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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO
HABOPA PEATEHTOB
ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA

AHTUTEHA MUC1 (M20)
B CbIBOPOTKE (IMJIASME) KPOBU

«MUC1 (M20)-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF MUC1 (M20) IN HUMAN BLOOD SERUM OR PLASMA

MUC1 (M20) EIA
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K228I

«YTBEPXOEHA»
Mpukas Poc3apaBHaa3opa N2 4529-Mp/08 ot 11 uioHsa 2008 roga
KP N2 8667 ot 28.02.2008

MHCTPYKLIMS MO NPUMEHEHWIO HABOPA PEATEHTOB
AN UMMYHO®EPMEHTHOIO ONPEAENEHUSA
AHTUIEHA MUC1 (M20) B CbIBOPOTKE (M/IA3ME) KPOBM
«MUC1 (M20)-UdA»

1. HABHAYEHMUE

1.1. Habop peareHtoB «MUC1 (M20)-UDA» npeaHasHayeH ANa KOJMYECTBEHHOro
ornpefeneHns KoHueHTpauun aHtureHa MUC1 (M20) B cbiBOpoTKe (nsa3Me) KpoBu
MeToAOM TBepAOda3HOro MMMyHOMEPMEHTHOIO aHanunsa.

1.2. AutreH MUC1 npeactaBnsieT cobo rMMKONPOTEUH reTeporeHHOoro cocrasa
C MonekynsipHon maccor 300-450 k[da. YpoBeHb MUC1 B KpOBM MNOBbIWAETCA MNpu
pake MonouHon xenesbl (PMX). OnpeaeneHne MUC1 B CbIBOPOTKE W/ MNia3Me KPOBM
ncnonb3yeTcsa Ans MOHUTopuHra PMX, oueHkn apheKTUBHOCTM NeYEeHUS U BbISBIEHUS
peunamBa uAM MeTactasosB. [aHHbIM Habop caenaH no MpUHLMMIY KOHKYPEHTHOro
MMMYHOa@Hann3a - B HEM MWCMNOJIb30BaHO OAHO MOHOKJ/IOHa/lbHOe aHTuTeno X19,
BbISIBNAOWEE YHUKANbHbIA MMMYHOAOMUHAHTHBIN MNenTuAaHbIA  noBTop TRPAPGS
ramkonpotenHa MUC1. [laHHOe aHTUTeNO CBSA3blBaeT HaHECEHHbI Ha MOBEPXHOCTb
MWKPOMNAAHLLET NPUPOAHbIM OYULLEHHbI MYLIMHOBbIM @HTUIEH, BblAENEHHbIV U3 0MyX0nun
MOJIOYHOW xene3bl. [MoaobHble Habopbl (HanpuMep BR27.29, pa3paboTaHHbili Biomira)
6onee crneundunyHbl B onpeaeneHnn onyxosneson gopmbl aHTureHa MUC1, yem TecT-
CUCTEMbI, CAeNaHHble MO MPUHUKUNY «C3HABMYa» (Hanpumep, «CA15.3 (M12)-UDA»,
kaT.N? K226 «XEMA»). BmecTe Cc TeM, yuuTbiBas KpaliHe BbICOKYK FeTeporeHHOCTb
onyxonesoro aHtTureHa MUC1, ana oueHkM 3PPEeKTUBHOCTU XMPYPruyeckoro eyeHuns
pekoMeHAyeM onpenenstb aHTureH MUC1, mcnonb3ysi Bce Tpu TecT-cuctembl (M12,
M20 n M22) po v nocne pesekumn onyxonu. [Ans AanbHenwero nocaeonepaumoHHOro
MOHUTOPUHra LenecoobpasHo UCNOb30BaTb TOJIbKO OAHY TECT-CUCTEMY, MOKa3aBLUYHo:

1) HambonbwuUi NocneonepaumoHHbIn cnag B %;

2) Npu CpaBHUMbIX 3HayeHMsX 3TOro nokasartens — 6osee BbICOKOE 3HayeHue
KOHLIeHTPaLuun OTHOCUTENbHO pekoMeHayeMoro cut-off.

