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K2241

«YTBEPXOEHA»
Mpukas Poc3apasHaa3opa N2 2786-Mp/07 ot 18 ceHTabps 2007 r.
KPA 14353 ot 07.05.2007

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONPEAEJIEHNA
KAPLUMHOSMBPUOHAJIbHOIO AHTUNEHA
B CbIBOPOTKE (MJIABME) KPOBU «K3A-NDA>»

1. HABHAYEHME

1.1. Habop peareHtoB <«K3A-UOA» npepgHasHayeH ANA  KOJMYECTBEHHOrO
ornpeaeneHns KoHUeHTpauum KapumHosMbprMoHanbHOro aHTUreHa B CbIBOPOTKe (na3me)
KpOoBW MeToAoM TBepAodasHOro MMMyHodepMeHTHOro aHanumsa.

1.2. KapunmHoaMbpuoHanbHbil aHTureH (KSA) npeactaeBnsetr cobor ceMencTBo
rMMKOMNPOTENHOB C MoOsiekynspHon Maccon 180-200 k[a, KoOTOopbli B HOpMe
3KCMPEeCcCMpyeTcsa B TKaHSAX NULLIEBAPUTENIbHOM CUCTEMbI YenoBeKa. MoBbILEHNE YPOBHS
K3A B CbIBOPOTKE KPOBM MOXET NpeaLlwecTBOBaTh peLunamnBy paka TOJICTON UAW NpsSiMOK
KULWKWU — OHO perncrpupyeTcs B cpefHeM 3a 4-6 MecsueB A0 pPa3BUTUA KIIMHUYECKUX
nposisneHuin peumansa. Xota Ao 30% 60/bHbIX C peLuuanBOM paka AaHHOM noKanmnsaunm
HEe WMeloT MOBbIWEHHbIX ypoBHel KDA B CbIBOPOTKE, NMepuoauyeckoe onpeaeneHue
KoHUeHTpauun K3A uMeeT BaxHOE 3HayeHue ANs crexeHus 3a 60/bHbIMKM Mnocne
ornepauun — nosblleHne ypoBHs KSA cBnaeTenbCcTByeT 0 peunanse paka. MNosbiweHne
ypoBHsi KSA oTMeuyaeTcs W npu psae ApYrux 3nuTeNnanbHbIX OMnyxonen, BKoYas
KapuWHOMY MOJIOYHOW XXene3bl, Xenyaka, 6poHX0B, NOAXENyA0UYHOM Xenesbl, NUWEBOAA,
ANYHWMKOB W 3HAOMeTpusa. OnpeaeneHne copepxaHua KOA uMeeT Hambonblee
3HayeHne Npu oueHke 3PPeKTUBHOCTM NMPOTMBOOMNYXONEBOM Tepanum (XMMno-, pagno-
WX MMMYyHOTEpanuu), a TakXe Mpu cnexeHun 3a 605bHbIMM MOCAEe OonepaTUBHOMO
yAaneHus Onyxofieli C Lenbilo CBOEBPEMEHHOro obHapyxeHus peumamsa. Hanunume
B UMPKYNSUMW BELWEeCTB, UMelwmx kpamHe cxogHoe ¢ KDA ctpoeHne (NCA, NCA2),
TpebyeT NCNoIb30BaHMA B TECT-CUCTEME aHTUTESN, UMEOLWNX BbICOKYHO CNeunduyHoCTb
ana KOA. B paHHOM TecT-cucteme ans «3axsata» KOA ncnonb3yeTcss MOHOKIOHaIbHOe
aHtuteno 3C6. B cBsf3n ¢ vacTtbiMm nosbiweHneM K3A npu ao6pokadecTBeHHbIX
COCTOSAHMAX (BOCNanuTeNnbHble 3aboneBaHUs KULWEYHUKA, XPOHUYECKUA OPOHXUT K
Ap.) onpefeneHne ypoBHa K3A He pekoMeHAyeTCS MCMoNb30BaTb AN CKPUHWMHIA
HOpPMasbHbIX NONYAAUUIA C Lefblo AMAarHOCTUKN KapLUMHOMBI.
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2. IPUHUMUN PABOTblI HABOPA

