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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
AHTUTEHA CA15.3 (M12)

B CbIBOPOTKE (MJ1IA3ME) KPOBU

«CA15.3 (M12)-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF CA15.3 (M12) IN HUMAN SERUM OR PLASMA

CA15.3 (M12) EIA

HOMEP MO KATASIOTY K226
TY Ne 9398-226-18619450-2010

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2010/09708 ot 30 nekabps 2010 T.

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

W For 96 determinations/Ha 96 onpepenexui
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K226I

«YTBEPXJEHA»
Mpuka3 PocaapaBHaasopa N2 11664-Mp/10 ot 30 pekabps 2010 r.
KPA 72842 ot 03.12.2010

UHCTPYKLUNA NO NPUMEHEHUIO HABOPA PEATEHTOB
anss AIMMYHO®EPMEHTHOIO ONPEAENTEHUA
AHTUTEHA CA15.3 (M12) B CbIBOPOTKE (NMJIABME) KPOBU
«CA15.3 (M12)-UDA»

1. HABHAYEHMUE

1.1. Habop peareHToB «CA15.3 (M12)-UDA» npeaHasHayveH A55 KOIMYECTBEHHOIO
ornpeaeneHns KoHueHTpauuu aHtureHa CA15.3 (M12) B cbiBOpoTKe (nna3sMme) KpoBu
MeToAOoM TBepAoda3HOro MMMyHO(EPMEHTHOIrO aHanuns3a.

1.2. AHtreH MUC1 npeactaBnsieT coboi rMMKOMNPOTEUMH reTeporeHHoro cocrasa
Cc monekynspHon maccon 300-450 k[da. YposeHb MUC1 B KpOBW MNOBbIWAETCA Npu
pake MonoyHon xenesbl (PMX). OnpeaeneHne MUC1 B CbIBOPOTKE W/ MJla3Me KPOBM
ncnonb3yeTcsa Ans MOHUTopuHra PMX, oueHkn apheKTMBHOCTM NeYeHUs U BbISIBIEHUS
peumaMBa MNM MeTactasoB. [aHHbli Habop caenaH Mo MNPUHLMMIY <reTeporeHHoro
C3HABMYA» — B HEM WCMOJIb30BaHbl [Ba MOHOKJ/IOHaNIbHbIX aHTMTena (X108 m X19),
BbISIBNAKOWMX YHUKANbHbIA  MMMYHOLOMWHAHTHbIM  NenTuaHbii  noBTop TRPAPGS
rnvkonpotenHa MUCL. Mopo6Hble Habopbl 6onee cneundwyHbl, YeM TeCT-CUCTEMbI,
cAenaHHble Mo MNPUHUWUMY <«rOMOFeHHOro caHABuYa» (Hanpumep, «MUC1 (M22)-
NDA», kaT. N2 K227 «XEMA», nnn MCA, Roche) unm KOHKYpPEeHTHOro CBS3biBaHUS
(Hanpumep, «MUC1 (M20)-U®A», kaT.N° K228 «XEMA», wnn BR27.29, Fujirebio),
HO ob6nagatT HEBbLICOKOW YyBCTBUTENbHOCTbIO (He 6onee 75% paxe npu III ctaanun
PMX). MoatoMy ANnsA oueHkn 3hOEKTUBHOCTU XUPYPruyeckoro e4eHUs pekoMeHayem
onpenenaTb aHTureH MUC1, ncnonb3ysa Bce Tpu Tect-cuctembl (M12, M20 n M22) no un
nocne pesekunn onyxonu. [Ona panbHenwero nocneonepaumoHHOro MOHUTOPWUHra
LenecoobpasHoO UCMOMb30BaTh TO/IbKO OAHY TECT-CUCTEMY, MOKa3aBLYHO:

1) Hambonbwnit nocneonepaLmoHHbIN cnag B %;

2) Npu CpaBHUMbIX 3HayeHMsX 3TOro nokasaTtens — 6osee BbICOKOE 3HayeHue
KOHLEHTpaLuMn OTHOCUTENbHO pekoMeHayemoro cut-off.

