_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 Zertifikat

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
Zustiindige 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
(GemiiB 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 52ﬁ§§g’1?a?1y signed by Monastirschii Viorica y
Date: 2022.02.01 15:04:50 EET T
Reason: MoldSign Signature
Location: Moldova

ww.dimdi.de (German Institute for Medical Documentation)

Valid with the Extract from th

Gilt nur mit : Auszug aus der Date de (Deutsche Institut Fiir Medizinische Dokumentation)
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_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
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Fiir M

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
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
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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
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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
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Instruction for use

HABOP PEATEHTOB

AnAa UMMYHO®EPMEHTHOIO OMPEAENEHNA
XOPUOHUNYECKOIO roHAAOTPOINMMHA

B CbIBOPOTKE (MJIA3SME) KPOBU

«XI-UDA»

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

hCGEIA

HOMEP O KATASIOTY K205
Ne 9398-205-18619450-2012

PErTMCTPALMIOHHOE YOOCTOBEPEHUE
Ne ®CP 2007/00740 ot 28 okTs6psa 2013 T.

AnTtuTena k BUY 1,2, Bupycy renatuta C n HBsAg otcyTcTBYIOT
KOHTpOosnbHbIe CbIBOPOTKM, BXOAALIME B COCTaB Habopa, NHAKTUBUPOBAHbI.

W For 96 determinations/Ha 96 onpepenexuin

[nsA uH BUMPO AMAarHOCTUKN

XEMA Co., Ltd.

Gy,
?’&_.%%
K j The 9th Parkovaya str., 48 Authorized Representative in EU:
ey, 105264 Moscow, Russia Polmed.de
Lo Tel.ffax: +7(495) 510-57-07 Steinacker 20, D-73773
@K j e-mail: redkin@xema-medica.com Aichwald, Germany
EX - internet: www.xema-medica.com e-mail: info@polmed.de
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3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
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K205I

«YTBEPXOEHA»
Mpukas Poc3apaBHaasopa N2 2784-Mp/07 ot 18 ceHTabpsi 2007 r.
KPA 14361 ot 07.05.2007

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
XOPUOHMNYECKOIo roHAAOTPOIMUUHA
B CbIBOPOTKE (MJIASME) KPOBUN «XI'-U®DA »

1. HABHAYEHMUE

1.1. Habop peareHtoB <«XM-W®A» npegHasHayeH A8 KOJIMYECTBEHHOrO
ornpeaeneHns KOHUeHTpauum XOpUOHMYECKOro roHafoTpOrNnHa B CbIBOPOTKe (rnia3me)
KpOBW MeToAoM TBepAodasHOro UMMyHodepMeHTHOro aHanumsa.

1.2. XopuoHun4yeckmin roHagoTponuH (XI) — TrAMKONPOTENH, CeKpPeTUPYyEMbIN
TpodobnacTmyecknmm KneTkamm nnaueHTol. Monekyna Xl COCTOUT U3 ABYX HEKOBANIEHTHO
CBS3@aHHbIX MNOAWMENTUAHbLIX uenen: a- u B-cybbeanHuubl. CneunduyHoCcTb WU
6ronormyeckyto akTMBHOCTb FOPMOHa onpeaensieT ero B-cybbeanHuua. KoHueHTpaumio
XTI B MOYe 1 CbIBOPOTKE KPOBW OMpeaensitoT ANs paHHeW ANarHOCTUKM B6epeMeHHOCTH.
Mpwn MHoronnoaHon 6epemMeHHOCTH ypoBeHb XIT B CbIBOPOTKE 3HaUYMTENbHO MpeBblllaeT
COOTBETCTBYlOLIME CPOKY HOpPMbl. HanpotuB, BHeMaTouyHas 6epeMeHHOCTb U
nnaueHTapHas HeAOCTaTOYHOCTb XapaKTepU3YHTCA CHVDKEHWEM 3TOr0 rokasaTens.
OnpegeneHne XI' B CbIBOPOTKE KPOBM BO BTOPOM TpuMmecTpe 6epemeHHOCTM (Hapsaay
Cc A®M wn 3CcTprMonoM) BXOAMT B MporpamMmy obcnenoBaHus ANS BbISIBNEHUS CUHAPOMa
OayHa. Kpome Toro, X[ £BnseTcs OCHOBHbIM /1labopaTOpPHbIM AMArHOCTUYECKUM
MapKepoM XOPWOH3MUTENMOMbI U APYrnx TpodobaacTMyeckmx OnyXxosen M XOpoLuo
oTpaxaeT 3 deKTUBHOCTb NPOBOAMMON MPOTMBOONMYXONEBOW Tepanun. B aaHHOM TecT-
CUCTEME B KayecTBe aHTUTeNa «3axBaTa» WCMOSb3yeTCs MOHOKJIOHaNbHOE aHTUTeno,
cneunduyHoe ansa B-cybbeanHuLbl; NPosSiBNEHNEe CBA3aBLUErocs aHTUreHa NpoBOAUTCA
C NMOMOLLbIO MOHOKJ/IOHa/IbHOr0 aHTuTena, cneundunyHoro Ana a-cybbeanHuLbl; Takmm
obpa3oM onpegenseTca ToNbKO MHTaKkTHasa Monekyna Xr.

2. MPUHUMN PABOTbl HABOPA

OnpeneneHne XOPWMOHWYECKOr0 rOHAAOTPOMMHA OCHOBaHO Ha WCMOSb30BaHUMU
«C3HABMY»-BapuaHTa TBepAaoda3HOro MMMyHO(pEpPMEHTHOro aHanmsa. Ha BHyTpeHHewn
NOBEPXHOCTW JTYHOK MAaHLWeTa MMMOOUNN30BaHbl MbILLMHbIE MOHOK/TOHAlIbHbIE aHTUTENa
K B-cybbeanHumue XopMoHMYEeCKOoro roHaaoTpPonMHa Yyenoseka. B nyHkax nnaHweTta, npu
nobaeneHnn uccnepyemoro obpasua, npoucxoauTt cesasbiBaHue X[, coaepikalierocs
B nccnenyemom obpasue, ¢ aHTuTenaMmn Ha teepaor dase. O6pa3oBaBLUMACA KOMMIEKC
BbISIBAISIOT C MOMOLLBIO KOHbIOraTa MbILUMHBIX MOHOKIOHAMbHbBIX aHTUTEeN K anbda-uenu
Nr/oCr/Xr yenoseka c nNepokcmaason xpeHa. B pesynbTaTe obpasyeTcsa CBsSi3aHHbIN
C NIAaCTUKOM «CIHABUY>», COAEPXaLLMA Nepokcnaasy. Bo Bpems nHkybaumm ¢ pactsopom
cybcTpaTa TeTpameTunbensmanHa (TMB) nponcxoamnT okpallvBaHme pacTBOPOB B TYHKax.
NHTEHCMBHOCTb OKpPacku MpsiMO MPOMOpUMOHANbHa KOHLEHTPauumM XOPUOHUYECKOro
roHagoTponnHa B uccnegyemom  obpasue.  KoHUEHTpauumio  XOPUOHWYECKOro
roHaZoTpONMHa B MUccneayemMbix obpasuax onpeaenstoT no KanmbpoBoyHOMY rpaduky
3aBMCUMOCTN ONTUYECKOW MIIOTHOCTU OT COAEPXKAHUS XOPUOHMYECKOro roHaA0TpOoMNnHa
B KannM6poBOYHbIX Npobax.
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3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundunyHocTb. [lepekpecTHas peakuMs MbIWNHBIX MOHOKIOHAMbHbIX
aHTUTeNn K P-cybbeanHULEe XOPMOHWYECKOro rOoHaAOTPOMUHA YenoBeka C ApYyruMu
aHanuTamu npueeneHa B Tabnuue:

Ananut NepekpectHaa peakyus, %
ar <0.1
oCr <0.1
TTC <0.1

3.2. BocnpousBOAUMOCTb.

KoaddurumneHT Bapuaumm pesynbTaToB onpeaeneHuns copaepxaHua XI B 04HOM

TOM e obpa3sue CbiBOPOTKM (Msiasmbl) KpoOBU C mcrosb3oBaHMeM Habopa «XIM-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHEAHOCTb.

3aBMCUMOCTb KOHUeHTpaumm X[ B obpasuax CbIBOPOTKM (Mna3Mbl) KPOBWU MNpwu
pasBefeHnn UX CbIBOPOTKOM (Msia3Mon) KpoBU, He coaepxawen P, nmeet NMHENHbIN
XapakTep B AManasoHe KoHueHTpaumin 15-500 ME/n n coctaBnsiet £10.0%.

3.4. TOYHOCTD.

[aHHbIA  aHanuUTMYecKMii napaMmeTp MpoBepsieTCs TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME W3MEPEHHOM KoHueHTpauun XI npeanucaHHOW, MNOJSIyYEeHHON nyTeM
CMeLlUMBaHUS paBHbIX 06BHEMOB KOHTPOJIBHOW CbIBOPOTKU M KannMbpoBOYHONK MpobbI
60 ME/n. MNpoueHT «oTKpbITUsS» coctasnseT 90-110%.

3.5. YyBCTBUTENbHOCTb.

MuHuMManbHasi goctoBepHo onpeaensiemMas Habopom «XI-UDA» koHueHTpauuns XI
B CbIBOPOTKE (Mnsa3me) KpoBu He npesblwaet 1.25 ME/n.

Document: K205I Instruction version: 1901 Format version: 805

3



K2051

«YOU-IX>» g0LHa1ead

- 1m edogeH eg1d9ned BrodiHOX Ldoudel| - OSOA|TT
«YOU-IX» 90LHa1ead
- LM edogeH OiMHaHaWNdU ou BUNMAALOH| - IS0 | 0T
- 1m BLlDMHRLL BMHREUILNEE BUT BlRWAG - €OON| 6
qLOONTUXK (UW $T) OIMHREOETLOUDM M 80LO0.
KBeH198Md99 BeHhedeodu |*Lm ‘LHa1ead-uoL) dOl1S Z0S04/| 8
(W zz) wiaHL1edy-x9g ‘(yoLowoun
9LO0NTUX WOHUOEH3Q M QZ-HMaL 2 dogroed yogawrod) X9
BeHL198MD99g BeHhedeodu |*Lm edogioed 010HhOgIGW10 LedIH3NMHOY [HSYM 4Ng 7Z800S| £
(UW $T) OIMHREOETLOLDM M 8010
QLOONTUXK ‘(9Il) eHuduEHagUrnLaWedLaL
BeH198MNd99g BeHhedeodu |'Lm eired1dgAd doarded| dil SdNS ZSS0d| 9
e129f 0J43HUD (U'W QQT) OIMHREOEALOLDU M 9010
qLo0MTUX BeHhedeodu |'1m ‘dodpAg-vou 3ds 11d vZTT10S| S
elaan oJoHoedy (UW $T) OIMHREOEALIOLDU X 90101
qLOOMTUX BeHhedeodu |'1m ‘1eJOI9HO)| | d¥H [NOD ZS02l| v
(Un §°0)
OIMHRI0E9LOLON M BF9010] ‘eHMUOdLOTeHO
010329hnHOMdOX WanHexdarod
QLOONTUXK WIGHLO29€EM D eMagouah ngody miLodogian
BeH198M299 seHhedeodu |*Lm 990HD0 eH exrododalqad seHAUWOdLHO) | TOYLINOD 75020/ €
(semxed UW 8°Q OU) OIMHREO0EILOLDU M
(aLo03TNX BRHL24TD99g 1980104 ‘U /3 00S ‘0SC ‘SCT ‘09 ‘ST ‘0
seHhedeodu - - eHMUOdLOTRHOL OJ0Md3hnHOMdOX
egodu seHhogodguLre) 2g.109hNLOM DI9HLI9gEN aunimexdarod
2198 OJ9HMUD (%*£-7°£ Hd) edadAg oltoHLRDOOD
MLO0MTUNXK a19Hhedsodu [*1m 990HJ0 eH 19godu a19Hhogodguire)| o9-T VD 7S02D| ¢
OIMHREOEqLrOUDN X 90104 ‘UIaHHegodMUNdLD
- 1m ‘niagorodn.ionrol NIGHROHAL-96 LomHewr| dli 930S 7S0zd| T

VdO9VH 9v1000 ‘¥

Format version: 805

Instruction version: 1901

Document: K2051



XEMA

5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEHUAX, oTaenax) CaHuUTapHO-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbLIE WU
nJacTMKOBbIEe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
n nepegasaTb BWY, Bupyc rematuta wunu nwboil apyron Bo36yauTeNnb BUPYCHOM
MHbEKUMN.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNIA U3MEPATb ONTUYECKY IO
MAOTHOCTb COAEPXKMMOrO SIYHOK MaHweTa nNpu AsIMHE BOSIHbI 450 HM;

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

— [A03aTopbl CO CMEHHbIMW HaKOHe4YHMKaMu, nossonswwme oTbupatb 06beMbI
B AmanasoHe 25-250 MKkn;

- UWIMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTWUINMPOBAHHas;

- rep4yaTku pe3nHOBble UKW NIaCTUKOBbIE;

- bymara dunbTpoBasibHas.

7. NOANOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. lMNepepn npoBeneHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemsle obpasubl
CbIBOPOTKM (MNasMbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHaTHOM TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHue niaaHwWweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BNaru, TWwaTesnbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu TemnepaType +2...+8 °C B TeueHne Bcero cpoka rogHoctn Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MepHbIl umnuHap BMectumocTbto 1000 mn, aobasute 550 Mn AMCTMANMpPOBaHHOM BOAbI
M TwaTtenbHO nepeMewatb. B cnyyae apobHoro ucnonb3oBaHus Habopa cneayet oto-
6paTb HeobxoAMMOe KOMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHOW BoAoM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
OVCTUIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «XI-UDA» [AO/MKEH XPaHUTLCS B YyMNakKoBKe MpeanpusTus-
N3roToBMTENS NpU TemnepaType +2...+8 °C B Te4eHne BCcero cpoka roAHOCTH, yKaszaHHOro
Ha ynakoBke Habopa. /[onyckaeTcss XxpaHeHue (TpaHcnopTupoBka) Habopa npu
Temnepatype Ao +25 °C He 6onee 15 cyTok. He gonyckaeTcs 3aMOpaxXvBaHWe LLenoro
Habopa. [lonyckaeTcsa ogHOKpaTHoe 3amMopa)xuBaHue (-20 °C) kanmbpoBOYHbIX
npo6 U KOHTPOJIbHOW CbIBOPOTKU B aJIMKBOTAX.

8.2. Habop paccumTaH Ha NpoBefeHNe aHanm3a B AybnvkaTtax 41 uccnegyemoix obpasuos,
6 KannbpoBOYHbIX NPo6 M 1 Npobbl KOHTPONLHOM CbIBOPOTKK (BCero 96 onpeaeneHui).

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

- OCTaBLUMECH HEWUCMOJIb30BAHHbLIMW CTPUMbl HEOOXOAMMO TLATENbHO 3aKenTb

bymaror Ans 3aknemBaHus niaHweTa U XpaHUTb nNpu TemnepaType +2...+8 °C
B TeYeHWe BCero cpoka rogHoctu Habopa;

- OCTaBLUMINCA HEUCMOJ/Ib30BaHHbIM KOHLIEHTPAaT OTMbIBOYHOIro pactesopa, NPA-by-
dep, KoHblOraT, cybcTpat, CTon-peareHT nocsie BCKpbITUSA (NakoHOB cnefyeT Xpa-
HUTb Npu Temnepatype +2...+8 °C B Te4yeHne Bcero cpoka rogHoctn Habopa;

- KanubpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUSA (D1aKOHOB
cnepyeT XpaHuTb nNpu Temnepatype +2...+8 °C He 6onee 2 MecsueB;

—  TPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp CrnefyeT XPaHWUTb MpuY KOMHaTHOWM
Temnepatype (+18..+25 °C) He 6onee 15 cyTok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpuMeyaHune. MNocne NCNoNb30BaHUA peareHTa HeMeASIeHHO 3aKpbliBalTe KpbILWKY

¢nakoHa. 3akpbiBaliTe KaxAabli GfakoH CBOEN KPbILLIKON.

8.4. 1na npoBeAeHWa aHanu3a He cneayeT WCMNO0/b30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3My) KpoBM, CoAepixaLlyo
asua HaTpus. Ecnn aHann3 npon3BoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (Maasmy)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMOpa)kMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKM (M1a3Mbl) KPOBU HE JOMycKaeTcs.

8.5. VcknoyaeTca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (Mna3Mmbl)
KPOBW Nt0AEN, NONyYaBLWMX B LensSxX AUarHOCTUKM MW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE @aHTUTENa.

8.6. lNpwu ncnonbsoBaHun Habopa Ana NpoBeAeHNS HECKOSTIbKMX HE3aBUCUMBbIX CePUIA
aHanM30B cneayeT UMeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHns Heobxo-
VMO MOCTPOEHME HOBOro KasinbpoBOYHOro rpaduKka; KpoMe 3Toro, peKOMeHAyeTcs onpe-
AeneHne KOHUEHTpaLuMmM XOpMOHMYECKOro roHaf0TPONMHa B KOHTPOJIbHOM CbIBOPOTKE.

