
nnaHweTa UMMOBMAIN30BaHbI MbIlWWMHbIE MOHOKJ/IOHa/NbHble aHTMTena Kk obwemy MCA
yenoseka. B nyHkax nnaHweTa, npu agobasneHnn nccneayemoro obpasua, npoMcxoamT
cBsA3biBaHMe obuwero MNMCA, coaepxawerocs B uccnegyemom obpasue, € aHTuTenamm
Ha TBepaoh ¢ase. O6pa3oBaBLUMNCS KOMMJIEKC BbISIBASKT C MOMOLWbIO KOHbOrata
MbILIWHBLIX MOHOKJIOHaNbHbIX aHTuTen k obuwemy MCA 4yenoseka C MepoKcuaason
XpeHa. B pesynbrate obpa3syeTcs CBA3aHHbIN C MNAACTUKOM «C3HABUY», COAEPXKALLUN
nepokcuaasy. Bo Bpems nHkybauum c pactBopom cybcTtpaTa TeTpameTunbeH3namHa
(TMB) npoucxoauT oOKpallnmBaHWe pacTBOPOB B JIYHKax. MHTEHCUMBHOCTb OKpacku
npsiMO NponopuMoHanbHa KOHueHTpauun obwero MNCA B wuccnegyemom obpasue.
KoHueHTpauuto obuwero MCA B mnccneayembix obpasuax onpenensaioT no kanmbpo-
BOYHOMY rpadmKy 3aBMCUMOCTM ONTUYECKON MJOTHOCTM OT coaepxaHus obuiero NCA
B KannbpoBOYHbIX Npobax.

3. AHAJTIUTUYHECKUE XAPAKTEPUCTUKHA

3.1. CneundPUYHOCTbD. O6a MbILUNHbIX MOHOKJ1IOHa/IbHbIX aHTuTena,
MCNoNb30BaH-Hble BAaHHOM Habope, AeMOHCTPUPYIOT 9KBUMOJISIPHOE B3aUMOAENCTBUE,
kKak co cBob6oaHbIiM MCA Tak un ¢ NCA-AXT KOMMNIEKCOM.

3.2. Bocnpou3BoguMOCTb.

KoadpduruneHT Bapnaummn pesynbraToB onpeneneHns cogepxaHus obuwero MCA
B OAHOM M TOM Xe obpasue CbiIBOPOTKM (MNa3Mbl) KPOBM C ncnonb3oBaHneMm Habopa
«o6wmin MCA-UDA» He npesblwaeT 8.0 %.

3.3. JInHehHOCTb.

3aBUCUMOCTb KOHLEeHTpaunmn obwero MNCA B o6pasuax cbiIBOPOTKM (NS1a3Mbl) KPOBU
npu pasBeAeHUMU UX CbIBOPOTKOW (Mn1a3MoM) KpPoBM, He coaepxalien obwwmin MCA,
MMeeT NIMHENHbIN XapaKkTep B AMana3oHe KoHueHTpaunin 1.5-30 Hr/Mn u cocTtaBnsaeT
+10.0 %.

3.4. TOYHOCTD.

[aHHbI aHanUTUYeCKMin napamMeTp MNpPOBEpsSeTCsa TECTOM Ha <«OTKpbITME» —
COOTBETCTBME U3MEPEHHOM KOHUeHTpaunu obwero NCA npeanncaHHoOM, NoOy4YeHHON
nyTeM CMelMBaHUS paBHbIX 06BbEMOB KOHTPOJIbHOW CbIBOPOTKM W KanubpoBOYHOWM
npo6bl 5.0 Hr/MA. MpoueHT «oTKpbITUA>» cocTaBnseT 90-110 %.