Ecnn 6onbHaa He 6bina obcnenoBaHa Ao onepauuu (Hanpumep, Npu OTCPOYEHHOM
peunanBe), Mbl peKOMeHAYeM AMHAMUYecKoe ornpeaeneHne Bcex Tpex Mmapkepos (M12,
M20 n M22). Kpome PMX, nosbliweHne ypoBHs MUC1 B KpoBu MOxeT HabnioaaTtbcs
npu pake nerkux, SSIMYHMKOB, NMpeacTaTesIbHOW Xenesbl, WenKu MaTKM U XenyaoyHO-
KuUWeYyHoro TpakTa. [loBblweHne cogepxaHma MUC1 MoxeT pasBmBaTbCa W Mpu
HEeKOTOpbIX A06poKayYeCTBEHHbIX Mpoueccax: 406poKayYeCTBEHHbIX OMyX0aaX MOIOYHOWM
Xenesbl U AMYHUKOB, SHAOMETPUO3e, renatute, UMppo3e nedvyeHu, dubpose nerkux.
bepeMeHHOCTb M akTaums TakxKe MOryT NpMBOAUTb K NOBbIWEHUO ypoBHA MUCI.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpepneneHne aHtureHa CA15.3 (M12) ocHOBaHO Ha MCMOb30BaHUWN «CIHABUY»-
BapwaHTa TBepAoda3Horo MUMMyHoMhepMeHTHOro aHanmnsa. Ha BHyTpeHHen NoBEPXHOCTH
JIYHOK nfaHweTa UMMO6UIN30BaHbl MbllMHbIE MOHOK/IOHanbHble aHTuTena k CA15.3
yenoseka. B nyHkax nnaHweta, npu gobasneHun nccnegyemoro obpasua, NnpoMcxoant
cBasbiBaHne CA15.3 (M12), cogepxallerocs B uccnegyemMom obpasue, C aHTutenamm Ha
TBepAov dhase. O6pa3oBaBLUMIACS KOMMJIEKC BbISIBASIOT C MOMOLLbIO KOHbOraTa MbIWWHbIX
MOHOKJI0HasNbHbIX aHTMTen k CA15.3 yenoBeka C nepokcuaasoin xpeHa. B pesynbtaTte
obpasyeTca CBS3aHHbIM C MNJACTUKOM <«C3HABWY», codepXkawui nepokcmaasy. Bo
BpeMsi MHKyb6aummn ¢ pactBopoM cybcTpata TeTpameTunbeHsnanHa (TMB) npoucxoaunT
OoKpalnmBaHMe pacTBOPOB B JlyHKax. IHTEHCMBHOCTb OKpacKu NpsiMo NPoMnopLMOoHanbHa
KOHUeHTpaumn aHTureHa CA15.3 (M12) B uccneayemom obpasue. KoHueHTpauwuio
aHTureHa CA15.3 (M12) B uccnegyembix obpasuax onpenensitoT no KaanbpoBoYHOMY
rpaduKy 3aBUCMMOCTU ONTUYECKON MIOTHOCTM OT coaepxXaHus aHTureHa CA15.3 (M12)
B KanmbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAaMbHbIX
aHTuTen k CA15.3 yenoBeka C ApyrMMu aHanuTamu npmseneHa B Tabnuue:

Axanut TNepekpecTHas peakuus, %
K3A <0.1
CA125 <0.1
CA19.9 <0.1

3.2. BocnpousBoAUMOCTb.

KoaddurumeHT Bapmaumm pesynbTaToB onpeaenenus cogepxanus CA15.3 (M12)
B OAHOM M TOM e obpa3sue CbiIBOPOTKM (Mna3Mbl) KPOBWM C MCMoOAb3oBaHMeM Habopa
«CA15.3 (M12)-UOA» He npesbliwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpaumm CA15.3 (M12) B o6pasuax CbiIBOPOTKM (NNa3mbl) KpOBU
npu pasBeaeHUU UX CbIBOPOTKONM (MnsiasamMon) KpoBu, He copepxawen CA15.3 (M12),
MMEET NMNHENHbIN XapaKTep B AMana3oHe KoHueHTpaunii 12.5-250 Ea/mn u coctaBnsieT
+10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMI napaMeTp MpOBEPSIeTCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME U3MepeHHOM KoHueHTpauun CA15.3 (M12) npeanvcaHHONM, NonyyYeHHOM
nyTeM CMeLWWBaHUA paBHbIX 06bEMOB KOHTPOJSIbHOM CbIBOPOTKM M KasMbpoBOYHOM
npobbl 50 Ea/Mn. MpoueHT «oTKpbITUsA» cocTaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHuMManbHass AocTtoBepHo onpegensemasa Habopom «CA15.3 (M12)-UOA»
KoHUeHTpauns CA15.3 (M12) B ceiBopoTKke (nna3me) KpoBu He npesBbiwaeT 0.75 Ea/mn.
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XEMA