OnpepeneHve KapumHO3M6PMOHANbHONO aHTUMEHa OCHOBAHO Ha WMCMNOJSb30BaHUMU
«C3HABUY»-BapunaHTa TBepAodasHoOro UMMyHodepMeHTHOro aHanmnsa. Ha BHyTpeHHeW
NOBEPXHOCTU JIYHOK njaHweta WMMOOWMAN30BaHbl MbIlWWHBIE MOHOKJIOHAJIbHbIE
aHTUTena k K3A uenoseka. B nyHkax nnaHweTa, npu aobasBneHnn uccnesyemoro
obpasua, npoucxoauT cBsizbiBaHWe KDA, copepxallerocs B wccrneayemom obpasue,
C aHTMTeNnaMu Ha TBepAon ¢ase. O6pa3oBaBLIMNCA KOMMEKC BbISBASKOT C MOMOLLbLO
KOHbtOraTa MbIWWHbBIX MOHOK/IOHaNbHbIX aHTuTen k K3A yenoseka C MepokcuAaason
xpeHa. B pe3synbtate obpasyeTrcs CBA3aHHbIA C MNACTUKOM «C3IHABUY», COAEpXKaLUUN
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpaMeTunbeH3nanHa
(TMB) nponcxoauT okpallmBaHMe pacTBOPOB B SIyHKaX. MHTEHCMBHOCTb OKpPacKu NpsiMo
NponopuUnoHanbHa KOHUEHTpaLumMmM KapunHO3IMOpMOHaNbHOro aHTUreHa B UCCeayeMoM
obpa3sue. KoHueHTpauuto KapunHo3MOpMOHanbHOro aHTUreHa B uccneayembix obpasuax
onpeaensioT no KannbposBoyHOMY rpadumKy 3aBMCUMOCTM OMTUYECKOM MIOTHOCTU
OT CcoAepXaHUs KapuMHOIM6PMOHANbHOIr0 aHTUreHa B KannbpoBOYHbIX Npobax.

3. AHAJTUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneundunyHOCTb. [lepekpecTHas peakuus MbIWNHBIX MOHOK/IOHAMbHbIX
aHTUTen Kk K9A yenoseka c ApyrMMu aHanuTamun npvseaeHa B Tabnuue:

AHanut NepekpecTtHasa peakuusa, %
CA125 <0.1
CA19.9 <0.1
CA15.3 <0.1

3.2. Bocnpou3BoaUMOCTb.

KoadduuneHT Bapuaumn pesynbTaToB onpeaeneHuns cogepxaHna KSA B 04HOM n
TOM >e obpasue CbiBOPOTKKM (Njla3Mbl) KPOBM C MUcnosib3oBaHneM Habopa «K3A-UDA»
He npesBbiwaeT 8,0%.

3.3. JINHEeMAHOCTb.

3aBMCUMOCTb KOHUeHTpaumm K3A B obpasuax CbiBOPOTKM (Maa3Mbl) KPOBWU Mpwu
pa3BeAeHun UX CbIBOPOTKOM (Ma1a3Mon) KpoBU, He coaepxallen KDA, nmeeTt IMHENRHbIN
XapakTep B AuMana3oHe KOHUeHTpauun 2-64 Hr/mn un coctasnset +£10,0%.

3.4. TOYHOCTD.

[aHHbIA  aHaNUTMYeCKMIi napameTp MpPOBEPSETCA TEeCTOM Ha <«OTKpbITMEe» -
COOTBETCTBME W3MEPEHHOW KOHUeHTpauun KA npeanuncaHHOM, NosyyYeHHoOn nyTtem
CMelUMBaHMUS paBHbIX 06BHEMOB KOHTPOJIbBHOW CbIBOPOTKWM M KannMbpoBOYHOW Mpo6bI
4 Hr/mn. MNMpoueHT «oTKpbITUA>» cocTasnseT 90-110%.