8.7. AnA WCKNIOYEHMUS JIOXKHO 3aHMXKEHHbIX pe3ysbTaTtoB (T.H. <«XYyK-
acdhdekT») He aonyckaercs umccneposaHue ob6pasuoB CbiBOPOTKkM (NnJjia3Mbl)
KpoBu 6epeMeHHbIXx 6e3 npeaBapuTenbHoro passeaeHus WOA-Bydepom.
MepeyeHb TpebyeMbiX HakTOPOB pa3BeAeHUS B 3aBMCMMOCTW OT Cpoka 6epeMeHHOCTU
npuseaeH B nN. 9.3. Ecnu onpepeneHne koHueHTpaumn XIT B cbiBOpOoTKe (nnasme)
npoBOAMTCA B LeNsX MNepBUYHON AMarHoCTUKM 6GepeMeHHOCTU (paHHMe CpoKu
6epeMeHHOCTH), obpasel HeoH6X0AMMO OAHOBPEMEHHO uccnenoBaTb 6e3 pasBeaeHMs
(uenbHas ceiBOpoTKa (Nnasma)) u ¢ pakTopom passeseHuns 1:20

8.8. [Ins nony4yeHus HadexXHbIX pe3ysbTaToB Heob6XoAMMO CcTporoe cobniogeHve
NHCTpYKUMKM No npuMeHeHuto Habopa.

8.9. He wucnonb3yinte KOMMNOHEHTbI M3 APYrMX HabopoB WAN M3 aHaNOrMYHbIX
HabopoB ApYrux cepuil.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM MoJSib30BaTbCsi HOPMaMu, MNpUBEAEHHbIMUM Huxe. BMecte c Tem, B
COOTBETCTBMM C npaBunamm GLP (Xopowei nabopaTopHOM npakTuku), Kaxaas
nabopatopusa AO/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakTepHble ANns
obcrnenyemon nonynsaunn.

MpuMmeuaHmne. 3HauyeHus KoOHueHTpauui XI B wuccneayemblx obpasuax,
HaxoAsilWMecs HUXe TrpaHuubl 4yBCTBUTENbHOCTM Habopa (1.25 ME/n), a Takxe
npeBbillalOWMe 3Ha4YeHne BepxHeln kanubposouHoW npobbl (500 ME/n) cneapyert
npuBOAUTL B creaytolein popme: B nccnegyemom obpasue X KoHueHTpaumsa X[ Huxe
1.25 ME/n vnu Bbiwe 500 ME/n.

B Habope «XI'-MOA» 3HayeHus KOHLEHTpauuin KanmbpoBOYHbIX Npob BblpaXeHbl
B ME/n. ina nepecyeTa KOHUEHTPaUWIA B HI/M/, NOSTy4YEHHOE 3HaYeHMEe KOHLUEHTpaLmm
B ME/n cneayeT yMHOXWUTb Ha 0.2.

1 ME/n = 0.2 Hr/Mn

My>XUMHbI - 15 - 3.0
XKeHLWmnHbI - 15 - 3.0
BepemeHHble:
1 Hepens - 50 - 10.0
2 Hepens 20 500 4.0 100
3 Hepens 500 5000 100 1000
4 Hepens 3000 19000 600 3800
5-8 Hepenun 14000 169000 2800 33800
9-13 Hepenu 16000 180000 3200 36000
22 Hepens 4500 70000 900 14000
23 Hepens 3000 69500 600 13900
3-1 TpumMecTp 2400 50000 480 10000

MeauaHbl 1 CKO (pekoMeHAyeMbl Anana3oH HopMm 0.5-2.0 MOM)

14 Hepens 55 0.83
15 Hepens 42.8 0.78
16 Hepens 38.4 0.74
17 Hepens 32.8 0.75
18 Hepens 25.6 0.69
19 Hepens 23 0.56
20 Hepens 21 0.52
21 Hepens 18 0.51
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1. JINTEPATYPA

1. Krieg, A.F. Pregrancy Tests and Evaluation of Placental Function. Clinical Diagnosis
and Management by Laboratory Methods, 16th ed. Henry, J.B. editor, W.B. Saunders
Co. Philadelphia. app. 680, 1979.

2. Brody, S., and Carlstrom, G., Immunoassay of Human Chorionic Gonadotropin in
Normal and Pathologic Pregnancy. J. Clin. Endocrinol. Metab., 22: 564, 1962.

3. Braunstein, G.D., Rasor, J., Adleer, D., et al: Serum Human Chorionic Gonadotropin
Levels Throughout Normal Pregnancy. Am. J. Obstet. Gynecol., 126: 678, 1976.

4. Skinner, M.S., Seckinger, D., Evaluation of Beta-Subunit Chorionic Gonadotropin as
an Aid in Diagnosis of Trophoblastic Disease. Ann. Clin. Lab. Sci., 9 (4): 347-52, 1979.
5. Braunstein, G.D., Vaitukaitis, J.L., Carbone, P.P., and Ross, G.T., Ectopic Production
of Human Chorionic Gonadotropin by Neoplasms. Ann. Intern. Med., 78: 39-45, 1973.

Mo Bonpocam, kacatowmmcs kayectsa Habopa «XM-NOA>»,

cnenyet obpawaTtbcs B OO0 «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 (MHOrokaHasbHblI)

3M1EKTPOHHAs noyTa: rqc@xema.ru; info@xema.ru
MHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KocTpukunH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of hCG 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

Human chorionic gonadotropin (HCG) is a glycoprotein hormone secreted by
trophoblastic cells of placenta. A molecule of HCG consists of two noncovalently bound
subunits: alpha- and beta-HCG. Beta-subunit is specific for HCG hormone.

Determination of HCG is widely used for early diagnosis of pregnancy. Multiple
pregnancy results in correspondent elevation of serum HCG; while ectopic pregnancy
and placental insufficiency cause decreased serum HCG levels. Determination of HCG in
serum during second trimester is used for pregnancy monitoring, especially in screening
for Down syndrome, along with other laboratory tests (AFP and Estriol).

Serum HCG is also a laboratory marker of trophoblastic tumours — chorionepithe-
liomas, some seminomas and theratomas. Serial determination of serum HCG can be
used for therapy monitoring in these cancers.

The present test system uses beta (B)-chain specific monoclonal antibody as the
capture, and alpha (a)-chain specific monoclonal antibody as the tracer; therefore only
the whole intact HCG molecule is detected.

Document: K205I Instruction version: 1901 Format version: 805
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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 of hCG-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monoclonal to a chain
of hCG, 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 pl, is useful
but not essential;

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

—  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...4+8 °C upon receipt until the expiration date.

After opening the pouch keep unused microtiter wells TIGHTLY SEALED

BY ADHESIVE TAPE (INCLUDED) to minimize exposure to moisture.

6. SPECIMEN COLLECTION AND STORAGE

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

Specimens may be stored for up to 48 hours at +2...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...+25 °C) before use.

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

Avoid foam formation.

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

centrifuge.

- Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions

in distilled water.

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

7.3. Assay flowchart

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

7.4. Alternative units: 1 IU/l = 0.2 ng/ml

7.5. Highdose hook effect. A high-dose hook effect is possible in kits of this nature.
To avoid falsely low results, samples obtained from pregnant women should be diluted
accordingly before assaying:

Week 1-2 of gestation - no dilution

Week 3-4 - 1:20

Week 4-14 - 1:400

Week 14-21 - 1:400 and 1:1000 (both dilutions should be assayed)

Week 22, 3rd trimester - 1:400.

Dilution examples:

1:20 - 25 ul of sample + 475 ul of EIA buffer

1:400 - 25 ul of 1:20 dilution + 475 ul of EIA buffer

1:1000 - 200 ul of 1:400 dilution + 300 ul of EIA buffer.

If pregnancy status is not clear but suspected, the sample should be assayed both
undiluted and diluted 1:20.
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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 hCG concentration.

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

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

Calibrators Value Absorbance Units (450 nm)
CAL1 | 01U/l 0.04
CAL2 | 151U/l 0.15
CAL3 | 60 IU/I 0.41
CAL4 |1251U/I 0.81 W
CALS5 |2501U/I 1.43 o
CAL6 | 500 IU/I 2.36 E

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
hCG. 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, 1U/1 Units alternative, ng/ml
’ Lower limit Upper limit Lower limit Upper limit
Males - 15 - 3.0
Females - 15 - 3.0
Pregnancy week:
1 - 50 - 10.0
2 20 500 4.0 100
3 500 5000 100 1000
4 3000 19000 600 3800
5-8 14000 169000 2800 33800
9-13 16000 180000 3200 36000
22 4500 70000 900 14000
23 3000 69500 600 13900
3rd trimester 2400 50000 480 10000
Document: K205I Instruction version: 1901 Format version: 805
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Pregnancy, week Median, kiU/I SKO
14 55 0.83
15 42.8 0.78
16 38.4 0.74
17 32.8 0.75
18 25.6 0.69
19 23 0.56
20 21 0.52
21 18 0.51

11. PERFORMANCE CHARACTERISTIC
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt

LH <0.1
FSH <0.1
TSH <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 1.25 IU/I.

11.3. Linearity

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

11.4. Recovery

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

12, LITERATURE

1. Krieg, A.F. Pregrancy Tests and Evaluation of Placental Function. Clinical Diagnosis
and Management by Laboratory Methods, 16th ed. Henry, ].B. editor, W.B. Saunders
Co. Philadelphia. app. 680, 1979.

2. Brody, S., and Carlstrom, G., Immunoassay of Human Chorionic Gonadotropin in
Normal and Pathologic Pregnancy. J. Clin. Endocrinol. Metab., 22: 564, 1962.

3. Braunstein, G.D., Rasor, J., Adleer, D., et al: Serum Human Chorionic Gonadotropin
Levels Throughout Normal Pregnancy. Am. J. Obstet. Gynecol., 126: 678, 1976.

4. Skinner, M.S., Seckinger, D., Evaluation of Beta-Subunit Chorionic Gonadotropin as
an Aid in Diagnosis of Trophoblastic Disease. Ann. Clin. Lab. Sci., 9 (4): 347-52, 1979.
5. Braunstein, G.D., Vaitukaitis, J.L., Carbone, P.P., and Ross, G.T., Ectopic Production
of Human Chorionic Gonadotropin by Neoplasms. Ann. Intern. Med., 78: 39-45, 1973.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 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 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

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

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03179, r. Kues, yn. Akagemuka Eppemosa, a. 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEAFEHTOB

Ana UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
3CTPALNOIJIA B CbIBOPOTKE (MJIASME) KPOBU

«3CTPAANON-UDA»

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

ESTRADIOL EIA

HOMEP MO KATASTOTY K208
TY Ne 9398-032-18619450-2007

PETMICTPALIMOHHOE YOOCTOBEPEHWE
Ne ®CP 2007/00736 ot 04 ceHTA6Gps 2013 roga

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

8 XEMA Co., Ltd.

EANG mj The 9th Parkovaya str., 48 Authorized Representative in EU:
TG 105264 Moscow, Russia Polmed.de
;‘f@“‘ﬁ¢ Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
%K i& e-mail: redkin@xema-medica.com Aichwald, Germany
) ==

internet: www.xema-medica.com e-mail: info@polmed.de
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K208I

«YTBEPXJEHA»
Mpuka3 PocaapaBHaasopa N2 4612-Mp/13 ot 04 ceHTs6pa 2013 r.
N P-1458/22235 o1 23.08.2013

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAENIEHNA 3CTPAANOJIA
B CbIBOPOTKE (MJIASME) KPOBWU «3CTPAANOJI-UDA »

1. HABHAYEHMUE

1.1. Habop peareHToB «2CTPAANOJI-UDA» npeaHa3HayeH ANa KOJMYECTBEHHOrO
onpefeneHns KOHLUEeHTpauuu 3CTpaavona B CbiBOPOTKe (Mna3Me) KpoBM METOAOM
TBEepAoda3HOro MMMyHo(EPMEHTHOrO aHanus3a.

1.2. 3ctpaanon (E2) - cteponaHbIi FOPMOH C MONEKYSipHbIM BecoM 272.4 la. 310
Hanbonee aKTMBHbIA U3 3CTPOreHOB B OpraHu3Me yenoseka. CUMTAETCH, YTO Y MY>XYUH
He3HauMTeNbHOEe KONIMYEeCTBO 3CTpaaunona BbipabaTbiBaeTcs B KOpe HaAMOYeYHUKOB U
B An4Kax. B xxeHCkoM opraHm3me oH obpasyeTcsa B AMYHUKaX, 060104Ke 1 rpaHyne3HbIX
knetkax donnukynos. ®usnonorvyeckas ponb E2 3akntodaetcs B popMMpoBaHUM
cneumduyecknx GYHKUMIA XKeHckoro opraHumsma. Cekpeums E2  perynupyetcs
B3aMMOAENCTBMEM FOPMOHOB runoTanamyca, rmnodusa uM SUYHUKOB MpU yyacTum
nnbepunHOB, rOHaAOTPONMHOB, NPOSIAKTUHA W MOJIOBbIX CTEPONAOB. YPOBEHb 3CTpaanoia
OCTaeTCA HU3KMM B Havane W cepeanHe dONANKYNSPHOM dasbl HOPMasbHOro
MeHCTpyanbHoro umkna. 3a 3-5 gHelt go nuka J1I yposeHb E2 HaunHaeT pactn n gocturaeTt
MaKCMMasIbHOro 3Ha4YeHus NpMMepHo 3a 12 yacos Ao nuka JII. MNocne pe3koro nageHus
A0 MUHUMasnbHbIX 3HadyeHun (cnycts 48 yacoB nocne nuka JIIM), ypoBeHb E2 HaunHaeT
CHOBa pacTn. MakcMManbHas KOHLEHTpaLmsa ropMoHa B IOTEMHOBOM a3e HabnaaeTcs
Ha 9-1 AeHb nocne 0BYNALMMK, @ K KOHLY LiMK/Aa BHOBb MaAaeT No Mepe aTpe3nn XenToro
Tena. Bo BpeMs 6epeMeHHOCTN onpefeneHne ypoBHSA 3CTpaAnosa B KpPOBM MO3BONSET
KOHTPONIMPOBaTb COCTOsSIHME deTonnaueHTapHon cuctembl. CoaepxxaHne E2 B KpoBu
MaTepu B Hayane 6epeMeHHOCTM COOTBETCTBYET ero CoAepXXaHuio y HebepeMeHHbIX
XEHLMH BO BpeMsa OBYNsAUMKW. Pe3knii nogbeM ero ypoBHs Habnwogaetcs K 9-11 — 10-#
Henene (B 12 pas), 3aTeM NOCTEMEHHO YyBeNMuMBaeTCsa A0 KoHua 6epeMeHHOCTW.
CHUXeHMe KOHLEeHTpauuu 3CTpaguona npuv AWMHAMUYECKOM WCCNefoBaHWW SBNSETCA
nokasaTeneM HapyleHus pa3Butus nnoga. [loBbllEHHbIE YPOBHW 3CTpagunona
B CbIBOPOTKE KPOBW HaboaatTCs Npy MaTOYHbIX KPOBOTEUYEHUAX B MEPUOA MEHOMAY3bI;
rMnepnnasun Haano4YeyHUKOB; SCTPOreHNPOAYLIMPYIOLUMX OMYXOSaX; LMPPO3Ee NeYeHun;
demMnHnsaumnn y aeten; npueme roHagoTponmHOB, KinoMudeHa, scTporeHos. CHUxXeHne
YPOBHSA 3CTpaguona Habnwgaercs npu cuHapome TepHepa, NePBUYHOM M BTOPUYHOM
rmnoroHagmsme, repmadpoauMTMaMe, KIANMMaKTEPUYECKOM W MOCTKIMMaKTEPUYECKOM
CMHAPOMaXx, HapyLUEHWUM COCTOSHUSA naoja BO BpeMs 6epeMeHHOCTH, Npueme opasbHbIX
KOHTpaLenTUBOB.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpegeneHve 3CTpaauMonia  OCHOBAHO Ha  MCMOJSIb30BaHMM  KOHKYPEHTHOMO
MMMYHO(EPMEHTHOrO aHanusa. Ha BHyTpeHHel MOBEepXHOCTM JIYHOK MJaHweTa
MMMO6MIN30BaHbl KPOSINMYbWU MOJSIMKIOHAJIbHbIE aHTUTENa K 3CTpaauony. SCTpaavon
M3 obpasua KOHKYpUPYeT C KOHbIOMMPOBaHHbIM 3CTPAAMOSIOM 3@ CBsi3blBaHue
C aHTUTENaMM Ha MOBEpPXHOCTU JIyHKWM. B pesynbrate o06pasyetcs CBs3aHHbIN
C NMaCTUKOM «C3HABWY», CoAepXKalLmii nepokcmaasy. Bo BpemMs nHky6aumnm c pacteopom
cybctpata TeTpametunbeHsmamHa (TMB) npoucxoAWT OKpaluvBaHWe pacTBOPOB
B JlyHKax. VHTEHCMBHOCTb OKpackyM 06paTHO MPOMOpUMOHaibHA KOHLUEHTpaumm
3CcTpaavona B uccneayemoMm obpasue. KoHUeHTpauuilo 3cTpaaumona B UCCieayeMmblX
obpasuax onpeaensoT Mo KanubpoBOoYHOMY rpacdvKy 3aBUCMMOCTM OMTUUYECKOW
MAOTHOCTM OT COAEPXKaHUsi 3CTPaAMoa B KaiMbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHas peakuus KposnUybUX MOANKIOHANbHbIX
aHTUTEN K 3CTpPaanony € ApyruMu aHanutamu npuseaeHa B Tabnuue:

Ananut MepekpecTHas peakuus, %
DcTpaauon 100
DCTPOH 0.2
ScTpuon 0.6
KopTtuson 0.06
MpeaHW3010H 0.09
KopTukoctepoH <0.01
MporectepoH <0.01
17-OH MporectepoH <0.05
MperHeHonoH <0.05
TecTtocTepoH <0.01

3.2. Bocnpou3BoanMOCTb.

KoadduruneHT Bapmauumn pesynbTaToB ONpeAesieHns CoAepXaHus 3cTpaavona
B O4HOM M TOM Xe obpa3sue CbIBOPOTKM (MasMbl) KpOBU C MCMosib3oBaHMeM Habopa
«DCTPAANOI-NDA» He npeBblwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCMMOCTb KOHLIEHTpaumMm 3cTpaguona B obpasuax CbIBOPOTKM (Mna3Mbl) KPOBUM
npu pasBeaeHun MX CbIBOPOTKOM (Mia3Moii) KpOBM, He coeplKallen 3CTpaanon, MMeet
NIMHENHbIN XapakTep B AnanasoHe KoHueHTpaunun 0,1-20 HMonb/n n coctasnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpoOBeEPSieTCS TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME M3MEPEHHOW KOHLEHTpauun 3CTpagvona npeanucaHHon, MosyyYyeHHOMu
NnyTeM CMeLWMBaHUS paBHbIX OH6bEMOB KOHTPOJIbHOM CbIBOPOTKM WM KannbpoBOYHOW
npobbl 0.3 HMONb/ . MNMpoUEeHT «OTKpPbITUS» cocTaBnsieT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa  focToBepHO  onpegensemas Habopom  «3CTPAANO-UDA»
KOHLeHTpaumMs 3CTpaavona B CbiBOPOTKe (nna3Me) KpoOBM He  MpeBbllUaeT
0.025 Hmonb/n.
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

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

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

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

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
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

- doTOMETp BEpPTUKANbHOIO CKaHWpPOBaHWS, MO3BONSIOWMA U3MEPSTb OMTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu AsIMHE BONHbl 450 HM;

- TepMmocTaT, noaaepxuBatmowuin Temnepatypy +37 °C £0.1 °C (unm TepMmocTa-
TUPYEMbIN LEKep);

— [03aTopbl CO CMEHHbIMUW HaKOHEYHWKaMu, Mno3Boaswwme oTbupatb 06bEMbI
B AmanasoHe 25-250 MKkn;

- UWIMHAP MepHbIn BMecTuMocTbio 1000 mn;

- BOAa AUCTWIIMPOBaHHas;

- nep4yaTKu pe3nHOBble UM NIACTUKOBbIE;

- bymara dwunbTpoBasnbHas.

7. NOANOTOBKA PEAFEHTOB AJid AHAJIU3A

7.1. Nepen npoBeaeHMeM aHanmsa KOMMNoHeHTbl Habopa n uccnegyembie obpasupbl
CbIBOPOTKM (NNasMbl) KpOBM CclieAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NiaHLIeTa.

BCKpbITb MakeT C NiaHLWeTOM U YCTaHOBWUTb Ha paMKy Heob6XoAMMOe KOIMYecTBO
ctpunos. OcCTaBLUMECS  HEUCMONb30BaHHbIMM  CTpUNbl, 4TOBbl  NpeaoTBpaTUTb
BO34ENCTBUE Ha HMX BNaru, TwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne BCero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHMne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHectun
B MepHbI UMAMHAP BMecTuMocTbio 1000 mn, pobasute 550 Mn AMCTUANMPOBAHHOW
BOAbI M TLWATeNbHO nepemewaTb. B cnyyae apobHoro ucnonb3osanns Habopa cnenyet
oTobpaTb HeobxoAMMOE KOMIMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOIO pacTtsopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHtoB «3CTPAANO-UDA» ponxkeH XpaHUTbCA B YyMakKoBKe
npeanpuaTUA-U3rotToBuTens npu Temnepatype +2...+8 °C B TeueHue BCero cpoka
roOAHOCTM, yKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcrnopTupoBka) Habopa npu TemnepaType go +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTcsa oqHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B aybnukatax 41 uccnegyembix
obpasuoB, 6 kKanMbpoBOYHbIX Npo6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLlUMECS HeMCMnOosb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

6ymaror Ans 3aknevBaHus niaHweTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

- KOHbBbtOraT, cybcTpaTt, cTon-peareHT MocCne BCKPbITUS (dNAaKoHOB cneadyet
XpaHuTb npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka roAHOCTU
Habopa;

- KanmbpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (DIaKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He bonee 2 Mecsues;

-  OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TeMnepaType +2...+8 °C B TeueHne BCcero cpoka rogHoctu Habopa.
MpUroTOBNEHHbIN OTMbIBOYHbIM pPacTBOp CreAyeT XpPaHuTb MNpPU KOMHATHOWN
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpbiBaliTe KaxAabln hfakoH CBOEN KPbILLIKON.

8.4. Ina nposefeHWa aHanusa He cneayeT WCMoJib30BaTb FEMOSIM3UPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3sMy) KpoBM, coaepikallyio
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCA He B AeHb B3ATUSA KPOBWU, CbIBOPOTKY (M1a3my)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMopa)kMBaHue-oTTamBaHune
06pa3LoB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa o6pasuoB CbIBOPOTKM (Ma3Mmbl)
KpOBW NtoAeN, NoNy4vaBLIMX B Lensax AMarHOCTUKM UAW Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE @aHTUTENa.

8.6. lNMpn wncnonb3losaHnn Habopa AnNa NpoBeAEHUS HECKOSIbKMX HEe3aBUCUMMbIX
Cepuin aHanNn3o0B cneayeT UMEeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHuns
Heob6xoAMMO  MOCTpPOEHWEe HOBOro  KanmMbpoBOYHOro rpaduka; Kpome 3TOoro,
pekoMeHAyeTCs onpeaeneHne KOHUeHTpauum 3CTpaamona B KOHTPOJIbHOW CbIBOPOTKeE.

8.7. [Ins nony4vyeHus HadexHbIX pe3ynbTaToB HeobXoAMMO cTporoe cobniogeHue
NHCTpyKUMM no npumeHeHuto Habopa.

8.8. He wucnonb3yinTe KOMMOHEHTbl W3 ApPYyrnx HabopoB WM U3 aHanOrMyHbIX
HabopoB ApyrUX Ccepuii.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCs HOpMaMu, NpUBEAEHHbIMU HMXe. BMecTe ¢ TeM, B COOT-
BETCTBMMU C npaBuiamMmn GLP (Xopoliei nabopaTopHON NpakTukn), kaxaas nabopatopus
OO/DKHa caMa onpefenuTb napamMeTpbl HOPMbl, XapakTepHble Ans obcneayemor nony-
nauum.

MpumeuaHue. 3HayeHUs KOHUEHTpauui acTpaamona B uccnenyembix obpasuax,
HaxoAsilWMecs HMXe rpaHuubl YyBCcTBUTENbHOCTM Habopa (0.025 HMonb/n), a Takxe
npeBbillalOWmMe 3HavyeHue BepxHer KannmbposouyHor npobbl (20 HMonb/n) crnepyert
NpuBOAMUTL B Ccreaytolen popme: B nccneayemom obpasue X KoHLeHTpauus actpaanona
Huxe 0.025 HMonb/n unu Bbilie 20 HMONb/N.

10.2. B Habope «3CTPAANOJI-UDA» 3HayeHMs KOHLEHTpaumin KannbpoBOYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecdeTa KOHUEHTpauui B MNr/Ma, nonyyeHHoe
3HayeHne KOHLEeHTpauMn B HMOb/N cneayeT YMHOXUTb Ha 272.

1 HMONb/N = 272 nr/mMn

Necnepyeman EnuHuubl, HMonb/n EpuHunup! gon., nr/mn
rpynna Huxuuii npepen | Bepxuuit npepen | Hukuuii npepen | Bepxuuii npegen
aetn go 11 net - 0.2 - 54.4
My>XUMHBbI 0.029 0.3 7.9 81.6
XKeHLWmnHbI
BepemMeHHble:
1-11 TpuMecTp 0.1 10.5 27 2856
2- TpUMecTp 3.0 21 816 5712
3-i TpumecTp 6.0 80 1632 21760
®asbl unkna:
donnukynapHas 0.05 0.7 13.6 190.4
noTenHosas 0.1 1.1 27.2 299.2
oBynauuns 0.34 1.8 92.5 489.6
MeHonay3sa - 0.23 - 62.6
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «3CTPAAUOI-UDA »,
cnenyet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

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

3MEeKTPOHHas noyta: info@xema.ru; rgc@xema.ru
VHTEPHET: www.xema.ru; www.xema-medica.com

PykoBoauTenb ciyx6bl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KoCcTpukunH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of estradiol 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

Estradiol (E2) is a steroid hormone with molecular weight 272.4 Da. In humans,
E2 shows the highest physiological activity among the estrogens. In males, minor
quantities of E2 are producyd by adrenals and testicles. In females, E2 is produced by
ovarian follicles. The physiological activity of E2 involves multiple functions in female
reproductive system. Regulation of E2 production and secretion is complex and depends
on pituitary and ovarian hormones.

Serum E2 level is low in follicular phase of the menstrual cycle; 3-5 days before
serum LH peak, serum E2 level begins to rise and reaches a maximum ca. 12 hours
before LH peak. After LH peak, E2 level drops dramatically to the minimal level and
starts to rise again. The maximal E2 level in serum is observed in luteal phase, at
day 9 after ovulation; then the decline of serum E2 reflects the degradation of corpus
luteum.

During pregnancy, the determination of serum E2 reflects the status of fetoplacental
system. In first trimester, serum E2 level is in the range corresponding to the ovulation
levels. Sharp increase of serum E2 in pregnant women is observed between 9th and
10th week; then the increase continues less sharply by the end of pregnancy.

Increased levels of serum estradiol are characteristic for metrorrhagias in post-
menopausal age; adrenal hyperplasia; estrogen-secreting tumours; liver cirrhosis;
feminization in children and males; intake of gonadotropins and estrogens.

Decreased levels of serum estradiol are observed in Turner syndrome, primary
or secondary hypogonadism; germaphroditism; post-climacteric syndrome; fetal
dysfunctions; intake of oral contraceptives.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific rabbit polyclonal to estradiol-antibodies
simultaneously with conjugated Estradiol-peroxidase. Estradiol from the specimen
competes with the conjugated Estradiol for coating antibodies. 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 inversely 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 pl, is useful
but not essential;

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

Dry thermostat for 37 °C £0.1 °C (optional: with shaking 600 rpm);
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.

7. TEST PROCEDURE

7.1. Reagent Preparation

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

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

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

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

7.2. Procedural Note:

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

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

7.3. Assay flowchart

1 nmol/l = 272 pg/ml
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9. CALCULATION OF RESULTS

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

2. Plot a calibration curve on graph paper: OD versus estradiol concentration.

3. Determine the corresponding concentration of estradiol 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.

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

; Absorbance Units (450 nm
Calibrators Value x1000 ( )
CAL 1 0 nmol/I 2579 A N
CAL 2 0.1 nmol/I 2408 SN
CAL3  [0.3 nmol/I 1766
CAL 4 1 nmol/I 1300 1!
CAL 5 3 nmol/I 934 ,
CAL 6 20 nmol/I 352 e c

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
Estradiol. 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.

N Units, nmol/I Units alternative, pg/ml
Lower limit | Upper limit | Lower limit | Upper limit
Children under 11 yrs - 0.2 - 54.4
Males 0.029 0.3 7.9 81.6
Females
Pregnancy week:
1st trimester 0.1 10.5 27 2856
2nd trimester 3.0 21 816 5712
3rd trimester 6.0 80 1632 21760
Menstrual cycle:
follicular phase 0.05 0.70 13.6 190.4
luteinic phase 0.1 1.10 27.2 299.2
ovulation 0.34 1.80 92.5 489.6
post menopausal - 0.23 - 62.6
Document: K208I Instruction version: 1901 Format version: 612
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11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
Estradiol 100
Estrone 0.2
Estriol 0.6
Cortisol 0.06
Prednisolone 0.09
Corticosterone <0.01
Progesterone <0.01
17-Hydroxyprogesterone <0.05
Pregnenolone <0.05
Testosterone <0.01

11.2. Analytical sensitivity.

Sensitivity of the assay was assessed as being 0.025 nmol/I.

11.3. Linearity.

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

11.4. Recovery.

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

12. LITERATURE

1. Hall, P.F, Testicular Steroid Synthesis: Organization and Regulation.
In: The Physiology of Reproduction, Ed.: Knobil, E., and Neill, J. et al., pp 975-98.
Raven Press, New York (1988).

2. Tsang, B. K., Armstrong, D. T. and Whitfield, J. F.,, Steroid biosyntheses by isolated
human ovarian follicular cells in vitro, J. Clin. Endocrinol. Metab. 51:1407 - 11 (1980).
3. Gore-Langton, R. E. and Armstrong, D. T., Follicular steroidogenesis and its control.
In: The physiology of Reproduction, Ed.: Knobil, E., and Neill, J. et al., pp. 331-85.
Raven Press, New York (1988).

4. Siiteri, P. K. Murai, J. T., Hammond, G. L., Nisker, J. A., Raymoure, W. J. and Kuhn,
R. W., The serum transport of steroid hormones, Rec. Prog. Horm. Res. 38:457 - 510
(1982).

5. Martin, B., Rotten, D., Jolivet, A. and Gautray, J-P-. Binding of steroids by proteins in
follicular fluid of the human ovary, J.Clin. Endicrinol. Metab. 35: 443-47 (1981).

6. Baird, D.T.,, Ovarian steroid secretion and metabolism in women.
In: The Endocrine Function of the Human Ovary. Eds.: James, V.H:T., Serio, M. and Giusti,
G. pp. 125-33, Academic Press, New York (1976).
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H., concentration of oestrogens and androgens in human ovarian venous plasma and
follicular fluid throughout the menstrual cycle, J. Endocrinol. 71:77-85 (1976).

Document: K208I Instruction version: 1901 Format version: 612

16



Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 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 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

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

e-mail: hemma-test@yandex.ru

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

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA
BEFMMAPOSMNMUNAHAPOCTEPOH-CYJ/IbOATA

B CbIBOPOTKE (MJ1IA3ME) KPOBU

«A3AC-UDA»

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

DHEAS EIA

HOMEP MO KATATNOTY K215
TY Ne 9398-037-18619450-2007

PETMCTPALUMOHHOE YOOCTOBEPEHWE
Ne ®CP 2008/02860 ot 4 ceHTabpa 2013 roaa

W For 96 determinations/Ha 96 onpenenexui

[nA uH 8UMPO ANArHOCTUKM

XEMA Co., Ltd.

o —Q‘\¢

E‘;\ i The 9th Parkovaya str., 48 Authorized Representative in EU:
< =5 105264 Moscow, Russia Polmed.de

ST, Tel /fax: +7(495) 510-57-07 Steinacker 20, D-73773

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

%OK & | internet: www.xema-medica.com e-mail: info@polmed.de
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K215I

«YTBEPXOEHA»
Mpukas Poc3apaBHaa3sopa N2 4496-Mp/08 ot 10 uioHsa 2008 roga
KPZ N2 10620 ot 13.03.2008 r.

MHCTPYKUNA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
AErMAPO3NMNAHAPOCTEPOH-CYJ/Ib®ATA
B CbIBOPOTKE (NMJIASME) KPOBU «A9AC-UDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«[O2AC-UDA» npepgHa3HayeH AN  KOJMYECTBEHHOrO
ornpeaeneHns KOHLEeHTpaumn AernapoanmaHapocTepoH-cynbdarta B CbIBOpOTKe (nia3me)
KpOBW MeToAoM TBepAodasHOro UMMyHodepMeHTHOro aHanumsa.