5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN puck NpuMeHeHns Habopa — knacc 1 (FTOCT 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

- ¢oTOMeTp BEPTMKANIbHOIMO CKaHMPOBaHWS, NO3BONSAIOLNI N3MEPATL ONTUYECKYIO
NAOTHOCTb COAEPXMMOIO JIYHOK MaHLWeTa Npu AnvHe BOAHbI 450 HM;

- opbuTanbHbll Wwenkep (BCTpAXuBaTenb) ANS MWKPOMIAHLIET, CKOPOCTb
600-800 06./MUH.

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3Bonswolme oTbupaTb 06bEMbI
B AnanasoHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTMMocTbio 1000 mn;

- BOJa AUCTWUAIMPOBaHHas;

- nep4yaTku pe3nHOBble UM NIACTUKOBbIE;

- bymara dunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. lMepen npoBeAeHWeM aHanM3a KOMNoHeHTbl Habopa n nccneayemble o6pasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBsieHUe NaHLWeTa.

BCKpbITb MakeT C NiaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMyecTBO
ctpynos. OcTaBlWMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTObBbI  NpeaoTBpaTUTb
BO34EeNCTBME Ha HMX BNaru, TwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHus NaaHwWeTa
M XpaHuUTb Npu TemnepaType +2...4+8 °C B TeueHune Bcero cpoka rogHoctun Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Coaepxumoe dnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHecTn
B MepHbI UmMAnHAp BMecTuMocTbto 1000 mn, gobasutb 550 Mn AMCTMNANMPOBaHHOM BOAbI
M TwaTtenbHO nepemewatb. B cnyyae apobHoro ucnonb3oBaHus Habopa cneayet oto-
6paTb HeobxoAMMoe KOMMYEeCTBO KOHLIEeHTpaTa OTMbIBOYHOIO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHOM BoAoW B 26 pa3 (1 Mn KOHUeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHtoB «CA15.3 (M12)-UDA» ponxkeH XpaHUTbCS B YyMakKoBKe
npeanpuaTUA-U3roToBuTeNns npu Temnepatype +2...+8 °C B TeuyeHue BCero Cpoka
roAHOCTW, YKa3aHHOro Ha ynakoeke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue 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 Ans 3akneMBaHus niaHweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

-  WOA-bydep, KoHblOraT, CybCcTpaT, CTOM-peareHT rnocne BCKpbITUS (y1akOHOB
cnenyeTr XpaHuTb npu TemnepaTtype +2...+8 °C B TeyeHme BCero cpoka
roagHocTn Habopa;

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

- OCTaBLUMIACA HEWUCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTeopa cieayet
XpaHuTb nNpu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka rOAHOCTU
Habopa;

—  MNPUrOTOBJIEHHbLIA OTMbIBOYHbIA PpacTBOp clefyeT XpaHUTb MpU KOMHaTHOWN
Temnepatype (+18...+25°C) He 6onee 15 cyToKk uaM 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 CcreayeT WCMosb30BaTb MEMOSIM3MPOBAHHYHO,
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 Temnepatype -20 °C. [NoBTOpHOe 3aMopaXuBaHWe-oTTanBaHue
o6pa3LoB CbIBOPOTKM (Ma3Mbl) KpOBW He donyckaeTcs. JlonyckaeTcs uccnenosaHue
CbIBOPOTOK, XPaHEeHuWe KOTOpbiIX C MOMeHTa 3abopa KpOBM OCYLLECTBAANOCL MNpu
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VcknoyaeTtca ucnonb3oBaHue AN aHanmsa o6pasLoB CbIBOPOTKM (Mna3mbl)
KpOBW Nt0AEeN, NoNy4YyaBLWMX B LensxX AUarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbILUNHbIE aHTUTENa.

8.6. Mpu ucnonb3oBaHuM Habopa AN NpoBeAEHUS HECKOSbKMX He3aBUCUMbIX
Cepui aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHns
Heob6xoAMMO  MOCTPOEHWEe HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
peKoMeHAyeTCsl onpeaeneHne KoHueHTpauum aHtureHa CA15.3 (M12) B KOHTPOJIbHOW
CbIBOPOTKE.