3.5. YyBCTBUTENBHOCTb.

MuHMManbHasi gocToBepHo onpeaensieMass HabopoMm «K3A-UDA» KOHLEHTpauus
K2A B cbiBOpOTKe (Nna3Me) KpoBW He npesblwaeT 1 Hr/mi.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN puck NpuMmeHeHus Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce koMmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHTta (5,0% pacTtBop
CEPHOW KMUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUNUSX ABNSIOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem. UsberaTb
pa3bpbI3rMBaHUs U NoMaAaHus Ha KOXY U Cin3ncTble. Mpu nonagaHum Ha KOXY U CIM3UCTbIe
NopaKeHHbI y4acToK cnefyeT NpoMbITb 6ONbLINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopoM cneayet cobniogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuma Wt
NMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAeNeHuax, oTaenax) CaHuTapHO-
3MNNAEMUONIOTNYECKUX YUPEXAEHUIA cucTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. MNpu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBLIE WU
Na1acTMKOBbIe NepYaTKn, Tak kak 06pa3Lbl KPOBM YenoBeKa crieayeT pacCMaTpmBaTb Kak
NoTeHUManbHO MHOULMPOBAHHbIA MaTepuan, CNoCobHbI ANUTENbHOE BPEMS COXPaHSTb
n nepegaBaTb BWY, Bupyc rematuta wnu nwboin apyro Bo36yauTenb BUPYCHOM
MHbeKUMN.

6. OBOPYAOBAHUE U MATEPUAIJIbI,
HEOBXOAWUMBbBIE NPU PABOTE C HABOPOM

- (POTOMETp BEpTUKANbHOI0 CKAaHNPOBAHWS, MO3BOJISOLLNIA N3MEPATb ONTUYECKY O
MAOTHOCTb COAEPXKMMOrO JIYHOK MjaHweTa nNpu AsMHe BOSIHbI 450 HM;

- TepMocTaT, noaaepXxuBarmwmn temnepatypy +37+-0,1 °C;

—  [03aTopbl CO CMEHHbIMW HaKOHEYHMKaMK, no3sonswwme oTbnpatb 06bLEMbI
B Anana3oHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTuMocTbio 500 Mmn;

- BOAa AUCTUNNIMPOBaHHas;

- rep4yaTku pe3nHOoBble UKW NIacTUKOBbIE;

- 6ymara dunbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB A/ AHAJIN3A

7.1. MNepepa npoBefeHWeM aHanm3a KoMnoHeHTbl Habopa n nccneagyemele obpasubl
CbIBOPOTKM (MNNa3Mbl) KpOBW cfefyeT BblAepXaTb MNpW KOMHATHOW TeMmnepaType
(+18-25 °C) He MeHee 30 MUH.

7.2. MpurortosBneHve niaaHweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMOe KONM4ecTBO
cTpunoB. OcTaBLlnecs Hencnonb30BaHHbIMM CTPUMbI, YTOObI NPeAOTBPaTUTL BO3AENCTBME
Ha HWX BNaru, TWaTenbHO 3aKkneuTb 6yMaron ANns 3akfenBaHUsa naaHweTa u XpaHuTb
npu Temnepatype +2-8 °C B TeyeHMe BCero cpoka rogHoctn Habopa.

7.3. MpurortoBsieHne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MEPHbIN LMAMHAP BMecTuMOoCTbto 500 Mn, no6aBuTb 440 M AUCTUNNIMPOBAHHOW BOAbI U
TwaTtenbHO nepeMewaTs. B cnyyae gpobHoro ncnone3osaHuns Habopa cneayet otobpathb
HeobxoAMMOe KOIMYECTBO KOHLUEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTy AUCTUANN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
NINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHNSA U SKCIMJTYATALIUMN HABOPA