3.5. YyBCTBUTENIbHOCTD.

MuHUManbHas [AOCTOBEpPHO onpeaensemas Habopom «obwwuii  MNCA-UDOA»
KOHUeHTpaums obuero MNMCA B cbiBOpoTKe (Ms1a3me) kpoBu He npesbiwaeT 0.005 Hr/mi.
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XEMA

Komnnekrauua 5
Cumson

Konnyectso
1 SORB MTP 5wr
2| cA1-s > O %0 e Cw 6 G Lo
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn nnm 2x30 mn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl NPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHus Habopa - knacc 26 (FTOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknouveHnem cton-peareHTta (5.0 % pactBop
CEPHOW KUCNOTbI), B UCMOJIb3YEMbIX KOHLEHTPaUNSX SBAAIOTCS HETOKCUYHbLIMMU.

PacTtBop cepHoi KkucnoTbl obnajaeT pasgpaxawwmm aeinctevem. UsberaTb
pa3bpbI3rMBaHns U NonaaaHns Ha KOXY 1 CAn3ucTble. Mpu nonagaHnm Ha KOXY U C/IM3UCTble
nopa)eHHbIN y4acTok cnefyeT NpoMbiTb 60/bLUMM KONNMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpwu pabote c Habopom cneayet cobnoaate «lpaBuna ycTpOMCTBa, TEXHUKMN
6e3onacHOCTM, MpPOM3BOACTBEHHOW CaHWTapuu, MNPOTUBO3MUAEMUYECKOTO pexunMa
M NWYHOW rurneHbl npu pabote B nabopatopusx (oTaeneHusx, oTaenax) CaHUTapHO-
3NMAEMNOSIOTNYECKUX YUpeXAeHUA cuctemMmbl MnHucTepcTBa 3apaBooxpaHeHmns CCCP»
(MockBa, 1981 r.).

5.4. lNpun pabote c Habopom cneayeTr HageBaTb OAHOPA30Bble pe3VMHOBbIE WU
NIacTUKOBbIE MepyYaTKK, Tak kak obpasubl KpOBM YenloBeKa crefyeT pacCcMaTpmBaTb Kak
noTeHuUManbHO MHMOULNPOBAHHbLIV MaTepuan, CNOCO6HbIN ANUTENbHOE BpeMSt COXpaHATb
n nepepasatb BWY, Bupyc renatuta wnu nwbon apyron Bo3byauTenb BUPYCHOM
MHDeKUnn.

6. OBOPYAOBAHUWE N MATEPUAIJbI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM

- (oToMeTp BEPTMKaNbHOIO CKAHMPOBaHWUS, MO3BONSIOLLMIA U3MEPATb ONTUYECKYHO
MAOTHOCTb COAEPXUMOr0 JIYHOK MaHLweTa npu AIMHE BOMHbI 450 HM;

- TepMocCTaT, noaaepxuatrowmii Temnepatypy +37 °C £0.1 °C;

- [03aTopbl CO CMEHHbIMUM HaKOHEeYHMKaMu, Mo3BonslwMe oTb6MpaTb 06bEMbI
B Anana3oHe 25-250 mkn;

- UMAMHAP MepHbIN BMecTuMocTbio 1000 Mn;

- BOAa AMCTUIIMPOBaHHas;

- nepyaTKu pe3nHOBble UK NIaCTUKOBbLIE;

- bymara dunbTpoBasabHas.

7. NOArOTOBKA PEATEHTOB )11 AHAJIU3A

7.1. lMNepep npoBeaeHMeM aHanusa KOMNoHeHTbl Habopa un nccnegyemble obpasupl
CbIBOPOTKM (Mna3Mbl) KpPOBW cCneayeT BblAepXaTb NPU  KOMHATHOM TemnepaType
(+18...425 °C) He MeHee 30 MUH.

7.2. NMpurotoBJsieHMe NJlaHLWeTa.

BckpbITb NakeT € NiaHWeTOM M YCTaHOBUTb Ha paMKy HeobxoAnMOe KOM4ecTBO
cTpunos. OcTaBWwKWecs  HEWCNOSIb30BAHHbIMKM  CTpUMbl, 4YTO6bI  NpeaoTBpaTUTb
BO34ENCTBME Ha HUX Bnaru, TwaTtenbHO 3aknenTb bymaron Ans 3akienBaHus nnaHweTa
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M XpaHUTb Npu TemnepaType +2...+8 °C B TedyeHMe BCero cpoka rogHoctn Habopa.