1.2. JernaposanMaHapocTepoH - aHaporeH C MOJIEKYISIPHOM Maccom
288,4 [anbTOH, CEKpeTUpYIOWMACA B MYYKOBOW M CeTYaTOM 30Hax HaAMNOYEeYHMKOB.
B opraHusame u4enoBeka OH TMpPUCYTCTBYET B OCHOBHOM B BuAe CynbdaTHOro
NpoOM3BOAHOIO — AermapoanuaHapoctepoH-cynbdarta (ADAC). HaunHaa c poxaeHus,
KOHUeHTpauus A3AC B nna3sMe MNoCTerneHHO MOBbIWAETCs, 3aTeEM pe3Ko Bo3pacTaeT
nocne nybepraTHOro nepuoja, AocTuras Makcumyma K 20 rogam, a nocne 3TOro
CHmxaeTca. Mockonbky O3AC aBNAETCA OCHOBHbIM KOMMOHEHTOM 17-KeTocTepouios
(17-KC) B CbIBOPOTKE, 3TOT TECT MOXET 3aMEHWUTb yCTapeBLUMe MeToAbl onpeaeneHuns
17-KC B Moue. lNoBbiweHWe ypoBHSA IDAC 0OTMeYeHO Npu agpeHoreHmMTanbHOM CMHAPOME,
rMpCyTU3Me, akHe, MOJSIMKUCTO3e SNYHMKOB, BPOXAEHHOW ruMnepniasmnm m onyxonsax
KOpbl Hagno4yeyHnkos, 6onesnn KywuHra, cuHapome LTenHa-JleBeHTans. MoHuxeHne
KOHUeHTpauun ISAC nponcxoanT C BO3PaCcTOM Y MYXUYMH M XKEHLLUWH, @ TaKXe oTMeyaeTcs
npu runepanunuaeMmn, NcMxose, ncopmase, HeAoCTaTOYHOCTM KOPbl HAAMOYEYHMKOB.
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2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve AernaposanuaHapoCcTepoH-CyfbdaTa OCHOBAHO Ha MCMOJSb30BaHWUU
KOHKYPEHTHOro  MMMYHOMEpMEeHTHOro aHanmMsa. Ha BHyTpeHHel MOBEPXHOCTU
JIYHOK nnaHweTa MMMO6WIM30BaHbl KPOAUYbWU MOJSIMKIIOHANbHble aHTuTena k [A3AC.
JernapoannaHapoctepoH-cynbdaT M3 obpasua KOHKYpUpyeT C KOHbIrMpPOBaHHbLIM
O2AC 3a cBsi3blBaHME C aHTUTENaMM Ha NOBEPXHOCTM NTyHKN. B pesynbTaTe obpasyeTcs
CBSI3@HHbI C MNACTUKOM «CIHABMY», coAepxalumii nepokcuaasy. Bo BpemMs nHky6aumm
c pactBopoM cybcTpata TeTpameTunbeHsmauHa (TMB) nNpoucxoauT oKpalumBaHue
pacTBOpoB B JlyHKax. WHTEHCMBHOCTb OKpackum o6paTHO nponopuMoHanbHa
KOHLEHTpaumMv  AernaposanuaHapocTepoH-cynbdaTa B uccrneayemoMm  obpasue.
KoHueHTpauuio  AernapoanuMaHApocTepoH-cynbdata B uccneayeMblx — obpasuax
onpeaensioT Mo KannbpoBOYHOMY rpaduKy 3aBMCUMOCTM OMNTUYECKOW MIOTHOCTU
OT coAepXXaHusl AernapoanmaHapocTepoH-cybdaTa B KanMbpoBOUHbIX Npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneumndumuyHocTb. [epekpecTHas peakuus KpPOAUYbUX MOAUKIOHANbHbIX
aHTuTen Kk A3AC ¢ apyrumun aHanuTamu npveeaeHa B Tabnuue:

Ananur TNepekpecTHas peakums, %
O3AC 100
O2A 50
[pyrve poacTBeHHble CTEpOUAbI <0.1

3.2. Bocnpon3sBoAuMOCTb.

KoaddurumeHT Bapmauum pesynbTaToB onpeaenenus cogepxxanus J3AC B 04HOM un
TOM >Xe obpasue cbiBOpOTKM (Msiasmbl) KPOBU C Mcnosib3oBaHneM Habopa «J3AC-UDA»
He npesbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHLUeHTpauun O3AC B obpa3uax CbiIBOPOTKM (MaasMbl) KPOBW Mpwu
pa3BeAeHnn nx CbIBOPOTKOM (Nn1a3mMomn) KpoBu, He coaepxatliern 3AC, MeeT NNHENHbIN
XapakTep B AvanasoHe KoHueHTpaunii 0.1-10 mkr/mn u coctasnset £10.0%.

3.4. TOYHOCTb.

[JaHHbIN aHanUTUYeCKM napaMeTp MpPOBEPSETCHd TeCTOM Ha <«OTKpbITue» -
COOTBETCTBME M3MEPEHHOW KoHueHTpauun ODAC npeanucaHHONW, MosyyYeHHOM nyTem
CMeLUMBaHUS paBHbIX 06BEMOB KOHTPOJIBHOW CbIBOPOTKW M KannMbpoBOYHOM MNpo6bI
0.3 mkr/mn. MNpoueHT «oTKpbITUS» cocTasnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHUManbHas agoctoBepHo onpeaensemas Habopom «ADAC-UDOA» KOHLEHTpaums
O3AC B cbiBOpOTKE (nna3me) Kposu He npesbiwaet 0.025 mkr/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEHUAX, oTaenax) CaHuUTapHO-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbLIE WU
nJacTMKOBbIEe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
n nepegasaTb BWY, Bupyc rematuta wunu nwboil apyron Bo36yauTeNnb BUPYCHOM
MHbEKUMN.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (pOoTOMeTp BEPTUKANbLHOIO CKaHUPOBaHMWS, MO3BONSAIOLWNIA U3MEPATb OMNTUYECKYHO
MAOTHOCTb COAEPXMMOrO JTYHOK MfaHweTa npu ASIMHE BOSHbI 450 HM;

- TepMmocTaT, noaaepxusatowmi Temnepatypy +37 °C 0.1 °C;

- [03aTopbl CO CMEHHbIMU HaKOHe4YHWKaMu, mno3sonswmne oTbupats 0b6bEMBI
B AmanasoHe 25-250 Mkn;

- UWAMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTUNIMPOBaHHas;

—  rep4yaTku pe3nMHOBble UKW NIaCTUKOBbLIE;

- bymara dunbTpoBanbHas.

7. NOANOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. lMNepepn npoBeneHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemsle obpasubl
CbIBOPOTKM (MNasMbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHaTHOM TeMmnepaType
(+18-25 °C) He mMeHee 30 MUH.

7.2. MpurortosneHue niaaHwWweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
cTpmnoB. OcTaBLnecs Hencnonb30BaHHbIMU CTPUMbI, YTOObI NPeAoOTBPaTUTb BO3AENCTBME
Ha HWX BNaru, TwaTenbHO 3aKknenTb byMaron ANs 3akfenmBaHusa naaHweTa u XpaHuTb
npu Temnepatype +2-8 °C B TeyeHue BCero cpoka rogHoctn Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MepHbI UMAMHAP BMecTuMocTbto 1000 mn, pobasutb 550 Mn AMCTUANMPOBaHHOWN
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3oBaHua Habopa cnepyer
oTobpaTb HeobXxoAMMOE KOSIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOWM B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOrO pacteopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «[DAC-UDA» fo/mkeH XpaHUTbCA B yNaKOBKe MpeanpusTus-
M3roToBuTENS NMpu TemnepaTtype +2-8 °C B TeueHme BCEro Cpoka roAHOCTU, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannb6poBOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHue aHanusa B aybnukatax 41 uccnegyembix
o6bpa3uoB, 6 KanMbpoBOYHbIX Mpob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBlUMECS HeMCrnosib30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

bymaror Ans 3aknenBaHus MiaHweTa U XpaHuTb Npu Temnepatype +2-8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- KOHbtorat, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (dakoHOB cneadyet
XpaHuTb Npu TemnepaType +2-8 °C B TeueHne BCero cpoka rogHoctn Habopa;

- KanubpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (D1aKOHOB
cnepyeT XpaHuUTb nNpu Temnepatype +2-8 °C He 6osnee 2 MecsiLeB;

- OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHWUTb Npu TemnepaType +2...+8 °C B TedeHne BCero cpoka rogHoctn Habopa.
MpUroTOBAEHHBIN OTMbIBOYHbLIA pacTBOp CleAYeT XpaHWUTb MpuW KOMHaTHOWN
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpuMeyaHune. MNocne NCNoNb30BaHUA peareHTa HeMeAsIeHHO 3aKpblBalTe KpbILKY

¢pnakoHa. 3akpbiBaliTe KaxAabl GfakoH CBOEN KPbILLIKON.

8.4. [ina npoBedeHMs aHanu3a He creayeT WCMNoJb30BaTb MEMOSIM3MPOBAHHYHO,
MYTHYO CbIBOPOTKY (Na3My) KpOBM, a Takxe CbIBOPOTKY (MaasMy) KpoBK, coaepxallyto
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA HE B A€Hb B3ATUSA KPOBU, CbIBOPOTKY (M1asmy)
cnepyet xpaHuTb npu Temnepartype -20 °C. [NoBTOpHOe 3aMopaxvBaHWe-oTTanBaHue
o06pasLoB CbIBOPOTKK (M1a3Mbl) KPOBU HE JOMycKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (M1a3Mmbl)
KpOBW NtoAewn, Nony4vaBlIMX B Lensax AMarHOCTUKM UAW Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlUNHbIE aHTUTENa.

8.6. lNMpn wncnonb3oBaHnn Habopa Ana nNpoBeAEHUS HECKONbKUMX HEe3aBUCUMMbIX
Cepuin aHanNn3o0B cneayeT UMEeTb B BUAY, YTO A/ KaXA0ro HE3aBMCMMOro OnpeaesieHuns
HeobxoAMMO  MOCTPOEeHWe HOBOro KanubposBoyHOro rpadwuka; Kpome 3TOro,
pekoMeHAyeTCs onpedefieHne KOHUEeHTpauum AernapoanuaHapoCcTepoH-cynbdaTta
B KOHTPOJIbHOWM CbIBOPOTKE.

8.7. Ins nony4vyeHns HadexHbIX pe3ynbTaToB HeobXoaMMo cTporoe cobniogeHue
NHCTpyKuMm no npumeHeHuto Habopa.

8.8. He wucnonb3ayinte KOMMOHEHTbI M3 APYrMx HabopoB WM M3 aAHANOMMYHbIX
HabopoB ApYrUX CEPUIA.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ysbTaTax uccnenoBaHui, npoeaeHHbix 000 «XEMA»,
pekoMeHAyeM MoMb30BaTbCA HOpPMaMu, MNpUBEAEHHbIMM HWxe. Bmecte ¢ Tem,
B COOTBETCTBMW C npaBunamum GLP (Xopowein nabopaTopHOM MNpakTUKKW), Kaxaas
nabopatopusi [o/MKHa camMa onpefennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnenyemMon nonynsaunn.

MpumeuaHune. 3HauyeHus KoHueHTpauuii [O3AC B wuccneayembix obpasuax,
HaxoAsilWMecs HUXe rpaHuubl YyBcTBUTENbHOCTM Habopa (0.025 mkr/mn), a Takxe
npeBbillaloWmMe 3HavyeHue BepxHeln KannmbpoBouyHor npobbl (10 Mkr/mn) cnepyet
npuBOAMTbL B cleaytouwern ¢opme: B uccneayemom obpasue X KoHueHTpauus O3AC
Huxe 0.025 mMkr/mn nnu Bbiwe 10 MKr/mn.

10.2. B Habope «O2AC-VDA» 3Ha4yeHUS KOHUEHTpauui KannmbpoBOYHbIX Mpob
Bblpa)keHbl B MKIr/MA. 5 nepecyeTa KOHUEHTpauUunii B MKMOJIb/J1, MOJTy4YEHHOE 3Ha4YeHne
KOHUEHTpauMn B MKIr/Mn cnepyeTt yMHOXWUTb Ha 2.6.

1 MKkr/mn = 2.6 MKMONb/N

Uccnepyemas EAuHULbI, MKF/MA EAuHMLbI Aon., MKMONb/N
rpynna Huxnnit npepen | BepxHuii npepen Huxnnit npepen | Bepxuwuii npepen
My>X4MHBI
HOBOPOXAEHHble 1.08 4.06 2.81 10.56
1 mecsau-5 net 0.01 0.41 0.03 1.07
6-9 net 0.03 1.45 0.07 3.77
10-11 net 0.12 1.15 0.31 2.99
12-17 net 0.2 5.55 0.52 14.43
18-30 net 1.25 6.19 3.25 16.09
31-50 net 0.59 4.52 1.53 11.75
51-60 net 0.2 4.13 0.52 10.74
>61 roga 0.1 2.35 0.26 6.11
XKeHLWWHbI
HOBOPOXAEHHbIE 0.1 2.48 0.26 6.45
1 mecau-5 net 0.05 0.55 0.13 1.43
6-9 net 0.03 1.4 0.07 3.64
10-11 net 0.15 2.6 0.39 6.76
12-17 net 0.2 5.35 0.52 13.91
18-30 net 0.29 7.81 0.75 20.31
31-60 net 0.12 3.79 0.31 9.85
MeHonaysa 0.3 2.6 0.78 6.76
BepeMeHHble:
1-4 TpumecTp 0.38 3.6 0.99 9.36
2-1h TpuMecTp 0.42 3.0 1.09 7.8
3- TpuUMecTp 0.32 2.5 0.83 6.5
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Mo BonpocamM, kacatowmumcs kayectsa Habopa «AAC-UDA>»,
cnenyet obpawaTtbcs B OO0 «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 (MHOrokaHasbHbIi)

3MeKTPOHHas noyta: info@xema.ru; rgc@xema.ru
WHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyxbbl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKUH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF DEHYDROEPIANDROSTERONE SULFATE

IN HUMAN SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of dehydroepiandrosterone sulfate in blood
serum or plasma. For possibility of use with other sample types, please, referto 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

Dehydroepiandrosterone (DHEA) is an androgen with a MW of 288.4 Dalton
secreted in adrenals. The main derivate of DHEA present in human tissue is DHEA
sulfate (DHEAS). Since birth, DHEAS serum concentration is increasing continuously
showing a pronounced peak after puberty and maximal levels at the age of 20. After
that, serum DHEAS level continuously decreases. As DHEAS is the main component of
17-ketosteroids in serum, this test may substitute for column tests for determination
of 17-ketosteroids in urine.

Elevated DHEAS concentrations are found in adrenogenital syndrome, hirsutism,
acne, benign hyperplasia of adrenals and adrenal tumors, Stein-Leventhal syndrome,
polycystic ovary syndrome.

Decreased levels of DHEAS are found in hyperlipidemia, psychotic states, psoriasis,
adrenal insufficiency.

Document: K215I Instruction version: 1901 Format version: 803

10



XEMA

3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific rabbit polyclonal to DHEAS-antibodies
simultaneously with conjugated DHEAS-peroxidase. DHEAS from the specimen
competes with the conjugated DHEAS for coating antibodies. 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 inversely 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 pl, 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 to 8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18 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.

7.4. Alternative units:

1 pg/ml = 2.6 pMol/I
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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 dehydroepiandrosterone
sulfate concentration.

9.3. Determine the corresponding concentration of dehydroepiandrosterone sulfate
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 Absor::‘n)c: .:jo':;;s (450
CAL 1 0 pg/ml 2184 .
CAL 2 0.1 pg/ml 1376
CAL 3 0.3 pg/mi 1200
CAL 4 1 pg/ml 875
CAL 5 3 pg/mli 628 , ‘
CAL6 10 pg/ml 337 " oion b

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
DHEAS. 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.
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Males
newborn 1.08 4.06 2.81 10.56
1 month-5 yrs 0.01 0.41 0.03 1.07
6-9 yrs 0.03 1.45 0.07 3.77
10-11 yrs 0.12 1.15 0.31 2.99
12-17 yrs 0.2 5.55 0.52 14.43
18-30 yrs 1.25 6.19 3.25 16.09
31-50 yrs 0.59 4.52 1.53 11.75
51-60 yrs 0.2 4.13 0.52 10.74
>61 yr 0.1 2.35 0.26 6.11
Females
newborn 0.1 2.48 0.26 6.45
1 month-5 yrs 0.05 0.55 0.13 1.43
6-9 yrs 0.03 1.4 0.07 3.64
10-11 yrs 0.15 2.6 0.39 6.76
12-17 yrs 0.2 5.35 0.52 13.91
18-30 yrs 0.29 7.81 0.75 20.31
31-60 yrs 0.12 3.79 0.31 9.85
post menopausal 0.3 2.6 0.78 6.76
Pregnancy week:

1st trimester 0.38 3.6 0.99 9.36
2nd trimester 0.42 3.0 1.09 7.8

3rd trimester 0.32 2.5 0.83 6.5

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

DHEAS 100
DHEA 50
other steroids <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.025 pg/ml.

11.3. Linearity

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

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known
dehydroepiandrosterone sulfate concentrations. The recovery percentages ranged from
90 to 110%.

12. LITERATURE
Look page 9.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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




(VsamaeMbu?l Knuenrt! )
Ecnnnpouecce paboTbl ¢ Hawmmm Habopamu Bam noHago6mnmch nnacTMKoBble BAaHHOUKM ANA XKUAKNX
peareHTOB, OJHOPa30Bble HAKOHEUHVKW ANA [03aTOPOB UM [JOMOJHUTENbHblIE 0ObeMbl peareHToB
(KOHUEeHTpaT oTMbIBOYHOTO pactBopa, IOA-Bydep, pactBop cybcTpata TeTpametnbeHsmamHa (TMB),
cTon-peareHT), BXoAALmMX B coctaB Habopa, npocum Bac obpatnTbea K noctaswyunky npogykumn OO0
«XEMA» B Bawiem pervioHe.