8.1. Habop peareHToB «KDA-UDA» fonKeH XpaHUTbCA B YMNakoBKe MpeanpusTus-
M3rotoBuTENS npu TemnepaTtype +2-8 °C B TeueHne BCEro Cpoka roAHOCTU, YKa3aHHOro
Ha ynakoBke Habopa.
[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3amopaxwusaHue uenoro Habopa.
[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaXx.
8.2. Habop paccuuTtaH Ha npoBefaeHue aHanusa B aybnukatax 41 uccnegyembix
o6bpa3uoB, 6 KanMbpoBOYHbIX Mpob6 M 1 Npobbl KOHTPONLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).
8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHuTb
cnepytowmm obpasom:
- OCTaBlUMECs HeMCrnosib30BaHHbIMKU CTPUMbl HEO6XOAMMO TWATeNbHO 3aKfenTb
6ymarorn Ans 3akneuBaHWs MnaHweTa U XpaHuTb Npu Temnepatype +2-8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- KOHblorat, cybcrtpaTt, cTon-peareHT MOCne BCKpbITUA (dNakoHOB cneayet
XpaHuUTb Npu TemnepaType +2-8 °C B TeueHue BCero cpoka rogHoctn Habopa;

- KanubpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUSA (DIaKOHOB

cnepyeT XpaHuUTb nNpu Temnepatype +2-8 °C He 6onee 2 MecsiLeB;

- OCTaBLUMINCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer

XpaHuUTb Npu TemnepaType +2-8 °C B TeueHue BCero cpoka rogHoctn Habopa;

- MNPUrOTOBJIEHHbLIN OTMbIBOYHbIA PacTBOp clefyeT XpaHUTb MpPU KOMHaTHOWN

Temnepatype (+18-25 °C) He 6onee 5 cyTok wnam npu Temnepartype +2-8 °C
He 6onee 30 cyToK;

MpumeyaHune. MNocne ncnonb3oBaHUA peareHTa HeMeASIeHHO 3aKpbliBalTe KpPbILKY
¢nakoHa. 3akpbiBaliTe KaxAabln dfakoH CBOEN KPbILLIKON.

8.4. [Ina npoBedeHMs aHanu3a He creayeT WCMoJb30BaTb FEMOSIM3MPOBAHHYHO,
MYTHYO CbIBOPOTKY (Na1a3My) KpOBM, a Takxe CbIBOPOTKY (NaasMy) KpoBK, coaepxallyto
asug HaTpusa. Ecnn aHanu3 npovsBoANTCS He B AeHb B3SITUS KPOBU, CbIBOPOTKY (MNiasmy)
cnepyet xpaHuTb npu Temnepartype -20 °C. [NoBTOpHOe 3aMopaxuBaHue-oTTanBaHue
o06pasLoB CbIBOPOTKM (M1a3Mbl) KPOBU HE AOMyCKaeTcs.

8.5. VcknouyaeTca ncnonb3oBaHMe Ana aHanusa o6pasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAewn, Nosy4vaBlMX B Lensax ANarHOCTUKM WK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIUNHbIE aHTUTENa.

8.6. Mpu uncnonb3oBaHuM Habopa ANs NpoBeAeHUss HECKOSIbKUX He3aBUCUMbIX
Cepuil aHanu3oB cneayeT UMEeTb B BUAY, YTO A/ KaXA0ro HE3aBMCMMOro OnpeaeseHuns
HeobxoAMMO MNOCTPOEHWEe HOBOro KanubpoBoyHOro rpadwukKa; Kpome 3TOro,
pekoMeHAyeTCs onpefefnieHne KOHUEHTpauuuM KapuumHO3IMO6PUOHaNbHOro aHTUreHa
B KOHTPOJIbHOW CbIBOPOTKE.

8.7. Ins nony4vyeHns HadexXHbIX pe3ynbTaToB Heob6XoaMMoO cTporoe cobniogeHue
WHCTpyKUMKM No npuMeHeHuto Habopa.
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10. OOXXKMAAEMbIE 3HAYEHUA U HOPMbI

10.1. OcHoBbIBasACb Ha pesynbTaTtax uccnenoBaHumn, npoBeAeHHbIX
000 «XEMA», pekoMeHAyeM MOSb30BaTbCsH HOpMaMu, NMpUBEAEHHbIMU HWXe. BmecTte
C TeM, B COOTBETCTBUM C npaBunamum GLP (Xopowei nabopaTopHOI NpakTUKK), Kaxxaas
nabopatopusa AO/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakTepHble Ans
obcnegyemon nonynsaunu.