Ecnun 6onbHas He 6bina obcneaosaHa A0 onepauuu (HanpuMep, NpyM OTCPOYEHHOM
peunamBe), pekoMeHayeM AMHaMUYecKoe onpeaeneHne Bcex Tpex mapkepos (M12, M20
n M22). Kpome PMX, nosbiweHne ypoBHa MUC1 B KpoBM MOXET HabntoaaTbcs Npu pake
Nerkmx, SUYHMKOB, NMpeacTaTeNlbHON Xene3bl, WeWKN MaTKU U XKenya0YHO-KULLEYHOro
TpakTa. [loBbiweHne coaepxaHna MUC1 MoxeT pa3BumBaTbCA W MPU  HEKOTOPbIX
[06poKayecTBEHHbIX Mpoueccax: A06poKaYeCTBEHHbIX OMyXOasX MOJSIOYHOM Xenesbl U
AWYHWKOB, SHAOMETPUO3e, renaTnte, LMppo3e neyerHn, dubpose nerkmnx. bepeMeHHOCTb
M NnakTaumsa Takxe MoryT npuBoAUTb K MOBbIWEHUIO yposHs MUCL.
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XEMA

2. IPUHUUN PABOTbl HABOPA

Onpenenenne aHtureHa MUC1 (M20) ocHoBaHO Ha MCMOJsIb30BaHNUM KOHKYPEHTHOIO
MMMYHO(MEpPMEHTHOr0 aHanusa. Ha BHyTpeHHel MOBEepPXHOCTM JIYHOK MJaHLWeTa
nMMmobunmsoBaH aHtureH MUC1. AHTUreH u3 obpasua KOHKypupyeT C uMmMobununso-
BaHHbIM @aHTUIEHOM 3a CBSI3blBaHME C KOHBIOraTOM MbILLMHbBIX MOHOKJ/IOHA/IbHbIX aHTUTEN
K aHTureHy MUC1 yenoBeka C nepokcmpaason. B pesynbtate obpasyeTcsi CBSA3aHHbIN
C NNACTUKOM «C3HABMY», COAEPXKALLMI Nepokcmaasy. Bo Bpemsa nHkybaumm c pactsopom
cybcTpata teTpameTnnbensmamHa (TMB) NponcxoamT okpaluMBaHWe pacTBOPOB B JTyHKax.
MNHTEHCMBHOCTb OKpacku obpaTHO MpOMopuMOHanbHa KOHUEHTpauum aHTureHa MUC1
(M20) B nccnegyemom obpasue. KoHueHTpauuto aHtureHa MUC1 (M20) B nccneagyembix
obpasuax onpeaensioT No KanaMbpoBOYHOMY rpaduKy 3aBUMCUMOCTM OMTUYECKOMN
MAOTHOCTM OT coAepxaHus aHTureHa MUC1 (M20) B kanmbpoBo4YHbIX npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneuncUYHOCTD.

Mcnonb3oBaHne BbICOKOOYMLLEHHOMO Mpenapata MNo3BONSET [AOCTUYb BbICOKOM
cneumMdUyYHOCTU aHanunsa

3.2. Bocnpon3sBoanMOCTb.

KoaddurumeHT Bapmaummn pesynbTaToB onpeaeneHus coaepxaHus MUC1 (M20)
B OLHOM M TOM e obpasue CbIBOPOTKM (MfasMbl) KPOBU C Mcrnosib3oBaHMeM Habopa
«MUC1 (M20)-N®A» He npesbiwaeT 8,0 %.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun MUC1 (M20) B o6pa3uax CbiIBOPOTKM (Nna3Mbl) KPOBU
npwv pa3BefeHnn Nx CbiIBOPOTKOW (Na1a3mMon) Kposu, He cogepxaluer MUC1 (M20), nmeet
JIMHEMHbIN XapaKTep B AMana3oHe KoHLUeHTpauui 2,5-50 Ea/mn n coctasnset £10,0 %.

3.4. TOYHOCTD.

[aHHbIA  aHanuUTMYecKMii napaMeTp MnpoBepsieTCs TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME M3MEPEHHOW KOHUeHTpauum MUC1 (M20) npeanvcaHHOW, MOSyYeHHOWN
nyTeM CMeLWMBaHUA paBHbIX O6bEMOB KOHTPOJSIbHOW CbIBOPOTKU M KannbpoBOYHOM
npobbl 5 Ea/mn. MNpoueHT «oTKpbITUA» coctasnsieT 90-110 %.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa pocTtoBepHo onpegensemas Habopom «MUC1  (M20)-UOA»
KOHLUeHTpaums MUC1 (M20) B cbiBOpoTKe (nna3Me) KpoBu He npesbiwaeT 0,5 Ea/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHns Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce komMnoHeHTbl Habopa, 3a uckniodyeHnem cron-peareHTta (5,0 % pacTtBop
CEPHOW KMUCNOTbI), B UCMOJIb3YyEMbIX KOHLIEHTPaUUSAX ABASOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs M NoMagaHuns Ha KOXY U CinM3nctble. Mpu nonagaHnm Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 6ONbLWINMM KOIMYECTBOM NMPOTOYHOM BOAbI.