7.3. NMpurotoBJsieHNe OTMbIBOYHOIO pacTBopa.

Copepxumoe dhiakoHa ¢ KOHLEHTPATOM OTMbIBOYHOIO pacTBopa (22 M/1), MepeHecTn B
MepHbIA UMnuHAp BMecTumocTbio 1000 mMn, gob6asute 550 Mn ANCTUNNMPOBAHHOM BOAbI U
TWaTenbHO nepeMewatb. B cnyyae apobHoro ncnonb3oBaHus Habopa cnegyet otobpath
HeobxoAMMoe KONMYeCTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa U pa3BecTn ANCTUNNNPO-
BaHHOM BOAOM B 26 pa3 (1 Mn KOHUeHTpaTa OTMbIBOYHOrO pacTesopa + 25 mn guctunnum-
pOBaHHOW BOAbI).

8. YC/1OBUA XPAHEHNA U SKCNNTYATALNN HABOPA

8.1. Habop peareHTtoB «06wmini TMCA-UDOA» pomKeH XpaHMTbCS B yrnakoBKe
npeanpusaTUa-n3roToBuTens npm temnepartype +2...4+8 °C B TeyeHne BCero cpoka rogHocTH,
yKa3aHHOro Ha ynakoeke Habopa. [lonyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu
TemnepaTtype Ao +25 °C He 6onee 15 cyTok. He gonyckaeTcs 3aMopa)kMBaHue LEnoro
Habopa. [lonyckaeTcsa oAHOKpaTHoe 3aMopakuBaHue (-20°C) KanuM6poBOYHbIX
npo6 M KOHTPO/IbHOW CbIBOPOTKM B aJIMKBOTaX.
8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccrenyembix
obpa3suoB, 5 kanMbpoBOYHbIXx Mpo6 M 1 nNpobbl KOHTPONMBHOM CbIBOPOTKM (BCEro
96 onpeaeneHuit).
8.3. B cnyyae gpobHoro ucnonb3oBaHus Habopa KOMMOHEHTbl crnefyeT XpaHuTb
cneayowmm obpasom:
- OCTaBLUMECS HEeWCMNoJSib30BaHHbIMKM CTPUMbl HEO6XOAMMO TLLATENbHO 3aKenTb
6ymaron Ansa 3akienBaHUsa NiaHwWeTa U XpaHuTb Npu TemnepaTtype +2..4+8 °C
B TeYEHMe BCero cpoka rogHocTn Habopa;

- KOHbBbtoraT, cybcTpaT, cTon-peareHT Moc/ie BCKpbITUS (nakoHOB cleayeT
XpaHuUTb Npu TeMnepaType +2...+8 °C B TeyeHne BCcero cpoka rogHocTn Habopa;

- KanmbpoBOYHble NPO6bl N KOHTPOJIbHYIO CbIBOPOTKY NMOC/E BCKPbITUS (P1akoHOB

cnepyet XxpaHuTb Npu TemnepaTtype +2..+8 °C He 6onee 2 mecsues;

- OCTaBLUMNCS HENCMOJIb30BaHHbIM KOHLEHTpaT OTMbIBOYHOIO pacTeopa cleayer

XpaHuTb Npun TeMnepaType +2...+8 °C B TeueHne BCcero cpoka rogHocTn Habopa;

-  MPWUrOTOBJIEHHbIM OTMbIBOYHbIA PacTBOP ClieAyeT XpaHWUTb MpW KOMHaTHOWM

Temnepatype (+18...4+25 °C) He 6onee 15 cyTok unm npu temnepatype +2...4+8 °C
He 6onee 45 cyToK;

MpumMeyaHue. MNocne UCnosb30BaHUA peareHTa HEMeA/IEHHO 3aKpbliBalTe KpbIWKY
(nakoHa. 3akpbiBanTe KaxAbli h1akoH CBOEN KPbILLKOMN.

