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K2221

«YTBEPXJEHA»
Mpuka3 PocsapaBHaasopa N2 2136-Mp/10 ot 17 mapTa 2010 r.
KPA N2 6171 oT 04.02.2010 r.

MHCTPYKUNA MO NPUMEHEHNIO HABOPA PEATEHTOB AnA
MMMYHO®EPMEHTHOIO ONMPEAEJIEHNA CA125
B CbIBOPOTKE (MJIASME) KPOBU «CA125-UNDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«CA125-VOA» npegHasHayeH A8 KOJMYECTBEHHOrO
onpepeneHns KoHueHTpauum CA125 B cbiBOpoTKe (nnasMe) KpoBW MeToAoM
TBEpAO(a3HOro MMMyHO(EPMEHTHOIr0 aHanun3a.

1.2. CA125 npeacrtaBnser coboli aHTureH (3nmMTon), ACCOLMMPOBAHHbLIN
C aAeHoKapunHOMaMn AMYHUKOB N HEKOTOPbIMK APYrnMK onyxonsamu. KonnyectseHHoe
onpeaeneHne CA125 B CbIBOPOTKE MK Ma3Me UCMO/b3YeTCs AN MOHUTOPUHIa 60/1bHbIX
C ageHokapuuHoMaMn suyHukoB. dnuton CA125 obHapyXmBaeTcs Ha reTeporeHHon
rpynne rAMKONPOTEMHOB C BbICOKOM MONEKYISIPHOM Maccoh (MofiekynsapHas macca
oT 200.000 po 1.000.000). B BbICOKOM nMpoueHTe cnydaeB cogepxaHue CA125
NnoBbIWAETCA MNpU  aAeHOKapUWMHOMAX SUYHUKOB, 3@ WCKIIOYEHUM MYLWMHO3HOW W
rpaHy1e30KIeTOYHON ructonornyeckon cdopmbl. Kpome toro, CA125 obHapyxusaeTtcs
B HEKOTOPbIX 3MOPUOHANbHbBIX TKAHAX M HEKOTOPbIX TKAHSX B3pOC/AOro OpraHu3Ma -
B anutenum dannonueBbiXx Tpyb, B amoOKPWMHOBBIX MOTOBbIX >efe3ax, MOSOYHbIX
xenesax, sHAoMeTpuu. lMoBbllweHne KoHueHTpauun CA125 B cbiBOpOTKe HabnogaeTcs
y 6onbwnHcTBa 60MbHBLIX C afeHOKapLMHOMaMM SSUYHUKOB - B TOM 4YMC/e, Ha NepBoWn
ctagun. Onpeaenenuve yposHa CA125 nonesHo Ansa KOHTPons aPPeKTUBHOCTM TeveHuns
N CNexXeHna 3a TeYyeHUEM a[eHOKapuWHOM SWYHMKOB; BMeCTe C TeM, pe3yfbTaTbl
n3mepennss CA125 Bcerga cneayeTr MHTeprnpeTMpoBaTb B KOMMEKCe C pe3ynbTaTamu
APYrMX MeTOAO0B WCCNEeAO0BaHUA W KIWMHWYECKUMW AAHHbIMW. [laHHble, MOJyYeHHble
B nabopatopum XEMA, cBWAETENbCTBYIOT, 4TO MNepuoanyeckoe onpeaeneHune
ypoBHs CA125 MoxeT 6bITb MONE3HO ANS AMArHOCTUKW pa3BUTUS afeHOKapLMHOMbI
pnOpo3HON TKaHM nerknx Yy O60NbHbIX C WHTEpcTMUManbHbiMKM 3aboneBaHus MU
nerkux. B onpepeneHnn antureHa CA125 ncnonb3yoTca MOHOK/IOHasbHble aHTUTena
K 3NUTOMHbIM rpynnam A mn B, nonydeHHble XEMA (X306 u X52); cneundunyHocTb
aHTUTEN MNOoATBEpXAeHa MeXxAyHapoAHow skcnepTHow rpynnow (TD1 workshop 2000,
International Society of Oncodevelopmental Biology and Medicine).OnpeaeneHune
ypoBHs CA125 He no3BonsieT NpoOBOAMTb PaHHIOW AMArHOCTUKY 3/10KaYeCTBEHHbIX
3aboneBaHuii, MOCKOMbKY MOBbiWeHHOe coaepxaHne CA125 B CbIBOpOTKE MOXeT
HabnaaTbCa Npu KapuuvHOMe MaTKW, rernatoMe, afeHOKapuMHOME MNoAXenyAOo4YHOWM
Xenesbl, a Takxe npu 3abosieBaHNAX HEOMyX0neBOW NPUPOAbl — HanpuMmep, UMppo3e
MeyYyeHn, WHTEepPCTULUManbHbIX 3aboneBaHuax nerkmx. BHUMAHWE! 3Stotr Habop
npeaHasHayeH ToNbKo AN paboTbl C CbIBOPOTKOW WM nnasMon. Mpu aHanuse Apyrux
TMnoB o6pasLoB - HanpuMep, acUUTUYECKOM XWAKOCTU, MeBpasibHbIX BbIMOTOB WMAU
KYyNbTypanbHbIX CyNepHaTaHTOB — MOXHO MOJTyUYUTb JIOXKHbIE pe3yfbTaThl.
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2. IPUHUUN PABOTbl HABOPA