5.3. lNpu pabote c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NMYHON rurmeHbl Npu pabote B nabopatopusix (OTAENEeHUAX, oTaenax) CaHuUTapHO-
3MNAEMUONIOTMYECKUX YUPEXAEHUA cuCcTeMbl MuHMUCTEpCcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayetT HaaeBaTb OAHOPA30Bble PE3UMHOBLIE WU
nacTMKOBble MepyaTKn, Tak kak 0bpasLbl KPOBK YesioBeka crieqyeT pacCMaTpuBaTh Kak
MnoTeHUManbHO MHDULMPOBAHHbBIN MaTtepuar, CnoCObHbIV ANNTENbHOE BPEMS COXPaHATb
N nepegaBatb BWY, Bupyc renatuta unm nwobol apyroni Bo3GyauTenb BUPYCHOWM
MHdekunu.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- @doTOMETp BEpPTUKANbHOr0 CKaHWpPOBaHWs, MO3BOMSIOWMA U3MEPSTb OMNTUYECKYHO
MIOTHOCTb COAEPXXMMOTrO JIYHOK MaHLweTa npu anvHe BofHbl 450 HM;

- TepMocCTaT, noaaepxuBawwuni Temnepatypy +37 °C £0,1 °C;

- [o3atopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3Bonswwme oTbupaTtb 06bEMBbI
B AmanasoHe 25-250 Mkn;

- UMAMHAP MEepHbI BMeCcTMMOoCTbio 500 mi;

- BOAQ AUCTUNNMPOBAHHAas;

- nepyaTKu pe3nHOBble WU NIACTUKOBbIE;

- bymara ¢unbTpoBasbHas.

7. NOArOTOBKA PEATEHTOB A1 AHAJIN3A

7.1. MNepen npoBeAeHMEM aHann3a KOMMNoHeHTbl Habopa v nccneayembie ob6pasubl
CbIBOPOTKM (MNasMbl) KpOBW cnefyeT BblAepXaTb MpuW KOMHATHOW TeMmnepaType
(+18...425 °C) He mMeHee 30 MUH.

7.2. MpurotossieHne NJaHLWeTa.

BCKpbITb MakeT C MAaHWeTOM U YCTaHOBUTb Ha paMKy Heob6XoAMMoe KOM4YecTBO
ctpynoB. OcTaBwMecs  HEeWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTOBbI  NpeaoTBpaTUTb
BO34ENCTBUE Ha HMX BRaru, TWwaTenbHO 3aknenTb bymaron Ans 3aknemBaHus NaaHwWeTa
1N XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne Bcero cpoka rogHoctu Habopa.

7.3. MpurotoBJsieHMEe OTMbIBOYHOI0 pacTtBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MEPHbIN LMAMHAP BMecTUMOoCTbto 500 Mn, Ao6aBuTb 440 MA AUCTUNNMPOBAHHOM BOAbI U
TWwaTenbHO nepeMelaTs. B cnyyae apobHoro ncnonb3osaHmns Habopa cneayet otobpathb
HeobXxo0AMMOe KOIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pas3BecTu AUCTUINN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOroO pacTteopa + 20 mn auctun-
NINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHtoB «MUC1 (M20)-UDA» ponxkeH XpaHUTbCA B yMakKoBKe
npeanpuaTUA-u3roToBuTens npu Temnepatype +2...+8 °C B TeuyeHMe BCero cpoka
roAHOCTW, YKa3aHHOro Ha ynakoeke Hab6opa.

[onyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npu TemnepaType go +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3aMopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3amMopakuBaHue (-20 °C) kannb6poBoOUYHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHue aHanusa B aybnukatax 41 uccnegyembix
o6pa3uoB, 6 KanMbpoBOYHbIX Mpob6 M 1 nNpobbl KOHTPOSLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

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

- OCTaBlUMEeCs HeMCrnosb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

6ymaron Ans 3aknevBaHus NiaHLWweTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- KOHWbtorat, cybcTpaTt, cTon-peareHT Mocne BCKPpbITUS (dakoHOB cneanyer
XpaHuTb nNpu Temnepatype +2...+8 °C B TeyeHue BCero cpoka roAHOCTU
Habopa;

- KanMbpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (DIaKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 MecsueB;

- OCTaBLUMIACA HEWUCMNOJIb30BAHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayet
XpaHUTb nNpu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHOCTU
Habopa;

—  TMPUrOTOB/IEHHbI OTMbIBOYHbIN pPacTBOp CleAyeT XPaHWUTb MpuW KOMHaTHOWM
Temnepatype (+18...+425°C) He 6onee 5 cyTok wunu npu TemnepaType
+2...4+8 °C He 6onee 30 cyToK;

MpuMeyaHue. MNocne NCNoNb30BaHUA peareHTa HeMeasIeHHO 3aKpblBalTe KpbILWKY

dnakoHa. 3akpblBanTe Kaxablh (h1akoH CBOEN KPbILLKOM.

8.4. [Ins npoBefeHMs aHanu3a He creayeT WCMNosb30BaTb FEMOSIM3MPOBAHHYHO,
MYTHYH CbIBOPOTKY (M1a3My) KpOBM, @ Takxe CbIBOPOTKY (MaasMy) KpoBM, coaepikallyo
asuna HaTpus. Ecnn aHann3 npov3BOANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (Maasmy)
cnefyeT XpaHuTb npu TemnepaTtype -20 °C. MNoBTOpHOe 3aMOpaXuBaHWe-oTTanBaHue
06pa3L0oB CbIBOPOTKU (MNs1a3Mbl) KPOBU He AoMycKaeTcs.

8.5. VcknoyaeTtca ucnonb3oBaHue AN aHanmsa o6pasLoB CbIBOPOTKM (nna3mbl)
KpOBW NtoAew, Nony4yaBlIMX B Lensax AMarHOCTUKM UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlUNHbIE aHTUTENa.

8.6. Mpn ucnonb3oBaHuM Habopa AN NpoBeAEHUS HECKOSIbKUX He3aBUCUMbIX
Cepuil aHanu3oB cneayeT UMEeTb B BUAY, YTO AJS KaXA0ro HE3aBMCMMOr0 onpeaesieHuns
Heob6xoAMMO  MOCTPOEHWE HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
peKoMeHAyeTCsl onpeaeneHne KoHueHTpauum aHtureHa MUC1 (M20) B KOHTPOJIbHOW
CbIBOpOTKE.

8.7. [Ins nony4yeHus HadexHbIX pe3ysbTaToB HeobXxoamMMo cTporoe cobniogeHve
NHCTpYKUMK No npuMeHeHuto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasAICb Ha pesynbTaTtax uccnenoBaHumi, npoBeAeHHbIX
000 «XEMA», pekoMeHAyeM MO/b30BaTbCs HOPMaMu, NMPUBEAEHHbIMU HWXe. BmecTte
C TeM, B COOTBETCTBUM C npaBunamum GLP (Xopowei nabopaTopHOM NpakTUKK), Kaxxaas
nabopatopusa AO/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakTepHble ANns
obcnegyemMon nonynsaunn.

MpumeuaHue. 3HaveHnss KoHUeHTpaumin MUC1 (M20) B uccnenyemblx obpasuax,
HaxoAaslWMecs Huxe rpaHuubl yyBcTBUTenbHoct Habopa (1 Ea/mn), a Takxe
npeBbillalOWMe 3Ha4vyeHne BepxHeh kKanubposoudHor npobel (50 Ea/mn) cnepyert
npuBOAMTbL B creaytouwern ¢opme: B uccneagyemom obpasue X KoHueHTpauus MUC1
(M20) Hmxe 1 Ea/mn wnun Bbiwe 50 Ea/mn.

Epvuunubl, Ea/mn
Wccnepyemas rpynna ” ”

Huxnnit npepen BepxHuit npepen

My>XUYNHbI - 10.0

XKeHWMmHbI - 10.0
BepemMeHHble:

1-i TpUMecTp - 12

2-1i TpumMecTp 2.0 14

3-14 TpuMecTp 2.0 18

B nepwoa naktauunu - 16

11. INTEPATYPA

1. McGuire WL, Tandon AK, Allred D, Chamnes GC, Clark GM. How to use prognostic
factors in axillary node negative breast cancer patients. J Natl Cancer Inst 1990;
82:1006-7.