8.4. [1na npoBeAeHWs aHanu3a He cleayeT WCMNO0/b30BaTb FeMOSIM3NPOBAHHYIO,
MYTHY'O CbIBOPOTKY (Mla3My) KPOBM, a TakXXe CbIBOPOTKY (M1a3My) KPOBU, COAEpKaLLYHO
asua Hatpus. Ecnv aHanu3 Npon3BOAMTCS He B IeHb B3STUS KPOBU, CbIBOPOTKY (Naa3smy)
cnepyeTt XpaHuTb npu TemnepaTtype -20 °C. lMoBTOpHOE 3aMOpa)kmBaHWe-oTTamBaHue
06pa3LoB CbiIBOPOTKM (N1a3Mbl) KPOBM He AOMYyCKaeTCs.

8.5. UcknovaeTcs ncnonb3oBaHne And aHanmsa o6pasLoB CbIBOPOTKM (MasMmbl)
KpOBW Nt0AeN, NOMyYaBLWMX B LEeNsx AMarHoOCTUKK UAM Tepanuu npenapaTtbl, B COCTaB
KOTOpPbIX BXOAST MbILLMHbIE aHTUTENa.

8.6. NMpu wucnonb3oBaHunm Habopa ana nNpoBefeHUS HECKOJIbKUX HEe3aBUCUMbIX
cepuii aHann3oB cneayeT UMeTb B BUAY, YTO AN KaXA0ro He3aBMCMMOro onpeaeneHns
HeobxoAMMO  MOCTpOEHMe HOBOro KaanmbpoBO4YHOro rpadwuka; Kpome 3TOro,
peKoMeHAyeTCs onpejenieHne KoHueHTpaunn obwero NCA B KOHTPOBLHOM CbIBOPOTKE.

8.7. ina nonyyeHus HadeXHbIX pe3ynbTaToB HeobxoamMo cTporoe cobniogeHue
MHCTpPYKLMM NO NpuMeHeHuto Habopa.

8.8. He ncnonb3yliTe KOMNOHEHTbI U3 ApYrMx HABOpPOB MM N3 aHaNorMyHbIX Habopos
ApYrux Cepui.
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10. O)XKXUAAEMbIE 3HAYEHUSAA N HOPMbI

10.1. OcHoBbIBasACb Ha pe3ynbTaTax UccrienoBaHuii, nposeaeHHbIx 000 «XEMA»,
pekoMeHAyeM Mosb30BaTbCA HOpMaMu, NpuBeAEeHHbIMWM HuxXe. Bmecte c TeMm, B
cooTBeTCTBMM C npaBunamm GLP (Xopowen nabopaTopHOW MNpakTUKK), Kaxaas
nabopatopus p[osmKHa caMa onpeaenuTb MapaMeTpbl HOPMbl, XapaKTepHble Ans
obcneayemon nonynsauuu.

NMpuMeuaHume. 3HayeHns KoHUeHTpauui obwero MCA B nccneayembix obpasuax,
HaxoAsWmecs HUXe rpaHuubl YyyBcTBUTEnbHocTM Habopa (0.005 Hr/mn), a Takxe
npeBbIIAOWNE 3Ha4vyeHue BepxHel KanmbpoBo4yHoW npobbl (30 Hr/mn) cnepyet
npuBOAUTL B Ccrneaytoweln gopme: B nccnegyemom obpasue X KoHueHTpaums obwero
MCA Huxe 0.005 Hr/mn vnn Bbiwe 30 HI/MA.