OnpegeneHne CA125 OCHOBaAHO Ha MWCMNOSb30BaHUM  «CIHABUY»-BapuaHTa
TBEpAodasHoOro WMMyHodepMeHTHOro aHanms3a. Ha BHYTPeHHel MnOBEPXHOCTU
JIYHOK MAaHweTa MMMO6MIN30BaHbl MbllWMHbIE MOHOK/OHaNbHble aHTuTena k CA125
yenoseka. B nyHkax nnaHweTta, npu gobasneHnn nccneayemoro obpasua, Nnpomcxoant
cesa3biBaHMe CA125, copepxauwerocsas B uccnegyemom obpasue, C aHTUTeNaMM Ha
TBepaon asze. O6pa3oBaBLUMINCS KOMMIEKC BbIABASIOT C MOMOLWbIO KOHbtoraTa
MbIWMWHbBIX MOHOK/MOHaNbHbIX aHTUTen k CA125 uenoBeka C nepokcuMAason XpeHa.
B pe3ynbtaTe o06pa3yeTcs CBSA3@HHbIM C MACTUKOM «CIHABUY», COAep>Kalynii
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3uanHa
(TMB) nponcxoamT oKpallnBaHue pacTBOpPOB B IyHKax. MHTEHCMBHOCTb OKpacku Npsimo
nponopunoHanbHa KoHueHTpauun CA125 B uccneayemom obpasue. KoHueHTpauwuio
CA125Buccnenyembix obpasuax onpeaensitoTno KaanbpoBoYHOMY rpadmKy 3aBUCUMOCTH
OMNTUYECKOW MNOTHOCTK OT coaepxaHust CA125 B kannbpoBouHbIX npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHANbHbIX
aHTuTen k CA125 yenoseka c ApyrMMun aHanutamu npuseneHa B tabnuue:

AHanurt NepekpecTHasa peakuus, %
K3A <0.1
CA19-9 <0.1
CA15-3 <0.1

3.2. Bocnpon3BoanMOCTb.

KoadhdurumeHT Bapuauum pe3ynbTaToB onpeaeneHus coaepxanHms CA125
B OAHOM UK TOM Xe obpa3ue CblIBOPOTKM (Ma3Mbl) KpPOBM C WCMOSb30BaHNEM
Habopa «CA125-UDA» He npeBbiwaeT 8,0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun CA125 B obpasuax CbiBOPOTKM (MasMbl) KpPOBU
npu pasBefeHun UX CbIBOPOTKOM (Mna3Mon) KpoBu, He coaepxauwer CA125, nmeet
NINHENMHbIM XapaKTep B Anana3oHe KoHueHTpauui 25-400 Ea/mn n coctaBnseT £10,0%.