MpumeuaHue. 3HauveHMss KoHUeHTpaumin K3SA B wuccneayembix obpasuax,
HaXxoAasLWMeCs HUXe rpaHuubl 4YyBCTBUTENbHOCTM Habopa (1 Hr/mna), a Takxe
npeBbillalOWmMe 3HavyeHue BepxHen KanmbpoBouyHoW npobbl (64 Hr/mn) crnepyert
npuBOAMTbL B cneaytoller dopme: B nccriegyemom obpasue X KoHueHTpaums KOA Huxe
1 Hr/MN unu Bble 64 HI/MN.

" EAvHMLUBI
ccnepyemas
rpynna Hr/wmn
HwxHui npenen | BepxHui npeaen
HeKypsaLwmne - 5.0
KYPUAbLLMKN - 10.0

11. INTEPATYPA

1. Hammarstrom S. The carcinoembryonic antigen (CEA) family: structures, suggested
functions and expression in normal and malignant tissues. Semin Cancer Biol 1999;
9:67-81.

2. Cancer Diagnosis — Information About Cancer - Stanford Cancer Center. Retrieved
2008-10-15.

3. Gold P, Freedman SO. Demonstration of tumor-specific antigens in human colonic
carcinomata by immunological tolerance and absorption techniques. ] Exp Med
1965;121:439.

Mo BonpocamM, kacarwmumcsa kayectsa Habopa «K9A-UDA>,

cnepyet obpawaTtbcss B 000 «XEMA» no agpecy:

105043, Mocksa, a/a 58,

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

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

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

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

1. INTENDED USE

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

This kit is designed for measurement of carcinoembryonic antigen 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

Carcinoembryonic antigen (CEA) represents a family of heavily glycosylated
glycoproteins with MW 180-200 kDa which is expressed and secreted by normal human
gastrointectinal mucosa.

Serum CEA elevation may serve as the early laboratory marker of relapsing
or metastatic colon or rectal carcinoma. Elevated serum CEA is observed in many other
adenocarcinomas, including mammary, gastric, pulmonary, esophageal and ovarian;
in some of these patients serum CEA may be used for disease monitoring.

In blood circulation, there are the substances showing high degree of similarity
to CEA (NCA, NCA2); this fact requires the use of highly specific anti-CEA reagents.
In a present test-system, we use for capturing CEA the monoclonal antibody 3C6
directed towards domain A3/B3, epitope Gold group I.

Due to high prevalence of serum CEA elevation in benign diseases (mucosal
inflammations), this test system is not recommended for screening for malignant
tumours.

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

4.1. For professional use only.

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

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

4.4, Avoid contact with stop solution containing 5,0% H2S04. 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 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

.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 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 carcinoembryonic antigen
concentration.

9.3. Determine the corresponding concentration of carcinoembryonic antigen 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 rll\ilt,ss(z;%aon:?n ) ! E
CAL 1 0 ng/ml 0.09 ¢ | B
CAL 2 2 ng/ml 0.21
CAL 3 4 ng/ml 0.30 § oo
CAL 4 8 ng/ml 0.51
CAL 5 32 ng/ml 1.61 N ‘ ‘ ‘
CAL 6 64 ng/ml 2.58 T M
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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
CEA. 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
Sex, age ng/ml
Lower limit Upper limit
Non-smokers - 5.0
Smokers - 10.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte | Cross-reactivity, % wt/wt
CA125 <0.1
CA19.9 <0.1
CA15.3 <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 1 ng/ml.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE

1. Hammarstrom S. The carcinoembryonic antigen (CEA) family: structures, suggested
functions and expression in normal and malignant tissues. Semin Cancer Biol 1999;
9:67-81.

2. Cancer Diagnosis — Information About Cancer - Stanford Cancer Center. Retrieved
2008-10-15.

3. Gold P, Freedman SO. Demonstration of tumor-specific antigens in human colonic
carcinomata by immunological tolerance and absorption techniques. ] Exp Med
1965;121:439.
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