2. Nicholson S, Richard J, Sainsbury C, et al. Epidermal growth factor receptor
(EGFr): results of a 6-year follow up study in operable breast cancer with emphasis
on the node-negative subgroup. Br J Cancer 1991; 63:146-50.

3. Somerville JE, Clarke LA, Biggart JD. C-erb B-2 overexpression and histological type
of in-situ and invasive breast carcinoma. J Clin Pathol 1992;45-16-20.

4. Ueronese S, Gambacorta M. Detection of Ki-67 rate in breast cancer. AM J Clin Pathol
1991; 95:30-4.

5. Lotnicker M, Pavesi F, Scarabelli M. Tumor associated antigens CA15-3 and CA125
in ovarian cancer. Int. J. Biolog Markers 1991; 6:115

Mo BonpocaM, kacatwmmcs kayectsa Habopa «MUC1 (M20)-UDA»,
cnepyet obpawaTtbecs B OO0 «XEMA» no aapecy:

105043, MockBa, a/a 58,

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

3N1eKTPOHHasa noyTa: info@xema.ru; rgc@xema.ru
MHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knueHTckoro cepenca OO0 «XEMA»,
K. 6. H. 1. C. KOCTpUKUH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF MUC1 (M20)
IN HUMAN BLOOD SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination
of MUC1 (M20) in blood serum or plasma.

This kit is designed for measurement of MUC1 (M20) 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

MUC1 is a heterogenous glycoprotein with a molecular mass ca. 300-450 kD.
Elevation of serum MUC1 is associated with mammary carcinomas. Quantitative
determination of MUC1 in serum and plasma is helpful in monitoring of patients with
such tumours to estimate the course of the disease, effectiveness of its treatment and
to reveal recurrence or metastases. However, MUC1 values obtained should always
be interpreted in context of results obtained by other diagnostic and clinical procedures.
Besides mammary carcinomas, MUC1 levels in blood may rise in lung tumours, prostate
cancer, ovarian carcinomas, gastro-intestinal tumours. Elevation of MUC1 level
in blood can be also found in benign tumours of the mammary gland and the ovary,
endometriosis, hepatitis, liver cirrhosis and lung fibrosis. Pregnancy and lactation may
also cause elevation of MUC1 level in serum.

The M20 kit is based on a principle of competitive immunoassay. The labelled
monoclonal antibody X19 recognizing the peptide determinant TRPAPGS binds
the natural purified mammary carcinoma-derived antigen on the solid phase Such test
systems (e.g., BR27.29 developed by Biomira) may give a higher sensitivity for tumour
specific forms of MUC1 compared to kits based on sandwich principle. However, due
to considerable heterogeneity of tumour derived forms of MUC1 antigen, we recommend
to use this test in conjunction with two other test systems designed by XEMA
for diagnostics and monitoring of mammary carcinoma - M22 (analogous to MCA,
Roche) and M12 (analogous to CA15-3 developed by Centocor). All three systems
should be used to evaluate MUC1 concentration before and after surgery; the test
system showing the most pronounced postsurgery decline should be then used
for further monitoring.
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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 purified MUC1 antigen simultaneously with
conjugated antibodies. MUC1 antigen from the specimen competes with the immobilized
antigen for binding to labelled 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. Safety Data Sheet for this product is available upon request directly from
XEMA Co., Ltd.

4.15. The 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 l, 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 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 21X by 21 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 MUC1 (M20)
concentration.

9.3. Determine the corresponding concentration of MUC1 (M20) 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 Absorban;:anl)lnits (450 " °
CAL 1 0 U/ml 2.28 |
CAL 2 2.5 U/ml 1.40 L =
CAL 3 5 U/ml 1.12 £ o e
CAL 4 10 U/ml 0.84 wl T
CAL 5 25 U/ml 0.55 -
CAL 6 50 U/ml 0.36 | o ©
Document: K228I Instruction version: 407 Format version: 002
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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 MUC1 (M20). Based on data obtained by XEMA, the following normal
range is recommended (see below). NOTE: the patients that have received murine
monoclonal antibodies for radioimaging or immunotherapy develop high titered anti-
mouse antibodies (HAMA). The presence of these antibodies may cause false results in
the present assay. Sera from HAMA positive patients should be treated with depleting
adsorbents before assaying.