3.4. To4yHOCTDb.

[aHHbI  aHanuUTMYecKMii napaMeTp MpPOBEPSEeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBUE M3MEepeHHOW KoHueHTpauun CA125 npeanncaHHOM, NMONYYEHHOW nyTem
CMELNBAHNA paBHbIX OH6BEMOB KOHTPOJSIbHOM CbIBOPOTKW W KanubpoBO4YHOW Mpobbl
50 Ea/mn. MpoueHT «oTKpbITUsA» cocTtaBnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa goctosepHo onpeaenseMas Habopom «CA125-UOA» KOHLEHTpaums
CA125 B cbiBOpoTKe (nna3me) KpoBu He npesblwaet 0.5 Ea/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMeHeHns Habopa — knacc 1 (FTOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem cron-peareHta (5,0% pacTtsBop
CEPHOW KMUCNOTbI), B UCMOJIb3YyEMbIX KOHLIEHTPaUUSAX ABASOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxatmowmm gernicteuem. MsberaTb
pa3bpbI3rMBaHuUs M NoMagaHuns Ha KOXY 1 Cin3nctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60/bLINMM KOMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cnepyet cobnogate «lMpaBuna yCTpONCTBA, TEXHUKMU
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NMYHON rurmeHbl Npu pabote B nabopatopusix (OTAeNEeHUAX, oTaenax) CaHuTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUA cMCTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayetT HaaeBaTb OAHOPA30Bble PE3UMHOBLIE WU
nacTMKOBble MepyaTKn, Tak Kak 0bpasubl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHDULMPOBAHHbBIN MaTtepuar, CnoCObHbIV ANUTENbHOE BPEMS COXPaHATb
N nepegaBaTb BWY, Bupyc renatuta unm nwoboli apyroi Bo36yauTenb BUPYCHOW
MHdekunu.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEpTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNI U3MEPATb ONTUYECKY IO
NIOTHOCTb COAEPXXMMOTrO JIYHOK MaHLweTa npu anvHe BofHbl 450 HM;

- TepMocTaT, noaaepXxuBarwmin Temnepatypy +37 °C £0,1 °C;

—  [A03aTopbl CO CMEHHbIMW HaKOHEeYHMKaMu, no3sonswwme oTbéupate 06bEMbI
B AmanasoHe 25-250 mMKkn;

- UWAMHAP MepHbI BMecTuMocTbio 500 mn;

- BOAa AUCTUNIMPOBaHHas;

- nepyaTKu pe3nHOBble UK NIACTUKOBbIE;

- bymara dunbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB A1 AHAJIN3A

7.1. MNepen npoBeAeHMEM aHann3sa KOMMNoHeHTbl Habopa v nccneayemoie o6pasubl
CbIBOPOTKM (MNasMbl) KpOBW cnedyeT BblAepXaTb MpW KOMHATHOW TeMmnepaType
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpurotossieHne NJaHLWeTa.

BCKpbITb MakeT C NAaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
ctpynoB. OcTaBwKWecs  HEeWCNOoNb30BaHHbIMKM  CTpuMbl, 4YTOBbl  NpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BRaru, TWwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHms NaaHwWeTa
1 XpaHuTb Npu TemnepaTtype +2...+8 °C B TeueHne BCero cpoka rogHoctn Habopa.