Bce ykasaHHble pacxofHble MaTepuanbl NpefocTaBaAloTcA 6ecnnatHo, B Heo6xoaumom ans
\nposeneuvm aHanunsa Konmnyecrse. )
MepeyeHb Ha6opoB peareHTOB ANA ANArHOCTUKN MHPEKLMOHHbIX \
3aboneBaHuii npousBoacTBa 000 «XEMA»

N2 no kKatanory HanmeHoBaHmne

K101 «Toxoplasma lgG-UDA» Semion gt

K101M «Toxoplasma IgM-NDOA» o dn

K102 «Rubella IgG-VI®A»

K102M Rubella IgM-MDA ‘ A

K103 «Cytomegalovirus IgG-UOA> e

K103M «Cytomegalovirus IgM-VIOA» —— —

K104 «HSV 1,2 IgG-NDA»

K104M «HSV 1,2 IgM-VIOA»

K105 «Chlamydia IgG-VOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cudpunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHtutena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsauein nuHumn rexHnyeckom nopaaepxku KnneHros:
8800505 2345
Bce 3BOHKM Ha HOMep ropAYen NMHUK 6ecnnaTHbl ANA 3BOHALLEro ¢ nto6oro
MOOMIbHOIO UNK CTalMoHapHoro TenedoHa no Bcel Tepputopmmn Poccum.

Kpem Bawux oT3bIBOB 1 NpeAsioKeHuUl No agpecam:
LleHTpanbHbiit opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. Mockga, a/a 58 S
105264, r. Mocksa, yn. 9-a lNapkosas, 4. 48, 1-11 noA., 5 stax xemahelp

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

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

e-mail: info@xema.ru

www.xema-medica.com

D000 «Xemay, Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, [lertapHoiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

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

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03176, . Knes, yn. Akafemuka Eppemosa, a. 23;
e-mail: info@xema.com.ua
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MHCTPYKUMA NO MPUMEHEHWIO HABOPA PEATEHTOB
Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
CBOBOAHOIO TECTOCTEPOHA B CbiIBOPOTKE (IMJIA3SME) KPOBU

«cBTECTOCTEPOH-UDA»

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

free Testosterone EIA

HOMEP MO KATASIOTY K219

TY N2 9398-219-18619450-2016

PETMICTPALIMOHHOE YOOCTOBEPEHWE
Ne ®CP 2017/6050 ot 04 aBrycta 2017 1.

W For 96 determinations/Ha 96 onpepenexui

TOJNbKO pns uH 8UMPO ANATHOCTVKN

The 9th Parkovaya str., 48

B 105264 Moscow, Russia
Tel./fax: +7(495) 510-57-07

j e-mail: redkin@xema-medica.com
internet: www.xema-medica.com
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K219I

«YTBEPXJEHA»
P 14161/67912 ot 27.10.2016.

MHCTPYKUNA NO NPUMEHEHNIO HABOPA PEATEHTOB AnA
MMMYHO®EPMEHTHOIO ONMPEAEJIEHNA CBOBOAHOIO
TECTOCTEPOHA B CbiIBOPOTKE (MJIASME) KPOBU
«cBTECTOCTEPOH-U®DA»

1. HASBHAYEHME

1.1. Habop peareHToB «CBTECTOCTEPOH-NDA» npefaHasHayeH ans
KOJIMYECTBEHHOIO OnpefeneHns KOHLEHTpaumMm TeCcTOCTEPOHa B CbIBOPOTKe (nnasme)
KPOBW MeToAOM TBepAodasHOro MMMyHO(EpPMEHTHOro aHanun3a.

1.2. TecTocTepoH - cTepoug C MonekynsapHon maccon 288.4 [a. OCHOBHbIM
MecToM o6pa3oBaHWsi TECTOCTEpOHa B CEMEHHWMKax SABASKTCA KneTku Jlengura
(MHTepcTULManbHasa TKaHb). Y XEeHLWNH TeCTOCTEPOH CUHTE3MPYETCS B HaANo4YeyHuKax,
a KOHTPOJIb 3@ €ro NpoAyKLuMel oCcyLWecTBAsSeT NIOTENHMU3NPYIOLWMA TOPMOH. TeCTOCTepOoH
CTUMYNIMPYET PasBUTUE MYXCKUX MNOSIOBbIX OPraHOB M BTOPUYHbLIX MOJIOBbLIX NMPU3HAKOB.
Cekpeumsa TeCToCcTepOHa UMeeT onpeaeseHHbIW LMpKaaHbId pUTM. HanBbICLUWIA YPOBEHb
ropMoHa oTMeyaeTcs B 6 YacoB yTpa, HaMMeHbLWKNi — B 20 4acoB. Y XeHLWMH NpoAyKLNs
TECTOCTEPOHA 3aBUCUT OT dasbl MEHCTPYasbHOMO LMKIA: MakcMManbHoe obpa3oBaHue
ropMoHa NpoOVUCXOAMUT B NHOTEMHOBOM ase U B Nepuos OBYISLNN.

TectocTepoH cBobogHbI  (CBOGOAHbLINM  TecTocTepoH, Free testosterone)
npeacraBnser cobol @pakuu TeCTOoCTepOHa CbIBOPOTKM KPOBWU He CBS3aHHYHO
HU C rNobynMHOM, CBSI3bIBAlOLWMM MOMOBble FOpMOHbI (SHBG), HM Cc anbbyMuHOM.
CB060AHbIN TECTOCTEPOH B KOIMYECTBEHHOM OTHOLLEHWU cocTasnsieT 2 — 3% oT obwero
TecTocTepoHa. buonorvyeckn akTUBHbIM SIBASIETCA TOSIbKO TECTOCTEPOH CBOGOAHbLIN
W CBSI3@aHHbIM C anbbyMMHOM («BMONOrMYEeCcKM AOCTYMHbIA TEeCTOCTEPOH»). YPOBEHb
«bmMonorMyeckn AOCTYMHOrO TEeCTOCTEPOHa» OTpaXaeT KOMMYecTBO (YHKLUMOHANbHO
aKTUBHOrO TECTOCTEPOHA B OpraHu3Me.

2. IPUHUMN PABOTbl HABOPA

OnpegeneHne TecTOCTEPOHA OCHOBAHO HAa MCMNOSb30BaHUM  KOHKYPEHTHOrO
MMMYHOMEpPMEHTHOr0O aHanusa. Ha BHyTpeHHel MOBEepPXHOCTM JIYHOK MjaHLeTa
MMMOBMNIN30BaHbl aHTUTENA K CBOHBOAHOMY TeCTOCTEpPOHY. TecTocTepoH M3 obpasua
KOHKYpUPYEeT C KOHBbIOIMPOBAHHbIM TECTOCTEPOHOM 3a CBA3blBaHWE C aHTUTenamu
Ha MOBEPXHOCTU JIYHKW. B pesynbtaTe o06pa3yeTcs CBSA3aHHbIA C MIACTUKOM
«C3HABMY», coaepXalmin nepokcmaasy. Bo Bpemsa nHkybaumm ¢ pactsopom cybcrpata
TeTpameTunbensmamHa (TMB) npoucxoauT OKpallMBaHMe pacTBOPOB B JIyHKax.
NHTEHCMBHOCTb OKpackn ob6paTHOMPOMNOpLUMOHanbHa KOHLEeHTpauun cBob6oaHOro
TectocTepoHa B uccneayemom obpasue. KoHueHTpaumio cBO60OAHOro TeCTOCTEPOHa B
nccnenyembix obpasuax onpenenstoT Mo KanmbpoBOYHOMY rpaduKy 3aBUCMMOCTU
OMTMYECKOM MMOTHOCTU OT CoAepXaHusi CBOBOAHOro TecTocTepoHa B KannbpoBOYHbIX
npobax.
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XEMA

3. AHAJINMTUYECKUE XAPAKTEPUCTUKHN

3.1. CneumndunyHoCTb. lepekpecTHasa peakumsi aHTUTEN K TECTOCTEPOHY C ApYyruMum
aHanuTamu npueeneHa B Tabnuue:

Ananur TNepekpecTHaa peakumsa, %

[TecToCTEpPOH 100
5-anbda-gernapoTecTocTepoH 16

AHAPOCTEHAMON 1.0

AHAPOCTEHAMOH 0.4

AHOPOCTEPOH <0.1
[lernaposnmaHapocTepoH <0.1
[MporecTtepoH <0.1
SCTpaguon, acTpuon <0.01
KopTuson, nperHeHosoH <0.01

3.2. BocnpousBoaMMOCTb.

KoadduumeHT Bapuaumy pe3ynbTaToB OMNpeAeneHns coaepXaHus CBO60AHOro

TecTocTepoHa B OAHOM M TOM e 06pa3Le CbIBOPOTKK (M1a3Mbl) KPOBU C UCMOSIb30BaHNEM
Habopa «cBTECTOCTEPOH-U®A» He npeBblwaeT 8.0%.
3.3. JInHeMAHOCTb.

3aBUCUMOCTb KOHLIEHTpauum cBo60AHOr0 TECTOCTEPOHa B 06pasuax CbIBOPOTKM
(nna3mbl) KpOBM MpU pa3BeAeHUM MUX CbIBOPOTKOM (Mia3Mon) KpOBM, HE coaepykallen

TECTOCTEPOH, MMEET JIMHENHbIA XapaKTep B AnarnasoHe KoHueHTpauun 0.2-100 nr/mMn un
coctasnseT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHanuUTMYecKMii napaMeTp MpoBepsieTCS TeCTOM Ha <«OTKpbITMe» —
COOTBETCTBME U3MEPEHHOW KOHLEHTPauuu TeCTOCTEPOHa MpeAnuCaHHOW, MosyyYeHHOoM
nyTeM CMEeWMBaHNA paBHbIX O06bEMOB KOHTPOJSIbHON CbIBOPOTKM M KannbpoBOYHOM
npobbl 1 nr/mn. MpoueHT «OTKpbITUA» coctasnseT 90-110%.

3.5. YyBCTBMTE/IbHOCTD.

MuHuMManbHass pocTtoBepHo onpeaensemas Habopom «cBTECTOCTEPOH-UODA»
KOHLeHTpaLums TeCTOCTEPOHa B CbIBOPOTKE (nsa3me) KpoBu He npesbiwaet 0.06 nr/mn.
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5. MEPbl NPEAOCTOPOXXHOCTH

5.1. MNoTeHuManbHbIN pUck NnpuMeHeHuns Habopa - knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a uckntouyeHmem cron-peareHTta (5.0% pacTtBop
CEPHOWN KNCNOTbI), B UCMO/Ib3YEMbIX KOHLEHTPaLMAX SABASIOTCH HETOKCUYHbBIMU.

PactBop cepHol kucnotel obnajaetr pasgpaxawwmMm aencreuem. Msberatb
pasbpbi3rMBaHnsa M nonagaHus Ha KOXy W Cau3ucTble. Npu nonagaHuu Ha KOXy W
CNU3UCTblE NMOPaXEHHbIM YHaCcTOK CieayeT NpoMbiTb 60bWLMM KOIMYECTBOM NMPOTOYHOM
BOAbI.

5.3. lMNpu paboTte ¢ Habopom cneayet cobnogatb «l[paBuna yCcTponcTBa, TEXHUKN
6e30nacHOCTM, MPOM3BOACTBEHHON CaHWTapuu, MPOTMBO3MUAEMUYECKOro pexuMa Wt
NNYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeneHuax, oTaenax) caHuUTapHO-
3NNAEMNONONMYECKMX YUPEXAEHUI cucTeMbl MUHUCTEpPCTBa 34paBooxpaHeHns CCCP»
(MockBa, 1981 r.).

5.4. MNpn pabote c Habopom cneayeTr HageBaTb OAHOPA30Bble pe3VHOBbIE WU
N1acTMKOBble MepyaTky, Tak Kak obpasubl KpOBW 4YenoBeka cnefyeT paccMmaTpuBaTb
KakK MoTeHunanbHO MWHMULMPOBAHHbLIA MaTepuasn, ChoCobHbIR AnuTeNnbHOe BpeMS
coxpaHaTb W nepepasatb BWY, Bupyc renatuta wnu nwobon apyrov Bo3byautennb
BUPYCHOM MHMbEKLUN.

6. OBOPYANOBAHUE N MATEPUAJIbl, HEOBXOANMBDIE NMPU PABOTE C
HABOPOM

- (bOTOMETP BEpPTUKANbHOIO0 CKaHWMPOBaHWUS, MO3BOJISIOWNIA N3MEPSTb OMTUYECKYH
MAOTHOCTb COAEPXMMOTrO JIYHOK MNaHLWweTa Npu AsiMHe BONHbl 450 HM;

- TepMoCTaT, noaaepxuBatowmii Temnepatypy +37 £0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHEeYHMKaMu, Mo3Bonswme oTbMpaTb 06beEMbl B
AvanasoHe 25-250 mkn;

- UMMHAP MepHbIN BMecTuMocTbio 1000 mn;

- BOAa AUCTUIIMPOBaHHas;

- NepyaTKyn pe3nHOBbIE WU NAACTUKOBbLIE;

- byMmara cdunbTpoBanbHas.

7. NOArOoTOBKA PEATEHTOB A1 AHAJIN3A

7.1. Nepepn npoBefeHMEM aHann3a KOMMNOHeHTbl Habopa u uccnenyemole o6pasubl
CbIBOPOTKM (NNasMbl) KpPOBM CleAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...425 °C) He MeHee 30 MUH.

7.2.MpurotoBneHune njaaHlueTa.

BCKpbITb MakeT € NiaHWeTOM W YCTaHOBWUTb Ha paMKy Heob6XoAMMOe KOMMYEeCTBO
ctpunos. OcTaBLIMECS  HEUCMONb30BaHHbIMWM  CTpUMbl, 4TO6bl  NpPeaoTBpPaTUTb
BO3JENCTBME Ha HUX BNaru, TWwaTenbHO 3aknenTb bymMaron Ans 3aknemBaHus nnaHweTa
N XpaHuUTb Npu TemnepaTtype +2...+8 °C B TeueHune Bcero cpoka rogHoctn Habopa.

7.3. NMpuroTtoBsieHMe OTMbIBOYHOI0O pacreopa.

Copepxunmoe pnakoHa C KOHLEHTPATOM OTMbIBOYHOI0 pacTeopa (22 M), nepeHecTn
B MEpHbIM UMANHAP BMecTuMocTbio 1000 mn, gobasutb 550 MA AMCTUNNMPOBaHHOM
BOAbI M TWATeNbHO nepeMelwaTb. B cnyyae agpobHoro ncnonb3osBaHusa Habopa cneayet
oTo6paTb HeobX0AMMOE KOMMYECTBO KOHLleHTpaTa OTMbIBOYHOIMO pacTBOpa W pa3BecTu
OVCTUNANPOBaHHON BOAON B 26 pa3 (1 Mn KOHUeHTpaTa OTMbIBOYHOrO pacresopa + 25
M AUCTUNNIMPOBAHHOM BOAbI).
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8. ycnoBus XPAHEHUA U SKCNJIYATALIMN HABOPA

8.1. Habop peareHTtoB «CBTECTOCTEPOH-U®A» ponxeH XpaHUTbCS B YrMakKoBKe
NpeaAnpusaTUSA-U3roToBuTens npu temnepaTtype +2...+8 °C B TeyeHue BCero cpoka
rofAHOCTW, yKa3aHHOro Ha ynakoske Habopa.

[onyckaeTca xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype go +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3aMmopa)xuBaHue Lenoro Habopa.

JonyckaeTcss ogHOKpaTHoe 3amMopaxuBaHue (-20 °C) kannbpoBOYHbIX Mpob K
KOHTPOJIbHOW CbIBOPOTKM B afiukBOTaXxX.

8.2. Habop paccuuTaH Ha npoBeAaeHue aHanusa B aybnukatax 41 uccnegyembix
obpa3ua, 6 kannbpoBo4HbIX Mpob6 M 1 Npobbl KOHTPOSbHOM CbIBOPOTKM (BCcero 96
onpeaeneHnin).

8.3. B cnyyae apobHoro mcnonb3oBaHusa Habopa KOMMOHEHTbI creayeT XpaHuTb
cnepytwowmm obpasom:

- OCTaBLUMECS HEWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymaror Ans 3aknemBaHusa NiaHwWweTa u XpaHuTb Npu Temnepatype +2...+8 °C
B Te4YeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraTt, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayer
XpaHuTb npu Temnepatype +2...+8 °C B TeyeHue BCeEro Cpoka roAHOCTU
Habopa;

- KanubpoBOYHble NPObbl U KOHTPOJIbHYIO CbIBOPOTKY MOC/AE BCKPbITUS P/IaKOHOB
cnefyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 MecsueB;

—  OCTaBLUMINCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHne BCero cpoka rogHoctn Habopa.
MpUroTOBNIEHHBIN OTMbIBOYHbIA pPacTBOp CreAyeT XpaHWUTb MpuU KOMHaTHOM
Temnepatype (+18..+25 °C) He 6onee 15 cyTok wnu npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpblBaliTe Kaxabli hf1akoH CBOEN KPbILLIKON.