Units, U/ml
gl Lower limit Upper limit
Males - 10.0
Females - 10.0
Pregnancy week:
1st trimester - 12
2nd trimester 2.0 14
3rd trimester 2.0 18
Lactation - 16

11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity.

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

11.2. Linearity.

Linearity was checked by assaying dilution series of 5 samples with different MUC1
(M20) concentrations. Linearity percentages obtained ranged within 90 to 110 %.

11.3. Recovery.

Recovery was estimated by assaying 5 mixed samples with known MUC1 (M20)
concentrations. The recovery percentages ranged from 90 to 110 %.

12. LITERATURE

1. McGuire WL, Tandon AK, Allred D, Chamnes GC, Clark GM. How to use prognostic
factors in axillary node negative breast cancer patients. J Natl Cancer Inst 1990;
82:1006-7.

2. Nicholson S, Richard ], Sainsbury C, et al. Epidermal growth factor receptor
(EGFr): results of a 6-year follow up study in operable breast cancer with emphasis
on the node-negative subgroup. Br J Cancer 1991; 63:146-50.

3. Somerville JE, Clarke LA, Biggart JD. C-erb B-2 overexpression and histological type
of in-situ and invasive breast carcinoma. J Clin Pathol 1992;45-16-20.

4. Ueronese S, Gambacorta M. Detection of Ki-67 rate in breast cancer. AM ] Clin Pathol
1991; 95:30-4.

5. Lotnicker M, Pavesi F, Scarabelli M. Tumor associated antigens CA15-3 and CA125 in
ovarian cancer. Int. J. Biolog Markers 1991; 6:115
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Cumson / Symbol

3HaueHue cumBona / Symbolize

MpoussoauTtens / Manufacturer

[ata npoussoacTsa / Date of manufacture

IR E

Homep no katanory / Catalogue number

Homep cepumn / Batch code

2
2
g

Wcnonb3oBaTtb Ao (roa-mecsay) / Use By

OrpaHuyeHune TemnepaTypbl / Temperature limitation

TonNbKO AN UH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumaHnme! / Caution, consult accompanying documents

He ncnonb3osaTtb Npy HapyLEeHUN LEeNOCTHOCTM YNaKoBKM /
Do not use if package damaged

I@%E%

SORB MTP

MnaHwert / EIA strips

CAL

KannbposouHble npobbl / Calibrator set

CONTROL

KoHTponbHas ceiBopoTKa / Control sera

KoHnbtorat / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpameTunbensuanHa (TMB) /
Substrate solution

KoHUeHTpaT 0TMbIBOYHOr0 pacTeopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

NOA-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 A4/ ANArHOCTUKN MHPEKLMOHHDbIX N\
3aboneBaHuii npousBoacTBa 000 «XEMA»
N2 no katanory HanmeHoBaHmne

K101 «Toxoplasma IgG-VIOA» Resion Dagrante.

K101™M «Toxoplasma IgM-NDA» o e

K102 «Rubella IgG-M®A»

K102M «Rubella IgM-UDA»

K103 «Cytomegalovirus IgG-MOA» SRssuassocunon e

K103M «Cytomegalovirus IgM-VIOA» —

K104 «HSV 1,2 IgG-NDA»

K104M «HSV 1,2 IgM-VIOA»

K105 «Chlamydia IgG-VIOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHTutena-MoOA»

K121 «Aspergillus IgG-UDA»

Homep ropauei nuHumn rexHnyeckom nopaepxku KnveHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropAYei MMHUK 6ecnnaTHbI A1A 3BOHALLErO C Nto6oro
MOGUNBbHOTO UK CTaLoHapHoro TenedoHa No Bcel Tepputopun Poccum.

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

Anpec Ana KoppecrnoHAeHLnu:

105043, r. MockBa, a/a 58, yn. 9-a MNapkosas, A. 48, 1-i noa., 5 atax
Ten.: +7 (495) 510-57 07, 737-39-36; 4

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

e-mail: info@xema.ru xemahelp
www.xema-medica.com

D000 «Xemay, Ten.: +7 (812) 271-24-41

191144, CankT-lMeTepbypr, [ertapHbiii nep., A. 8-10, nutep A .
e-mail: spb@xema.ru G il
CIMN 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Maweposa, a. 11,
nutep A, kopn. 8/K, odnc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 521-3-521;

03022 Knes, yn. BacunbkoBckas, a. 98, 2 stax;
e-mail: info@xema.com.ua

xemahelp@gmail.com
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