7.3. MpurotoBJsieHMEe OTMbIBOYHOI0 pacTtBopa.

Coaepxumoe dhnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pactsopa (22 M), nepeHectn
B MEPHbIN LMAMHAP BMecTMMOoCTbto 500 Mn, Ao6aBuTb 440 MN AUCTUNNMPOBAHHOW BOAbI U
TWwaTenbHO nepeMelaTb. B cnyyae gpobHoro ncnonb3osaHmns Habopa cneayet otobpathb
HeobXxo0AMMOe KOIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pas3BecTu AUCTUANN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
NINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHUSA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «CA125-UDA» foMKEH XpaHUTbLCS B yNakKoBKE NMpeanpustms-
M3roToBuTENS Npu Temnepartype +2...+8 °C B TeyeHune BCcero cpoka roaHOCTU, yKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3amopaxuaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannb6poBOUYHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

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:

- OCTaBLUMECS HEeWCnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymaron ansa 3aknemBaHus NiaHwWweTa U XpaHuTb Npu Temnepatype +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraTt, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayet
XpaHuTb Npun TemnepaTtype +2...+8 °C B TeueHune BCero cpoka rogHoctu Habopa;

- KanubpoBOYHble NPO6bI U KOHTPOJIbHYIO CbIBOPOTKY MOC/AE BCKPbITUS P/lakOHOB
cnepyeT XpaHuTb npu Temnepatype +2...+8 °C He 6onee 2 MecsiLeB;

- OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPAaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb npu TemnepaTtype +2..+8 °C B TeueHue BCEro cpoka rogHOCTU
Habopa;

- TMNPUrOTOBJIEHHbIN OTMbIBOYHbIA PacTBOp clefyeT XpaHWTb MpPU KOMHATHOM
Temnepatype (+18..4+25°C) He 6onee 5 cyTok wnuM npu TemnepaType
+2...4+8 °C He 6onee 30 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/IeHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpblBaliTe Kaxabli hf1akoH CBOEN KPbILLIKON.

8.4. ins npoBeAeHWa aHanuM3a He cneayeT WCMNofb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYH CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Ms1iasMy) KpoBU, coaepKallyto
asua HaTpus. Ecnu aHann3 npon3BoAnTCSA He B AeHb B3SITUS KPOBU, CbIBOPOTKY (M1asmy)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMoOpa)kMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (Nf1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VckntoyaeTcs Mcnosb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (Mia3Mmbl)
KPOBW NtoAen, Nony4yasBlwmMX B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbILUNHbIE @aHTUTENa.

8.6. Mpn wucnonbloBaHun Habopa Ana nNpoBeAEHUS HECKOSIbKUX HEe3aBUCUMMbIX
cepuil aHanuM30B cneayeT UMeTb B BMAY, YTO ANS KaXXA0ro He3aBUCMMOro onpeaeneHns
Heob6XoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHayeTcs onpeaeneHve KoHueHTpaumm CA125 B KOHTPOJSIbHOM CbIBOPOTKE.

8.7. [Ins nony4yeHns HadexXHbIX pe3ynbTaToB HeobxoaAmMmo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHunto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbIx OO0 «XEMA»,
pekoMeHAyeM Mosib30BaTbCs HOpMaMu, NpuBeAEeHHbIMM HWxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamum GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpeaenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnegyemMon nonynsaunn.

MpumeuaHune. 3HauyeHuss KoHuUeHTpaumit CA125 B wuccneayembix obpasuax,
HaxoAslWmMecss HuXe rpaHuubl 4yBCcTBUTENbHoCcTM Habopa (0.5 Ea/mn), a Takxke
npeBbillalOWmMe 3HavyeHne BepxHen kanubposouHow npobel (400 Eap/mn) cnepyet
npvBOAMTbL B cneaytouwer dopme: B nccnegyemMom obpasue X KoHueHTpauus CA125
Huxe 0.5 Ea/mn unu Bbiwe 400 Ea/mn.