8.4. [Ina npoBeaeHWs aHanu3a He cnefyeT MCMNofb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYI CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Ms1ia3My) KpoBU, coaepKallyto
asua HaTpus.

Ecnn aHann3 nponsBoaMTCS He B AieHb B3ATUS KPOBM, CbIBOPOTKY (NaasMy) cneayer
XpaHuTb npu Temnepatype -20 °C. [MoBTOpHOe 3aMOpaxuBaHue-oTTanBaHme obpasLoB
CbIBOPOTKM (Mn1a3Mbl) KPOBW He AOMYyCKaeTCs.

8.5. VckntoyaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (MnasMmbl)
KPpOBW NtoAew, Nony4yaBlIMX B Lensax ANarHOCTUKK UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOASAT MbIlMHbIE aHTUTENa.

8.6. MNpu ucnonb3oBaHum Habopa Ana NpoBeAeHUS HECKONbKMX He3aBUCUMMbIX
Cepui aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHuns
Heob6xoAMMO  MOCTPOEHME HOBOro  KanMbpoBOYHOro rpaduka; Kpome 3Toro,
peKoMeHAYeTCsa onpefeneHne KOHLEHTpauum TeCTOCTEPOHA B KOHTPO/IbHOWM CbIBOPOTKeE.

8.7. Ins nony4yeHns HaAeXHbIX pe3ynbTaToB HeobxoaAnMo cTporoe cobnwoaeHne
WHCTpyKUMK No npuMeHeHuto Habopa.

8.8. He wncnonb3yite KOMMOHEHTbI M3 ApPYrux HabopoB WM M3 aHaNOrMyHbIX
HabopoB Apyrux cepuii.
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10. OXXMOAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBblBasicb Ha pe3ynbTaTax WccnefoBaHuii, npoBeaeHHbix 000
«XEMA», pekoMeHAyeM Monb30BaTbCA HOPMaMu, MNpuBEAEHHbIMU HMXe. Bmecte c
TeM, B COOTBETCTBMMU C npaBunamm GLP (Xopoweli nabopaTopHOM MpakTUKK), Kaxaas
nabopatopusi Ao/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemMon nonynsaunn.

MpuMeyaHve. 3HauYeHUs KOHLEHTpauWuii TeCcToCTepoHa B uccneayeMbix obpasuax,
HaxoasWmecss HwXe rpaHuubl 4YyBCcTBUTEeNbHOCTM Habopa (0.06 nr/mn), a Takxe
npeBbillalOWmMe 3HavyeHue BepxHelr KanubposouyHor npobbel (100 nr/mn) cneapyet
npuBoAMTb B cneaywowen dopme: B wuccnegyemMoMm obpasue X KOHUeHTpauwus
TecTtocTepoHa Huxe 0.06 nr/mn nnu Bbiwe 100 nr/mn.

Eaunnubl, nr/mn
Wccnepyemad rpynna
Huxnnii npepen Bepxuuii npepen
My>XUmnHbI 4.5 42
PKEeHLWMHbI - 4.1
DKeHLWmHbI
nocTMeHonaysa 0.1 4.7

11. INTEPATYPA

1. Tietz, N.W. Textbook of Clinical Chemistry. Saunders, 1986.

2. Joshi, U. M., et al. Steroids 34 (1) 35 (1979)

3. Turkes, A., et al. J Endocrinol. 81 (2) P165 (1979)

4. Ismail, A. A., Niswender, G. D. Midgley, A. R. J. Clin. Endocr. Metab. 34, 177 - 184
(1972)

5. Rajkowski,K. M.,Cittanova N.,Desfosses, B.and Jayle, M.F. Steroids 29 no 5 1977

6. Widsdom G. B. Clin. Chem. 22/8, 1243 - 1255 (1976)

Mo BonpocaM, kacatwmmcs kadectsa Habopa «cBTECTOCTEPOH-U®DA >,
cnepyet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

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

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

3NeKTpoHHas nouta: info@xema.ru;
MHTEPHET: WWW.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knneHTckoro ceppncaO00 «XEMA», k. 6. H. []. C. KocTpuknH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of free testosterone 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

Testosterone is a steroid with a MW of 288.4 Dalton. The main sites of testosterone
secretion are Leidig cells in interstitial tissue of testicles in men. In women testosterone
is secreted in the adrenals and is controlled by luteinizing hormone. Testosterone
stimulates development of male genital organs and formation of secondary sexual
features.

In males, testosterone secretion undergoes circadian rhythms with maximal
concentrations seen in the morning (6 am) and minimal - in the evening (8 pm). In
females, testosterone secretion is regulated by menstrual cycle with maximal levels
found in luteinic phase and during ovulation.

Testosterone circulates in the blood bound to three proteins: sex hormone
binding globulin (60-80%), albumin and cortisol binding globulin. Only about 1-2%
of the total circulating testosterone remains unbound or free. Even though it is still
under investigation, most researchers accept the free testosterone determination as
a measure of the biologically recommended to overcome the influences caused by
variations in transport proteins on the total testosterone concentration.

3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific to free testosterone-antibodies
simultaneously with conjugated Testosterone-peroxidase. Free testosterone from the
specimen competes with the conjugated testosterone for coating antibodies. 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 inversely related to the
quantity of the measured analyte in the specimen.

Document: K2191 Instruction version: 1901 Format version: 010
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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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Equipment and material required but not provided

- Distilled or deionized water;

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

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

- Dry thermostat for 37 °C £0.1 °C;

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

5.2, Storage and stability of the Kit

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

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

6. SPECIMEN COLLECTION AND STORAGE.

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

Specimens may be stored for up to 48 hours at +2...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.

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

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

7.2. Procedural Note:

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

within 3 minutes.

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 free testosterone
concentration.

9.3. Determine the corresponding concentration of free testosterone 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 AbsorbanceUnits (450 nm) Production control 1
x1000 s
CAL 1 0 pg/ml 2.596 T
cAL2 | 0.2 pg/ml 2.207 \\
CAL 3 1 pg/ml 1.767 W\ﬁ\
CAL 4 4 pg/mi 1.102 L
CAL5 | 20 pg/ml 0.646 ) ' T
CAL 6 100 pg/ml 0.271
Document: K2191 Instruction version: 1901 Format version: 010
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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 Testosterone. Based on data obtained by XEMA, the following normal range
is recommended (see below).

Sex, age Units, pg/ml
Lower limit Upper limit
Males 4.5 42
Females - 4.1

Females post
menopausal 0.1 4.7

11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
Testosterone 100
5-alpha-dehydrotestosterone 16
Androstendiol 1.0
Androstendione 0.4
Androsterone <0.1
Dehydroepiandrosterone <0.1
Progesterone <0.1
Estradiol, Estriol <0.01
Cortisol,Pregnenolone <0.01

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.06 pg/ml.

11.3. Linearity

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

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known free testosterone
concentrations. The recovery percentages ranged from 90 to 110%.
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12. LITERATURE
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 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 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

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

e-mail: hemma-test@yandex.ru

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

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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K221I

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 %.

12. LITERATURE

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.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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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Instruction for use

XEMA

MHCTPYKUMA NO MPUMEHEHWIO HABOPA PEATEHTOB
Aana AUMMYHO®EPMEHTHOIO OMNPEAENEHUA
CBOBOAHOIO NCA B CbIBOPOTKE (MJIA3ME) KPOBU

«cBMCA-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FORTHE QUANTITATIVE DETERMINATION OF FREE PSA
IN HUMAN SERUM OR PLASMA

fPSA EIA

HOMEP MO KATAJOTY K231
TY Ne 9398-231-18619450-2011

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2011/11008 ot 09 utoHs1 2011 T.

W For 96 determinations/Ha 96 onpepenexuit

Ons uH 8BUMPO [NArHOCTUKM

“ XEMA Co.,, Ltd.

The 9th Parkovaya str., 48

105264 Moscow, Russia

Tel./fax: +7(495) 510-57-07
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 8
CONTENT
1. INTENDED USE 9
2. SUMMARY AND EXPLANATION 9
3. PRINCIPLE OF THE TEST 10
4. WARNINGS AND PRECAUTIONS 10
5. KIT COMPONENTS 11
6. SPECIMEN COLLECTION AND STORAGE 12
7. TEST PROCEDURE 12
8. QUALITY CONTROL 14
9. CALCULATION OF RESULTS 14
10. EXPECTED VALUES 14
11. PERFORMANCE CHARACTERISTICS 15
12. LITERATURE 15

WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K231I

«YTBEPXOAKO»
Mpukas Poc3apasHaasopa N° 3273-TMp/11 ot 09 uioHs 2011 r.
KPA N? 14088 ot 21.04.2011 r.

MHCTPYKLUHMA MO NPUMEHEHUWUIO HABOPA PEATEHTOB
and AMMYHO®EPMEHTHOIO ONMPEAENTIEHUA
CBOBOHOIO NCA B CbiIBOPOTKE (MJIASBME) KPOBM
«cBlMCA-UDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB «cBIICA-M®A» npeaHasHayeH A8 KOJMYECTBEHHOro
onpeneneHus KoHueHTpauum csobogHoro MCA B cbiBOpoTKe (Msa3Me) KpoBU MeTOAOM
TBEepAoda3HOro MMMyHo(EPMEHTHOrO aHanus3a.

1.2. lMpoctata-cneumndunyecknin aHtureH (MCA) — rMMKONPOTENH C MONEKYSPHON
mMaccort 34000 [da, cocToswmii M3 OA4HOM MNONUMENnTUAHOW uenu, 6bin obHapyxeH
B 3MUTENMaNbHbIX KJETKax HOpMaibHOM mnpocTaTbl, Mpuv A06poKavyecTBEHHOM
rMnepnnasunm 1 3710Ka4YeCTBEHHOM MEepPepoXAeHUM TKaHW MpocTaTbl, a TakKXe Mnpu
MeTacTaTM4eckoM pake npoctaTbl. [TCA sBnseTca CepuHOBOM NPOTea3on U3 ceMencTea
KanMKpenHoB, €ero TOYHOe Ha3BaHWe MO0 3H3MMOJIOMMYECKON Kraccupukaumm -
npekannukpenH 3. Bbicokne koHueHTpauuu MNMCA HabnoaaloTcs B MOMOYHOM XKenese
npu nakrtaumm v rpyaHOM MOJIOKe, MO3TOMY AaHHbli 6enok Henb3s cyuTaTb CTPOro
cneumduyHbIM Ana npoctaThl. B cbiBopoTke kKposu MCA HaxoanTCS NpenMyLLecTBEHHO
B KOMIJIEKCE C aHTUNpPOTEas3aMm — aHTU-XUMOTPUMNCUHOM, anbda-2-MakpornobynnmHoM m
aHTuTpmuncuHoM. Yactb MCA (cBob6oaHbIN MNCA, cBMNCA) HaxoaMTCst BHE 3TUX KOMIMJIEKCOB,
cymmy cBlNCA un cBsizaHHOW dopmMbl NMCA MOXHO HasBaTb «obwwuii MCA» (06MCA).
B faHHOWM TecT-cucTeMe AN «3axBaTa» WCMOJb3YTCS MOHOK/IOHANbHble aHTUTeNa
PS2, paBHOMepHO (3KBMMONSIPHO) pacno3Hatowme obe dopmbl NMCA - cBoboOAHYO
N cBsA3aHHyl. Ana «npossneHus» cBlCA ncnonb3yTca cneunduyHbie Ans 3TON
¢dopMbl MOHOKIOHaNbHble aHTuTena PS1. CeBonctBa 060MX aHTUTEN MNOATBEPXAEHbI
pe3ynbTaTaMu He3aBUCUMbIX UCCNefoBaHM B YHuBepcuteTe Typky, OUHASHAMS.
NccnepoBaHua nocneaHuMX NeT rnokasanu, YTo BesmuumHa cooTHoweHus celNCA/o6MCA
AaeT AOMNOTHUTENbHY0 ANArHOCTUYECKY MHDOPMaLIMIO MO CPaBHEHWIO C onpeaeneHneM
ypoBHs 06MNCA. OTO COOTHOLWEHWE Bbile B C/lyYasX 406poKayecTBEHHOW rvnepnaasum
N HWXE — MNpPW 3/10KaYeCTBEHHbIX 3aboneBaHMAaX MpocTatbl. Y MYXUYMH C YpOBHEM
06MCA B amanasoHe 4-10 Hr/mn onpegeneHve COOTHOLIEHWS MO3BONSET MOSyYuTb
BaXHYK AOMOSHUTENbHYIO WHMopMauuio ans  avddepeHumanbHON  ANarHOCTUKK
[06poKayecTBEHHbIX W 3/10KayYeCTBeHHbIX 3abofeBaHnin npocTaThl.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve cBo6oaHoro NMCA 0CHOBaHO Ha UCMOJIb30BaHNM «CIHABUY»-BapuaHTa
TBepA0dazHoOro MMMyHodbepMeHTHOro aHanmsa. Ha BHyTpeHHel MOBEepPXHOCTU JIYHOK
nnaHweTa UMMO6MIN30BaHbl MbIlWMHbIE MOHOK/OHaNbHble aHTUTena k obwemy MCA
yenoseka. B nyHkax nnaHweTa, npu fobaeneHumn nccnenyemoro obpasua, NpoMCxXoauT
cBsa3biBaHne cBMCA, cogepxalerocs B wuccnenyemoMm obpasue, C aHTUTenamu Ha
TBepAov dhase. O6pa3oBaBLUMIACS KOMMJIEKC BbISIBASIOT C MOMOLLbIO KOHbOraTa MbIWWHbIX
MOHOK/OHanbHbIX aHTUTen k cBlMNCA YyenoBeka C nepokcuMaasol xpeHa. B pesynbtate
obpasyeTcsi CBA3aHHbIM C M1AaCTUKOM «CIHABMY>», coAepXKaliunii nepokcmaasy. Bo Bpems
MHKy6aumMm C pactBopoM cybcTpata TeTpametunbersuamHa (TMB) npoucxoaunT
oKpalluBaHWe pacTBOpPOB B JlyHKaX. VIHTEHCMBHOCTb OKpacku NMpsiMo NponopuuoHaibHa
KOoHUeHTpauun ceoboaHoro MNCA B nccnegyemom obpasue. KoHueHTpaumo cBo604HOro
MNCA B uccnenyemblx obpasuax onpenensitor no kKannmbépoBoYHoOMy rpacdmkKy 3aBUCMMOCTU
OMTUYECKOWN MIIOTHOCTM OT cofepxaHuns ceoboaHoro MCA B kanMbpoBoYHbIX Npobax.

3. AHAJTIUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmuHocTb. He o06HapyXeHO nepeKpecTHOW peakumn MbIUHbIX
MOHOKJI0HaNbHbIX aHTuTen K MNMCA (PS1) ¢ NMCA-AXT KOMMNIEKCOM.

3.2. BocnpomsBoanMOCTb.

KoadduuneHT Bapuauum pesynbTaTtoB onpegeneHns copepxaHua  celCA
B O4HOM M TOM e o6pa3sue CbIBOPOTKM (MasMbl) KPOBU C MCrnosib3oBaHMeM Habopa
«cB[CA-NDOA» He npeBbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBUcUMOCTb koHueHTpauun cBlCA B o6pasuax CbIBOPOTKM (MnasMbl) KpOBUM
npu pasBefeHun UX CbIBOPOTKOM (nsasmMon) KpoBu, He coaepxawein celNCA, nmeet
NMHENHbIN XapakTep B Anana3oHe KoHueHTpauui 0.25-5 Hr/mn u coctasnset £10.0%.

3.4. To4yHOCTDb.

[aHHbI  aHanuMTMYecKMii napameTp MpPOBEPSEeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBUE M3MEpPEeHHOWN KOHueHTpauun cBlMNCA npeanncaHHOM, NMOMYYEHHON nyTem
CMeLUMBaHNS paBHbIX O6bEMOB KOHTPOJSIbHOW CbIBOPOTKW W KanaubpoBO4YHOM Mnpobbl
0.75 Hr/mn. MNpoueHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. HyBCTBUTEJIbHOCTD.

MuHuManbHaa aoctosepHo onpegensemas Habopom «cBlICA-UOA» KOHLEHTpauus
cBlNCA B cbiBOpoTKe (nna3me) kpoBu He npesbiwaeTt 0.0035 Hr/mn.