EQuHNLbI, HT/MA
Ncenepyemasn rpynna — —
HwxHuii npepen | BepxHuii npegen
My>XUMHBbI
<40 net - 4.0
41-60 net - 5.5
>61 roga - 7.0
XKeHLWwmnHbI - 0.45

11. INTEPATYPA
1. Oesterling JE Prostate-specific antigen: a critical assessment of the most useful
tumor marker fro adenocarcinoma of the prostate. J Urol 1991; 145: 907-23.
2. Oesterling JE et al.. Serum prostate-specific antigen in a community-based
population of healthy men: establishment of age-specific reference ranges. JAMA
1993; 270:860.
3. Catalona WJ] et al. Measurement of prostate-specific antigen in serum as a
screening test for prostate cancer. N Eng J Med 1991, 324: 1156-61.
4. Christensson A et al. Serum prostate-specific antigen complexed to
al-antichymotrypsin as an indicator of prostate cancer. J Urology 1993; 150: 100-5.
5. Milfor Ward A et al. Free/total PSA ratio as an aid to the diagnosis of prostatic
carcinoma. Clin Chem 1995; 41:5230.
6. Wu JT. Assay for prostate specific antigen (PSA): problems and possible solutions.
J Clin Lab Analysis 1994; 8:51-62.

Mo BonpocaMm, kacaruwmmMmcs kayectBa Habopa «o6wuin MCA-UDA>»,
cnenyet obpawaTtbes B OO0 «XEMA» no agpecy:

105043, r. Mocksa, a/sa 58

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

MHTEPHEeT: wWww.Xema.ru; www.xema-medica.com

PykoBoanTenb cnyx6bl knmeHTckoro cepsmca OO0 «XEMA»,

K. 6. H. [. C. KOCTpUKUKH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of total PSA 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 42 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Prostate specific antigen (PSA) is a serin-like protease with molecular weight
ca. 34 kDa and was initially found exclusively in normal prostatic gland as well as
in prostatic fluid and seminal plasma. Later it was localized also in breast milk and,
according to its enzymological properties, was classified as human prekallikrein 3.
In human serum, most of PSA forms complexes with serine protease inhibitor proteins
(mostly alpha-1-antichymothripsin, alpha-2-macroglobulin and antithripsin). A minor
proportion of PSA (free PSA) is circulating outside these complexes.

Elevated serum PSA levels are found in patients with prostatic adenocarcinoma
even at early stages of the disease. Values of 1000 ng/ml and even more may be found
in patients with profound disease. Clinical value of this parameter is due to possibility
of clinical monitoring and prognosis of the disease. Continuous elevation of PSA level
isindicative of tumour progression and ineffective therapy. Nevertheless, interpretation
of the results obtained should be made in the context of other clinical data. According
to data obtained in University of Turku, Finland, the pair of monoclonal antibodies
used in present test system (PS2-PS6), recognizes both free and complex-bound
forms of PSA with equal affinity (equimolar binding).

Elevations of serum PSA levels are characteristic to prostatic hyperplasia,
inflammation and tumours. Serum PSA level can be used for monitoring and treatment
control of all diseases involving prostatic tissue, especially prostatic tumours.

Additional information valuable for differential diagnosis between benign and
malignant prostate hyperplasia may be obtained by estimation of free PSA/total PSA
ratio. In this case, age and case history of patients should be considered: that is, free
PSA/total PSA ration in patients under 60 years is to be estimated if total PSA level
is above 4 ng/ml while in males over 60 years when benign prostatic hyperplasia
is common this ratio is rational to be estimated when total PSA level is above
7 ng/ml. Besides, it should be kept in mind that significant elevation of total PSA
level may be found in patients with prostatitis as well as after massage of prostatic
gland and the next day after ejaculation (according to XEMA data, up to 20 ng/ml and
80 ng/ml, respectively).

Please, note, that free PSA/total PSA ratio should be estimated using EIA kits of
the same manufacturer. This kit is intended for use with XEMA fPSA EIA, Cat.# K231.
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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 total PSA-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies — murine monoclonal to human
total PSA, 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.

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 ul,
is useful but not essential;

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

- Dry thermostat for +37 °C £0.1 °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...+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 to +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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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 total PSA concentration.