Uccneayemasn EanHuubl, EQ/mn
rpynna HvoxHuA npeaen BepxHu# npeaen
My>XXUMHbI - 35
XKeHLWmnHbI - 35
BepemMeHHble:
1-1 TpumecTp - 60
2-A TpUMecCTp - 150
3- TpumMecTp - 200
B nepvog nakrtaumm - 80

BHuMaHue! Habop peareHtoB «CA125-NDA» npegHa3HayeH ToNbKO Ans paboThl C
obpasuamm cbiBOpoTkM (Mnasmbl) KpoBu. Mpu mMccrenoBaHum Apyrnx Tunos obpasuos
(acumMTMYEeCKOol XMAKOCTH, NeBpasbHbIX BbINOTOB UM KYNbTypasibHbIX CyNepHaTaHTOB)
MOXHO MOSTYYUTb JIOXKHbIE pe3ynbTaTbl.
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Mo BonpocaM, kacatowmmcs kadectsa Habopa «CA125-UDA»,
cneayet obpawaTtbcs B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

3M1eKTpOHHas noyta: info@xema.ru; rqc@xema.ru
WHTEPHET: Www.Xema.ru; www.xema-medica.com

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

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF CA125
IN HUMAN BLOOD SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of CA125
in blood serum or plasma.

This kit is designed for measurement of CA125 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

CA125 is an antigen (an epitope) associated with ovarian carcinoma and some other
tumors. Quantitative determination of CA125 in serum and plasma is used for follow-up
of patients with primary invasive ovarian carcinoma. The CA125 epitope is found on a
heterogeneous group of glycoproteins with a high molecular weight (MW 200.000 to
over 1.000.000). CA125 can be detected in a high percentage of nonmucinous epithelial
ovarian tumours. In addition, CA125 is detectable in some fetal tissues and in adult
tissues in the epithelium of the phallopian tubes, apocrine sweat glands, breast glands,
endometrium and endocervix. Elevated serum concentrations of CA125 are found in
most patients with epithelial ovarian cancer, including those with stage 1 disease. CA125
determination is useful for therapy control and follow-up of ovarian cancer patients
treated by any type of therapy. However, the CA125 values obtained should always be
interpreted in the context of the results obtained by other clinical procedures.

Internal data obtained by XEMA suggest that serial determination of CA125 may be
helpful for diagnosis of adenocarcinoma development in fibrotic lung tissue in patients
with interstitial lung diseases.

In a present test system, monoclonal antibodies X306 (epitope group A) is used
to capture the antigen, and monoclonal antibodies X52 (epitope group B) are used as
a tracer. The epitope specificity of both antibodies were confirmed by an independent
expert group (TD1 workshop 2000, International Society of Oncodevelopmental Biology
and Medicine).

Determination of CA125 is not suitable for early diagnosis of malignancies because
elevated CA125 values may also be found in patients with uterine carcinoma, hepatoma
and pancreatic adenocarcinoma as well as in non-malignant conditions such as liver
cirrhosis, interstitial lung diseases, severe endometriosis and during pregnancy.
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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 CA125-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies — murine monoclonal to human
CA125, 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. 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...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 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 CA125 concentration.

9.3. Determine the corresponding concentration of CA125 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 Uli\i::?zl}:aon:;) ::: I 25

CAL1 0 U/ml 0.05 o )

CAL 2 25 U/ml 0.26 e P

CAL 3 50 U/ml 0.45 oo |- ) /,,/

CAL4 | 100 U/ml 0.79 wl

CAL 5 200 U/ml 1.45 /31}/”

CAL 6 400 U/ml 2.20 I
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10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods alone -
all available clinical and laboratory findings should be used by a physician to elaborate
therapeutically measures. Each laboratory should establish its own normal range for
CA125. 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, U/ml
! Lower limit | Upper limit
Males - 35
Females - 35
Pregnancy week:
1st trimester - 60
2nd trimester - 150
3rd trimester - 200
Lactation - 80

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

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

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

11.3. Linearity. Linearity was checked by assaying dilution series of 5 samples with
different CA125 concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery. Recovery was estimated by assaying 5 mixed samples with known
CA125 concentrations. The recovery percentages ranged from 90 to 110%.
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