Document: K231I Instruction version: 1901 Format version: 106

3



K2311

«YOUN-YILIgd» g01Ha1ead edogeH

Lm egldohey srodiHox Ldoudel| OIEDN|TT
«YOUN-YIOL82» g0LHa1ead edogeH
- Lm OIMHRHaWMdL ou BUTNIMAdLOHY - ITE2| 0T
- m eloMHeL U BUHRENALNIRE BU'T BleWAg - €OON| 6
9LO0MTUX (UW $T) OIMHREOETLOUDM X 8010
KeH1a8MNdag seHhedeodu |'1m ‘LHaJead-uo1) d0l1S Z0S0Y | 8
(W zz) wiaHLtedy-x9g ‘(ynoLououn
9LO0NTUX WOHWOEH3Q M OZ-HMaL o dogloed nogawod) X9¢
BeHL198MD99g BeHhedeodu |-Lm edosioed 010HhOgI9WL0 LedLIH3NMHOY| HSYM 4Nd 7800S| £
(UW $T) OIMHREOETLOUDM M 0LO0.
QLOONTUXK ‘(9l) eHUTUEHAgLUULBWEdLDL
BeH198Md99 BeHhedeodu |*Lm ered1dgAd doatded| gpnl sdns ZSS0d| 9
e.12dmn 019HMD (Uw 1)
qLOOMTUX BeHhedeodu | Lm oiMHegogqUoLUdn X g010] ‘dadpAg-vou 11a ZTIT0S| §
el1aan oloHdAudAu (UW $T) OIMHREOETLOUDM M 80LO0.
9LO0MTUX BeHhedeodu  |'1m ‘LeJOI9HO)| | d¥H [(NOD ziezl| v
(Uw 8°0) CIMHREOETLOLDU X
2d0.L01 ‘YD 010HT0QOED WanHexdarod
QLOONTUXK WIGHLDDEEN D BYMI80LUDh naody myLrodogiad
BeH198Md99 seHhedeodu |'1m 990HJ0 eH exiododalqad sBeHALUO0dLHO) TOYLNOD 7120 €
(aLo0MTUX BRHLREND99 (semxed UW 8°0 OU) IMHRIO0EILOLDU M
BeHhedeodu - 1990101 ‘UW/IH G G ‘G/ 0 ‘SZ'0 ‘0
egodu seHhogodguLey) — VDLl 0JOHIT0QOED RELIDRULION DIGHLIDEEN
e194ahn OJI9HMD avmexdarod ‘(4'/-2' £ Hd) edadAg-ondL
MLDOMTUK S19Hhedsodu |*Lm 990HDO0 eH 19godu a19Hhogodguire)| S-T VD Z1€20| ¢
OIMHREOEALOLION X 90101 ‘Ui9aHHegodnUMdLD
- 1m ‘niIagorodn.ionLol NIGHROHAL-96 LamHerl | dli 990S Zizzd| T

VdO9VH 9v1000 ‘v

Instruction version: 1901 Format version: 106

Document: K231I



XEMA

5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PacTtBop cepHol kncnotel obnagaeT pasgpa)karowmm gencrtememM. Ms3beratb pasbpbis-
rMBaHWS M NMonagaHusl Ha KOXy M CAnsucTble. Mpy nonagaHum Ha KOXY W CAM3UCTbIe Mo-
pa)X€HHbIM y4acToK criefyeT NpoMbiTb 60MbLUMM KOIMYECTBOM NMPOTOYHOM BOAbI.

5.3. lNpu pabote ¢ HabopoM cnepyet cobntogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTM, MNPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEeHUaX, oTaenax) CaHuTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUA cucTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote c Habopom cneayet HazeBaTb OAHOPA30Bble PE3VMHOBbLIE WU
NnaacTMKOBbIe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpmBaThb Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
W nepegjaBaTb BWY, Bupyc rematuta wnu nwoboi apyron Bo36yauTenb BUPYCHOM
MHDEKUMN.

6. OBOPYAOBAHUE U MATEPUAIJbI,
HEOBXOAWMUMBbIE NPU PABOTE C HABOPOM

- (POTOMETp BEPTUKANbHOI0 CKAHMPOBAHMS, MO3BOJISOLLNI U3MEPATb ONTUYECKY IO
MAOTHOCTb COAEPXMMOrO SIYHOK MfaHweTa nNpu AsIMHE BOSIHbI 450 HM;

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

— [A03aTopbl CO CMEHHbIMW HaKOHe4YHMKaMu, nossonswwme oTbupate 06beMbI
B AmanasoHe 25-250 Mkn;

- UWAMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTUINMPOBaHHas;

- rep4yaTku pe3nHOBble UKW NIaCTUKOBbIE;

- bymara dwunbTpoBasibHas.

7. NOANrOTOBKA PEATEHTOB A1 AHAJIN3A

7.1. lMNepep npoBefeHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHATHOW TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHue niaaHweTa.

BCKpbITb MakeT C MAaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KOM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTObBbl  NpeaoTBpaTUTb
BO3JENCTBUE Ha HUX BNaru, TWwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHus NaaHLWeTa
M XpaHuTb Npu TemnepaType +2...+8 °C B TeueHne Bcero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe ¢rakoHa C KOHLEHTpaTOM OTMbIBOYHOro pacteopa (22 mn), nepeHe-
CTU B MEPHbIA LMnmMHAp BMecTuMocTbio 1000 mn, aobasutb 550 Ma aAucTUNNMpoBaHHOM
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3oBaHua Habopa cneayer
oTobpaTb HeObX0AMMOE KOSIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOWM B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOro pacteopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «CBIMNCA-UDA» fomKeH XpaHUTbLCS B yNaKoBKE MpeanpusTms-
M3roToBuTENS NpU TemnepaType +2...+8 °C B TeueHune BCero cpoka rogHOCTM, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

[onyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kann6poBOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBoYHbIX Npob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

-  W®OA-bydep, kKoHblOraT, cybcTpaT, CTOM-peareHT nocne BCKpbITUS (1akoHOB
cnefyer xpaHuTb npu TemnepaTtype +2...+8 °C B TeyeHue BCero Cpoka
roagHocTn Habopa;

- KanubpoBOYHble NPObbl M KOHTPOJIbHYHO CbIBOPOTKY MOC/AE BCKPbITUS (P/laKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 MecsueB;

—  OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoOCTU
Habopa;

—  TMPUrOTOB/IEHHbIA OTMbIBOYHbIN PacTBOp CleAyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18...+25°C) He 6onee 15 cytok wnm npu TemnepaType
+2...+8 °C He 6onee 45 cyToK.

MpumMeyaHue. Mocne MCNONb30BaHWS peareHTa HeMea/IeHHO 3aKpbiBalTe KpPbILWKY

dnakoHa. 3akpbiBanTe Kaxablh h1akoH CBOEN KPbILLKOM.

8.4. [ins npoBefeHMs aHanu3a He creayeT WCMosb30BaTb FEMOSIM3UMPOBAHHYHO,
MYTHYH CbIBOPOTKY (M/1a3My) KpOBM, @ Takxe CbIBOPOTKY (MnasMy) KpoBM, coaepiKallyo
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (M1asmy)
cnepyeT xpaHuTb npu Temnepatype -20 °C. [MoBTOpHOE 3aMopaXkvBaHue-oTTanBaHue
06pa3L0oB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMycKaeTcs.

8.5. VckntouaeTca mcnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAewn, Nony4yaBlIMX B Lensax AMarHOCTUKU UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOASAT MbIlUMHbIE aHTUTENa.

8.6. Mpn wncnonb3loBaHun Habopa ana npoBeAeHUS HECKONIbKUX He3aBUCUMMbIX
Cepuin aHanuMsoB cnefyeT uMMeTb B BuAy, 4UTO AN  KaXAOro He3aBUCMMOro
onpeaeneHvss Heob6xoAMMO MOCTPOEHME HOBOrO KannmbpoBo4yHOro rpadwuka; Kpome
3TOro, peKoMeHAyeTcs onpeaeneHne KoHueHTpaumn csobogHoro NMCA B KOHTPOIbHOWN
CbIBOpPOTKE.

8.7. [lns nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobntoaeHue
NHCTpYKUMK No npuMeHeHuto Habopa.

8.8. He wucnonb3yinte KOMMOHEHTbI M3 APYrMxX HabopoB WM W3 aHANOrMYHbIX
HabopoB Apyrnx cepum.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ynbTaTtax uccnenoBaHuii, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM MoJsib30BaTbCs HOpMaMu, MpuBeAEeHHbIMM Huxe. Bmecte ¢ Tem, B
COOTBETCTBUM C npaBunamum GLP (Xopowei nabopaToOpHOM NpaKTUKK), Kaxaas
nabopatopusi Ao/MKHa camMa onpeaennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnenyemon nonynsaunn.

NMpumMmeuaHue. OnpepeneHve cooTHoweHus cBlNCA/o6MCA cneayeT NpoBOAUTb
Ha Habopax oaHol pmnpMblI-Nnpon3BoaAUTENS.

CooTtHoweHue cBlMCA/o6wuii NMCA, % (Ha6op «06MCA-UDA» 000 «XEMA» kaTN2 K221)
MpuMeHATb TONbKO NpyY 3HaYeHuax o6MNMCA 6onee 4.0 Hr/mn!

[obpokayecTBeHHblE COCTOSIHMS >10.0
AfeHoKapuMHOMa nNpocTaThl <10.0

11. INTEPATYPA

1. Christensson A, Bjork T, Nilsson O, et al. Serum Prostate Specific Antigen Complexed to al-
Antichymotrypsin As An Indicator of Prostate Cancer. J. of Urol. 150:100-105; 1993.

2. Lilja H, Christensson A, Dahlen U, et al. Prostate-specific antigen in serum occurs predominantly
in complex with a-1-antichymotrypsin. Clin Chem 37:1618-1625, 1991.

3. Stenman U-H, Leinonen J, Alfthan H, Rannikko S, Tuhkanen K, Alfthan O. A complex between
prostate-specific antigen and a-1-antichymotrypsin is the major form of prostate-specific antigen in
serum of patients with prostate cancer: assay of the complex improves clinical sensitivity for cancer.
Cancer Res. 51:222-226, 1991.

4. Catalona WJ, Smith DS, Ratliff TL, Basler JW. Detection of organ-confined prostate cancer is
increased through prostate-specific antigen-based screening. JAMA. 270:948-954, 1993.

5. Stamey TA, Yang N Hay AR, McNeal JE, Freiha, FS, Redwine E. Prostate-specific antigen as a
serum marker for adenocarcinoma of the prostate. N Engl J Med. 317-: 909-916, 1987.

6. Junker R, Brandt B, Zechel C, and Assmann, G. Comparison of Prostate-specific antigen (PSA)
measured by four combinations of free-PSA and total PSA assays. Clinical Chemistry 43:1588-1594,
1997.

7. Luderer AA, Chen Y-T, Soriano TF, et al. Measurements of the proportion of free to total prostate-
Specific antigen improves diagnostic performance of prostate-specific antigen in the diagnostic gray
zone of total prostate-specific antigen. Urology 46:187-194, 1995.

Mo Bonpocam, kacatowmmcsa kayectsa Habopa «cBMCA-UDA>,
cneayet obpawaTtbcs B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

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

3M1eKTpoHHas noyTta: info@xema.ru; rqc@xema.ru
WHTEPHET: wWww.Xema.ru; www.xema-medica.com
PykosoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [1. C. KocTpuknH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of free 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, and alpha-2-macroglobulin). A minor
proportion of PSA (free PSA) is circulating outside these complexes.

In a present test system, monoclonal antibodies PS2 capture both free and bound
forms of PSA with an equal affinity (“equimolar” binding”). To detect captured free
form of PSA, we use labelled monoclonal antibody PS1 which is highly specific for free
PSA. The specificities and epitope mapping of these two antibodies were confirmed by
independent laboratory (University of Turku, Finland).

Itis generally accepted now that the ratio free PSA/ total PSA may help in differential
diagnosis between benign diseases of prostatic gland (adenomas, inflammatory
diseases) and carcinomas. This ratio should be measured when the total PSA level
exceeds the used populational threshold level (usually, 4 ng/ml). In sera with lower
concentrations of total PSA, especially in women, the correct measurement of free
to total PSA ratio is not recommended by present test system.
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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
PSA-antibodies. Antigen from the specimen is captured by the antibodies coated onto
the microwell surface. Unbound material is removed by washing procedure. Second
antibodies - murine monoclonal to human free PSA, 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.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

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

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

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

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

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

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

4.10. Do not mix reagents from different lots.

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

4.12. Do not pipette reagents by mouth.

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

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

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

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 50-250 pl, 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...+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 free PSA concentration.

9.3. Determine the corresponding concentration of free 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(l"‘bsaonﬁfnl)lmts e
CAL 1 0 ng/ml 0.08
CAL 2 0.25 ng/ml 0.19 {w L
CAL3 0.75 ng/ml 0.40
CAL 4 2.5 ng/ml 1.42 L
CAL5 5 ng/ml 2.90 )

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
fPSA. 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.

Valid only for tPSA concentrations greater than 4.0 ng/ml
Ratio fPSA/tPSA (cat#K221, XEMA), %

Benign prostatic diseases >10.0
Prostatic carcinoma <10.0
Document: K231I Instruction version: 1901 Format version: 106
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.0035 ng/ml.

11.2. Linearity

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

11.3. Recovery

Recovery was estimated by assaying 5 mixed samples with known free PSA
concentrations. The recovery percentages ranged from 90 to 110%.

12. LITERATURE

1. Christensson A, Bjork T, Nilsson O, et al. Serum Prostate Specific Antigen Complexed
to al-Antichymotrypsin As An Indicator of Prostate Cancer. J. of Urol. 150:100-105;
1993.

2. Lilja H, Christensson A, Dahlen U, et al. Prostate-specific antigen in serum occurs
predominantly in complex with a-1-antichymotrypsin. Clin Chem 37:1618-1625, 1991.
3. Stenman U-H, Leinonen J, Alfthan H, Rannikko S, Tuhkanen K, Alfthan O. A complex
between prostate-specific antigen and a-1-antichymotrypsin is the major form
of prostate-specific antigen in serum of patients with prostate cancer: assay of the
complex improves clinical sensitivity for cancer. Cancer Res. 51:222-226, 1991.

4. Catalona WJ], Smith DS, Ratliff TL, Basler JW. Detection of organ-confined prostate
cancer is increased through prostate-specific antigen-based screening. JAMA. 270:948-
954, 1993.

5. Stamey TA, Yang N Hay AR, McNeal JE, Freiha, FS, Redwine E. Prostate-specific
antigen as a serum marker for adenocarcinoma of the prostate. N Engl J Med. 317-:
909-916, 1987.

6. Junker R, Brandt B, Zechel C, and Assmann, G. Comparison of Prostate-specific
antigen (PSA) measured by four combinations of free-PSA and total PSA assays. Clinical
Chemistry 43:1588-1594, 1997.

7. Luderer AA, Chen Y-T, Soriano TF, et al. Measurements of the proportion of free
to total prostate-Specific antigen improves diagnostic performance of prostate-specific
antigen in the diagnostic gray zone of total prostate-specific antigen. Urology 46:187-
194, 1995
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIENES] 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




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 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 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

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

e-mail: hemma-test@yandex.ru

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




s
QNI Ky

sy,

o

4]

Instruction for use

HABOP PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
CBOBOAIHON B CYBbEAVHULIbI XT

B CbIBOPOTKE (IMJ1IA3ME) KPOBU

«cBBXI-UDA»

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

freeB-HCGEIA

HOMEP MO KATASTOTY K235
TY Ne 9398-030-18619450-2007

PETMCTPALVMOHHOE YAOOCTOBEPEHME
Ne ®CP 2007/00737 ot 30 ceHTAGpPA 2013 1.

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

XEMA Co., Ltd.

Gy,

?’&_.%%

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

&f‘f&%ﬁ TeI./fgx: +7({195) 510-57-07 St.einacker 20, D-73773

8 j g—mall: redkin@xema.ru ) Alchvya!d, Germany

K & | internet: www.xema-medica.com e-mail: info@polmed.de
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K235I

«YTBEPXOEHA»
Mpukas Poc3apaBHaa3opa N2 2787-Mp/07 ot 18 ceHTabpsi 2007 r.
KPZ 17499 ot 05.06.2007 r.

MHCTPYKUNA MO NPUMEHEHNIO HABOPA PEATEHTOB AnA
MMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
CBOBOAHOWN B CYBbEAUHULbI XI
B CbIBOPOTKE (MJIABME) KPOBU «cBBXIM-U®DA>»

1. HABHAYEHMUE

1.1. Habop peareHTtoB «CBBXIM-N®A» npeaHasHayeH AN KOJMYECTBEHHOrO
onpefeneHns KoHueHTpauun cBoboaHow B cybbeamHuubl X[ B cbiBOpOTKe (Mnnasme)
KpOBW MeToAoM TBepAodasHOro UMMyHodepMeHTHOro aHanumsa.