9.3. Determine the corresponding concentration of total PSA 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 Abso(r4bsaon;:|l)lmts o ‘

CAL 1 0 ng/ml 0.04

CAL 2 1.5 ng/ml 0.27 e

CAL3 5 ng/ml 0.57 N

CAL 4 10 ng/ml 0.91 e

CAL 5 30 ng/ml 2.34 e T
Document: K221I Instruction version: 1901 Format version: 612
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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 tPSA. 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, ng/ml
Sex, age — —n
Lower limit | Upper limit
Males
<40 yrs - 4.0
41-60 yrs - 5.5
>61 yr - 7.0
Females - 0.45

11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity

The pair of monoclonal antibodies used in present test system (PS2-PS6),
recognizes both free and complex-bound forms of PSA with equal affinity (equimolar
binding).

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being
0.005 ng/ml.

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

11.4. Recovery. Recovery was estimated by assaying 5 mixed samples with
known total PSA concentrations. The recovery percentages ranged from 90 to 110 %.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIEES 3

=1

Homep cepun / Batch code

3
2
H

Wcnonb3osaTb A0 (roa-mecsu) / Use By

OrpaHu4yeHue TemnepaTypbl / Temperature limitation

TONbKO ANS UH BUTPO ANArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumanwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npy HapyLUEHWUW LEeNOCTHOCTM YNakoBKH /
Do not use if package damaged

SORB MTP

MnaHweT / EIA strips

A

=

KannbposouHble npobbl / Calibrator set

CONTROL

KoHTponbHas ceiBopoTka / Control sera

KonbtoraT / Conjugate

SUBS TMB

PactBop cy6cTpaTa TeTpametunbersunamHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLIeHTpaT OTMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

A

Cron-peareHT / Stop solution

=)
=
=3

N®A-Bydep / EIA buffer




Yeaxaembliii Knnent!

Ecnv B npouecce paboTbi c Hawmmmn Habopamu Bam noHagobunmncs nnacTMKoBble BAHHOUKYM ANA KUOKUX
peareHTOB, OHOPa30Bble HAKOHEYHVKW ANA [103aTOPOB UMW [OMOHUTENbHblE 0ObeMbl peareHToB
(KoHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpaTta TeTpametnbeHsmamHa (TMB),
cTon-peareHT), BXxoAALmMX B cocTaB Habopa, npocum Bac obpatnTbea K noctaswuky npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble MaTepuanbl NpefocTaBaAloTcA 6ecnnatHo, B Heo6xoanmom ans
\nposeneuvm aHanusa KonuyecTse.

J
MNMepeueHb Ha6opoB peareHTOB ANA ANArHOCTUKN MHGEKLMOHHbIX \
3aboneBaHuii npousBoacTBa 000 «XEMA»
N2 no katanory HanmeHoBaHmne

K101 «Toxoplasma IgG-VOA» Resion Dagrante.

K101™M «Toxoplasma IgM-NDA» o e

K102 «Rubella IgG-N®A»

K102M «Rubella IgM-UDA»

K103 «Cytomegalovirus IgG-NDA» s, W S,

K103M «Cytomegalovirus IgM-VIOA» — =

K104 «HSV 1,2 IgG-NDA»

K104M «HSV 1,2 IgM-MOA»

K105 «Chlamydia IgG-VIOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHTutena-MOA»

K121 «Aspergillus IgG-MDA»

Homep ropauei nuHumn rexHnyeckom nopaepxku KnveHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyei NIMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ noboro
MOGUNBbHOTO UK CTauoHapHoro TefiedoHa No Bcel Tepputopun Poccum.

pem Bawumx oT3bIBOB 1 NpeA/ioXKeHUI Mo agpecam:
LieHTpanbHbiit opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLnN:

105043, r. MockBa, a/s 58 S
105264, r. MockBa, yn. 9-a Mapkosas, A. 48, 1-i nop., 5 aTax 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, JertapHbiii nep., A. 8-10, nutep A
e-mail: sppb@xema.ru

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

e-mail: hemma-test@yandex.ru

TOB «Xema», Ten.: (044) 422-62-16;

03179, r. Kues, yn. Akafiemvka Edpemosa, 4. 23;
e-mail: info@xema.com.ua
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