8.7. [Ins nony4yeHus HadexXHbIX pe3ysbTaToB HeobXxoamMMo cTporoe cobniogeHve
NHCTpyKUMK No npuMeHeHuto Habopa.

8.8. He wucnonb3yinte KOMMOHEHTbI M3 APYrMX HabopoB WM M3 aHANOrMYHbIX
HabopoB Apyrnx cepum.
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Mo BonpocaM, kacatowmmcs kadectsa Habopa «CA15.3 (M12)-UDA>»,
cneayet obpawaTtbcs 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 (MHOrokaHasnbHbI)

3M1eKTPOHHas noyTa: info@xema.ru; rqc@xema.ru
WMHTEpPHET: www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyxbbl knneHTckoro 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 CA15.3 (M12) IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of CA15.3
(M12) in serum or plasma.

This kit is designed for measurement of CA15.3 (M12) in serum or plasma. For
possibility of use with other sample types, please, refer to Application Notes (on
request). The kit contains reagents sufficient for 96 determinations and allows to
analyze 42 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

CA15-3 or MUCLl is a heterogenous glycoprotein with a molecular mass
ca. 300-450 kD. Elevation of serum CA15-3 is associated with mammary carcinomas.
Quantitative determination of CA15-3 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, CA15-3 values
obtained should always be interpreted in context of results obtained by other diagnostic
and clinical procedures. Besides mammary carcinomas, CA15-3 levels in blood may
rise in lung tumours, prostate cancer, ovarian carcinomas, gastro-intestinal tumours.
Elevation of CA15-3 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 CA15-3 level in serum.

All CA15-3 test systems are usually not very sensitive (not more than 75%
even at stage III mammary carcinoma). Therefore, in monitoring of tumours, we
recommend to use this test in conjunction with two other test systems designed by
XEMA for diagnostics and monitoring of mammary carcinomas - M20 (analogous to
BR27.29 developed by Biomira) and M22 (analogous to MCA, Roche). 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.

NOTE: the patients that have received murine monoclonal antibodies for
radioimaging or immunotherapy may develop high titered anti-mouse antibodies
(HAMA). The presence of these antibodies gives false results in the present assay.
Sera from HAMA positive patients should be treated by depleting adsorbents before
assaying.
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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
CA15.3-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 CA15.3, 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;
Microtiter plate shaker. Shaking should be medium to vigorous. Longitudinal
shaking approximately 200 strokes/min, oscillations 600-800/min;

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

5.3. Storage and stability of the Kit

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

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

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

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

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

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

7.2. Procedural Note:

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

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.
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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 CA15.3 (M12)
concentration.

9.3. Determine the corresponding concentration of CA15.3 (M12) 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 TS T
CAL 1 0 U/ml 0.06
CAL 2 12.5 U/ml 0.31 {wl
CAL 3 50 U/ml 0.84 m,//
CAL 4 125 U/ml 1.68 NV
CAL 5 250 U/ml 2.26 T T 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 CA15.3 (M12). 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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Units, U/ml
Sex, age - .
Lower limit Upper limit
Males - 30
Females - 30
Pregnancy:
1st trimester - 55
2nd trimester 5.0 65
3rd trimester 5.0 185
Lactation - 120

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
CEA <0.1
CA125 <0.1
CA19.9 <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.75 U/ml.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different
CA15.3 (M12) concentrations. Linearity percentages obtained ranged within 90 to
110%.

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known CA15.3 (M12)
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 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
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIEES 3

=1

Homep cepun / Batch code

3
2
H

Wcnonb3osaTb A0 (roa-mecsu) / Use By

OrpaHu4yeHue TemnepaTypbl / Temperature limitation

TONbKO ANS UH BUTPO ANArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumanwue! / Caution, consult accompanying documents

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

SORB MTP

MnaHweT / EIA strips

A

=

KannbposouHble npobbl / Calibrator set

CONTROL

KoHTponbHas ceiBopoTka / Control sera

KonbtoraT / Conjugate

SUBS TMB

PactBop cy6cTpaTa TeTpametunbersunamHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLIeHTpaT OTMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

A

Cron-peareHT / Stop solution

=)
=
=3

N®A-Bydep / EIA buffer




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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