1.2. XopuoHuyeckmin ropmoH (XI') — raMKonpoTeunH, BbipabaTbiBaeMbll NnaueHTon
BO BpeMs 6epeMeHHocTM. X[ MOSBMASETCA B CbIBOPOTKE KPOBW W MOYe Ha4dumHas
Cc 7-13 pgHsa nocne onaoAoTBOPEHUs saluekneTku. MHTakTHaa Monekyna X[ coctouT
M3 ABYX HEKOBANIEHTHO CBSI3@aHHbIX MOMAMMNENTUAHbIX Uenehn — a- u B-cybbeauvHuu.
N3mepeHne uHTakTHoro XI u ero a-uenu X[ gaeT cxoAHble pe3ysibTaTbl B KPOBWU
W MO4Ye; B TO Xe BpeMs AaHHble U3MEPEHUs KOHUeHTpauuu B-uenn 3HaynTesnbHO
oTnnyatoTca. Bo Bpema 6epeMeHHOCTM YypoBHWM WHTakTHoro XI u ero cBobogHoMm
B-uenn (cBB-XI") gocTuratoT CBOEro MakcMMyMma Ha 8-9 Hepene, a rNoToM MOCTEMEHHO
CHMXatTcs. Bo BTOpoM TpumecTpe 6epeMeHHOCTM B CbIBOPOTKE KPOBM YPOBEHb
nHTakTHOro XI BapuupyeT B npegenax ot 20 go 50 MEa/mMn (NnpuMepHoe COOTHOLIEHne
1 vr = 15 MMEgn); koHueHTpaumm CBOBOAHbLIX a- n B- uenen coctaBnsoT He bonee
0.5-1% oT coaepxaHusi MHTakTHoro XY B TeuyeHue Bcel bepeMeHHoCTU. Bo Bpems
6epeMeHHOCTM YypoBHWM WHTakTHoro X[ wn cBB-XI pocTuraloT CBOero MakCuMymMma
Ha 8-9 Hepene, a MOTOM TMOCTEMEHHO CHWXAlOTCA. HenaBHO MokasaHO, 4To npwu
TpucoMum 21 XpOMOCOMbI HabnoaaeTcs 3HauyuMTeNbHOE YyBeMYEeHME KOHLEeHTpauuu
cBB-XI No cpaBHeEHWIO C KOHTpPOsieM. B coueTaHunn C onpeaeneHneMm Apyrux MapkepoB
(AO®r1, MABB-A) onpeaenerHne cBB-XI MOXET MCNONbL30BaTbCA A9 OLEHKUM puUCKa
pasBUTUSA BPOXAEHHbIX aHOManui nnoga. B oHkonornn onpepeneHve nHTakTHoro XI
N cBO6OAHBIX CybbeanHUL, He SABNSEeTCA MoJie3HbIM MapkepoM HeTpodobnacTtmyecknx
onyxonien, oaHako abCconoTHOe yBennvyeHne KoHueHTpauum cBfB-XI MOXET yKkasbiBaTb
Ha POCT XOPMOKApUMHOMbI B OTIMYME OT HOpMasibHON 6epeMeHHOCTH.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpepenerHne csoboaHon B cybbeanHuubl XIT OCHOBaHO Ha WCMNOJSb30BaHUMU
«C3HABWY»-BapunaHTa TBepAoda3HOro UMMyHoMEpPMEHTHOro aHanmnsa. Ha BHyTpeHHeW
NOBEPXHOCTU JIYHOK MaHweta WMMOOMAN30BaHbl MbIlWWHBIE MOHOKJIOHAJIbHbIE
aHTUTena K csoboaHon B cybbeamHuue XI yenoseka. B nyHkax nnaHwerta, npwu
AobaBneHun uccneayemoro obpasua, NnponcxoauT ceasbiBaHue cBPXl, coaepixallerocs
B uccnegyemMoMm obpasue, € aHTuTenamMm Ha TBepaon dase. O6pa3oBaBLUMiACSA
KOMMNAEKC BbISABAAIOT C MOMOLLbIO KOHBbIOraTa MbIMHbBIX MOHOKIOHAJIbHbIX aHTuTen
K B cybbeamHuue XI yenoBeka C MepoKcMaa3on xpeHa. B pesynbtate obpasyetcs
CBSI3aHHbIM C NIACTUKOM «CIHABWUY», COAepXalunin nepokcmaasy. Bo BpeMs nHkybaumnm
Cc pactBopoM cybcTpaTta TeTpametunbeHnsmamHa (TMB) npoucxoauT OKpalumsaHue
pacTBOPOB B JTlyHKax. MIHTEHCMBHOCTb OKpaCcKu MNpsiMO MPONOpUMOHanbHa KOHLEHTpaLmm
cBobogHoM B cybbeamHuubl XI' B nccnegyemom obpasue. KoHueHTpauuio cBoboaHOM
B cybbeamHmupbl XI' B uccnenyembix obpasuax onpeaensitor no kKanmbpoBoyHOMY rpaduky
3aBMCUMOCTU OMTUYECKONM MNIOTHOCTU OT coaepxaHus csoboaHon B cybbeamHuubl XI
B KaNIMBpOBOYHbIX Npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneuncpnUUYHOCTD.

Mcnonb3oBaHMe MbIWWHbBIX MOHOKJ/IOHAMbHbIX aHTUTEN K cBo6oaHOM B cybbeanHuue
XTI no3BonseT 4OCTUYb BbICOKOWN cneun@duYHOCTN aHanmsa

3.2. BocnponsBoanMOCTb.

KoadduruneHT Bapnaumm pesynbTaToB onpeaeneHus cogepxatHms cepXl B 04HOM n
TOM e obpa3sLe CbIBOPOTKM (MNa1a3Mbl) KPOBM C MCMOMb30BaHNeM Habopa «cBBXIM-NDA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBUCUMOCTb KOHUeHTpaumun ceBXl B obpasuax CbIBOPOTKMU (MaasMbl) KPOBWU Mpu
pa3BefeHUM UX CbIBOPOTKOM (Nn1a3Moin) KpoBU, He coaepxallen ceBXI, MeeT IMHEHbIN
XapakTep B Avana3oHe KoHueHTpaunii 10-250 Hr/mn u coctaBnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napaMeTp MpoOBeEpPSieTCS TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME U3MEPEeHHONM KOoHueHTpauuu cBBXI npeanncaHHOW, MOSyYEeHHOW nyTem
CMeLUNBaHNS paBHbIX 06bEMOB KOHTPOJSIbHOW CbIBOPOTKW W KanaubpoBO4YHOM MNpobbl
50 Hr/mn. MNpoueHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa focTtoBepHo onpegensemas Habopom «cBBXM-NOA» KoHUeHTpauus
cBBXI B cbiBOpOTKe (MNs1ia3Me) KpoBWu He npesbliwaeT 1.0 Hr/MA.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEHUAX, oTaenax) CaHuUTapHO-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbLIE WU
nJacTMKOBbIEe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
n nepegasaTb BWY, Bupyc rematuta wunu nwboil apyron Bo36yauTeNnb BUPYCHOM
MHbEKUMN.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNIA U3MEPATb ONTUYECKY IO
MAOTHOCTb COAEPXKMMOrO SIYHOK MaHweTa nNpu AsIMHE BOSIHbI 450 HM;

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

— [A03aTopbl CO CMEHHbIMW HaKOHe4YHMKaMu, nossonswwme oTbupatb 06beMbI
B AmanasoHe 20-250 Mkn;

- UWIMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTWUINMPOBAHHas;

- rep4yaTku pe3nHOBble UKW NIaCTUKOBbIE;

- bymara dunbTpoBasibHas.

7. NOANOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. lMNepepn npoBeneHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemsle obpasubl
CbIBOPOTKM (MNasMbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHaTHOM TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHue niaaHwWweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BNaru, TWwaTesnbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...+8 °C B TeueHune BCero cpoka rogHoctn Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MepHbI UMAMHAP BMecTuMocTbto 1000 mn, pobasutb 550 Mn AMCTUANMPOBaHHOWN
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3oBaHua Habopa cnepyer
oTobpaTb HeobXxoAMMOE KOSIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOWM B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOrO pacteopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «CBRXM-UDA» [OMKEH XpaHUTLCS B YNakKOBKe Mpeanpustms-
M3rotoBuTENs Npu Temnepatype +2...+8 °C B TeyeHue BCcero cpoka roaHOCTU, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npu TemnepaType go +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3amopaxuBaHue Lenoro Habopa.

8.2. Habop paccuutaH Ha npoBeaeHMe aHanusa B aybnukatax 42 uccnepyembix
obpasuoB, 5 kKannbpoBOYHbLIX Mpo6 M 1 Npobbl KOHTPONIbHOM CbIBOPOTKM (BCEro
96 onpepeneHuni).

8.3. B cnyyvae apobHOro mcnonb3oBaHus Habopa KOMMOHEHTbI CleAyeT XpaHuTb
cneayowmnm obpasom:

- OCTaBLUMECH HEWUCrNOJIb30BAHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

bymaror ansa 3aknemBaHus niaHweTa U XpaHuTb nNpu Temnepatype +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

-  WOA-bydep, KoHblOraT, CybCcTpaT, CTOM-peareHT rnocne BCKpbITUS (y1akOHOB
cnenyeT XpaHuTb Npu Temnepartype +2...+8 °C B Te4YeHne BCero cpoka rogHoCTum
Habopa;

- KanubpoBOYHble NPObbl M KOHTPOJIbHYHO CbIBOPOTKY MOC/AE BCKPbITUS (P/TaKOHOB
cnefyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 mecaues;

- OCTaBLUMIACA HEWUCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTeopa cieayet
XpaHuTb nNpu TemnepaTtype +2..+8 °C B TeuyeHwe BCEro Cpoka rOAHOCTU
Habopa;

—  MNPUrOTOBJIEHHbLIA OTMbIBOYHbIA PpacTBOp clefyeT XpaHUTb MpU KOMHaTHOWN
Temnepatype (+18..+25°C) He 6onee 15 cyTok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpuMeyaHune. MNocne MCNONb30BaHUA peareHTa HeMeAsIeHHO 3aKpbliBaTe KpbILKY

¢nakoHa. 3akpbiBaliTe KaxAabl MfakoH CBOEN KPbILLIKON.

8.4. [ina npoBedeHMs aHanu3a He CreayeT WCMoJb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYO CbIBOPOTKY (Ma1a3My) KpOBM, a Takxe CbIBOPOTKY (MaasMy) KpoBK, CoAepXalLLyto
asua HaTpus. Ecnu aHann3 npon3BoANTCA HE B A€Hb B3ATUSA KPOBU, CbIBOPOTKY (M1asmy)
cnepyet xpaHuTb npu Temnepartype -20 °C. [NoBTOpHOE 3aMopaxvBaHWe-oTTanBaHue
06pa3LoB CbIBOPOTKM (M1a3Mbl) KPOBU HE JOMycKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (M1a3Mmbl)
KpOBW NtoAewn, Nony4vaBlMX B Lensax AMarHOCTUKM UK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlUNHbIE aHTUTENa.

8.6. lNMpn wncnonb3oBaHnn Habopa Ana nNpoBeAeHUS HECKONbKMX HEe3aBUCUMMbIX
Cepuin aHanuM3oB cnefyeT UMMeTb B BuAy, 4TO AN  KaXAoro He3aBMCMMOro
onpeaeneHnss HeobxoAMMO MOCTPOEHMEe HOBOro KannbposouyHoro rpaduka; kKpome
3TOro, peKoMeHAyeTCs onpeefieHne KoHueHTpauum csoboaHon B cybbeanHuubl XI
B KOHTPOJIbHOW CbIBOPOTKE.

8.7. [Ina nony4vyeHns HadexXHbIX pe3ysbTaToB Heo6XoAMMO cTporoe cobntogeHue
NHCTpyKuMm no npumeHeHuto Habopa.

8.8. He wucnonb3ayinte KOMMOHEHTbI M3 APYrMx HabopoB WM W3 AHANOMMYHbIX
HabopoB ApYrUX CEPUIA.
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10.3. Oxuaaemble 3HAYEHUA U HOPMbI A1 BTOPOro TpuMecTpa 6epeMeHHOCTM npwu
pacyeTe pucka cuHapoma [layHa

MprBeaeHHble HNUXe AaHHblEe MOlyYeHbl HA OCHOBE aHanmn3a 644 CbiIBOPOTOK KPOBMU
6epeMeHHbIX XeHLWMWH — xutenoHuy CankT-lMeTepbypra u JleHnHrpaackon obnactn -
B nabopatopusix OO0 «XEMA». Cpoku 6epeMeHHOCTU 6blin onpeaenieHbl Mo aaTte
nocnefHen MeHCTpyauuu U OKpyrfeHbl A0 Lenoro.

MpuBeaeHHble B Tabnuue [aHHble MVMEKT peKoMeHAaTeNlbHbI XapakTep W
He npeAHasHayeHbl ANS pacyeTa pucka cuHapoma [ayHa.

Wccneayemasn EAMHUUbI, HF/MA
rpynna Hw>xHuiA npeaen | BepxHuii npeaen
bepeMeHHble:
Hepens 14 21.8 31
Hepens 15 20.3 28
Hepens 16 13.3 23
Hepens 17 11.1 19.9
Hepens 18 9.9 19.4

MeaunaHnbl n CKO (pekoMeHayeMblin AnanasoH HopM 0.5-2.0 MOM)

llo mepe Hakor/ieHusi HOBbIX AAHHbIX O MeAWaHax AaHHble 6yAyT yTOYHSATLCS —
BbICbl/1akiTe 3anpocbl Ha aapec rqc@xema.ru. [ns pacyetra pucka cuHapoma [ayHa
C y4eTOM AAaHHbIX APYrnX NapameTpoB NepBoro TPUMeCcTpa PEKOMEHAYETCSI UCM0/1b30BaTh
nporpammy KPC/-XEMA.
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Down syndrome screening performance in the Dutch population; how to achieve further improvementp
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3. Linskens IH, Levitus M, Frans A, Schielen PC, van Vugt JM, Blankenstein MA, Dijstelbloem HM.
Performance of free B-human chorionic gonadotrophin (free B-hCG) and pregnancy associated plasma
protein-A (PAPP-A) analysis between Delfia Xpress and AutoDelfia systems in The Netherlands. //
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «cBBXI-UDA >,
cneayet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, a4. 48, 1-in noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)
3M1eKTpOHHas noyta: info@xema.ru; rqc@xema.ru

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

PykoBoauTenb cnyx6bl knueHTckoro cepsnca OO0 «XEMA»,

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

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

1. INTENDED USE

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

This kit is designed for measurement of freeB-HCG 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

Human chorionic gonadotropin (HCG) is a glycoprotein hormone secreted by
trophoblastic cells of placenta during pregnancy. HCG appears in blood and urine in
about 7-13 day after fertilization, reaching its maximum by the end of the first trimester.
An intact molecule of HCG consists of two non-covalently bound polypeptide chains:
a- and B-subunits. B-subunit is specific for HCG hormone while a-chain is identical in
TSH, LH, FSH and HCG..

Normally, blood levels of free a- and B-chains reach not more than 0.5-1.0% of
intact HCG level and during pregnancy vary in parallel with intact HCG. Recently, it
was shown that, compared to control, a significant elevation of free B-chain is found
in trisomy 21 (Down syndrome), the most pronounced difference being found during
weeks 8-9 of pregnancy. That is why determination of free f-chain of HCG in conjunction
with other markers (PABB-A, AFP) may be used to estimate risk of congenital pathology
of the fetus.

In oncology, a marked rise of free B-chain in blood is found in trophoblastic and
germinal tumours (choriocarcinoma, carcinoma of ovaries, etc.).
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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
free B HCG-antibodies. Antigen from the specimen is captured by the antibodies coated
onto the microwell surface. Unbound material is removed by washing procedure.
Second antibodies - murine monoclonal to human B HCG, 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.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

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

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

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

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

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

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

4.10. Do not mix reagents from different lots.

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

4.12. Do not pipette reagents by mouth.

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

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

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

Distilled or deionized water;

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

Calibrated micropipettes with variable volume, range volume 20-250 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 to 8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...+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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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 freeB-HCG concentration.

9.3. Determine the corresponding concentration of free-HCG 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 U|‘1\i|t)ss?:lbsa0n:fn)
CAL 1 0 ng/ml 0.05 yd
CAL 2 10 ng/ml 0.14 //
CAL 3 50 ng/ml 1.13 L
CAL 4 120 ng/ml 2.38 “ ’/
CAL 5 250 ng/ml 3.12 T

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 freeB-HCG. 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.

Pregnancy, week | Median, ng/ml SD

9 64.3 0.67

10 62 0.62

11 49.2 0.64

12 39.5 0.60

13 39.0 0.64

Units, ng/ml
Sex, age Lower limit ,| g/Upper limit
Pregnancy week:

14 21.8 31

15 20.3 28

16 13.3 23

17 11.1 19.9

18 9.9 19.4
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity

The monoclonal antibody is specific for human freep-HCG. There is no cross-
reactivity to other species.

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 1.0 ng/ml.

11.3. Linearity

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

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known freep-HCG
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

ERIENES] 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




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:

LieHTpanbHblin opuc 000 «XEMA»

Anpec Ana KoppecroHAeHunu:

105043, r. MockBa, a/a 58

105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 noA., 5 sTax

Ten.: +7 (495) 510-57 07, 737-39-36; l S ' xemahelp
dakc: +7 (495) 737-00-40

e-mail: info@xema.ru

www.xema-medica.com

D000 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39

Oduc: 220029, MuHck, MpocnekT Malwweposa, a. 11,

nutep A, kopn. 8/K, opuc 416

e-mail: hemma-test@yandex.ru

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