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K226I

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

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

1. HABHAYEHMUE

1.1. Habop peareHTtoB «CA15.3 (M12)-UDA» npeaHasHayveH An5 KOIMYECTBEHHOIO
ornpefeneHns KoHueHTpauuu aHtureHa CA15.3 (M12) B cbiBOpoTKe (nna3Mme) KpoBu
MeToAOM TBepAoda3HOro MMMyHO(EPMEHTHOIrO aHann3a.

1.2. AutreH MUC1 npeactaBnsieT cobo rMMKONPOTEUMH reTeporeHHOoro cocrasa
Cc MonekynspHon maccon 300-450 k[da. YposeHb MUC1 B KpOBW MOBbIWAETCA Npu
pake MonouHon xenesbl (PMX). OnpeaeneHne MUC1 B CbIBOPOTKE W/ MJla3Me KPOBM
ncnonb3yeTcsa Ans MOHUTopuHra PMX, oueHkn apheKTUBHOCTM NeYeHUs U BbISBIEHNUS
peunamBa WnM MeTtacta3oB. [laHHbIn Habop caenaH Mo MNPUHLMMY <reTeporeHHOoro
C3HABMYA» — B HEM WCMOJIb30BaHbl [Ba MOHOK/IOHaNIbHbIX aHTMTena (X108 m X19),
BbISIBASKOWMX YHUKANbHbIA  MMMYHOLOMWHAHTHbIM NenTuaHbii  noBTop TRPAPGS
rnukonpotenHa MUCL. Mopo6Hble Habopbl 6onee cneundwuyHbl, YeM TeCT-CUCTEMbI,
cAenaHHble Mo MNPUHUWUMY <«rOMOreHHOro caHABuYa» (Hanpumep, «MUC1 (M22)-
NDA», kaT. N2 K227 «XEMA», nnu MCA, Roche) unm KOHKYpPEeHTHOro CBSi3biBaHUS
(Hanpumep, «MUC1 (M20)-U®A», kaT.N° K228 «XEMA», wnun BR27.29, Fujirebio),
HO ob6nagatoT HEBbLICOKOW YyBCTBUTENbHOCTbIO (He 6onee 75% paxe npu III ctaagnun
PMX). MoatoMy ANns oueHkn 3hOEKTUBHOCTU XUPYPruyeckoro ie4eHUss pekoMeHayem
onpenenaTb aHTureH MUC1, ncnone3dysa Bce Tpu tect-cuctembl (M12, M20 n M22) go un
nocne pesekumn onyxonu. [Ona panbHenwero nocneonepaumoHHOro MOHUTOPWUHra
LuenecoobpasHO NCMOMb30BaTb TONbKO OAHY TECT-CUCTEMY, MOKa3aBLYHO:

1) HanbonblKMn NocneonepaunoHHbIn cnag B %;

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

Ecnun 6onbHas He 6bina obcnegoBaHa A0 onepaumu (Hanpumep, Npu OTCPOYEHHOM
peunamBe), Mbl peKOMEHAYEM AMHAMUYecKoe ornpeaeneHne Bcex Tpex Mapkepos (M12,
M20 n M22). Kpome PMX, nosbliweHne ypoBHs MUC1 B KpoBu MOXxeT HabnioaaTtbcs
npu pake nerkux, SSIMYHMKOB, NMpeacTaTesIbHOW Xenesbl, WenKu MaTKu U Xeny[odyHO-
KuUWwe4yHoro TpakTa. [loBblweHne cogepxaHmsa MUC1 MoxeT pasBmBaTbCa W Mnpu
HEeKOTOpbIX A06poKayYeCcTBEHHbIX Mpoueccax: A06poKayeCTBEHHbIX OMyX0asX MOIOYHOM
Xenesbl U SAMYHUKOB, 3SHAOMETpPUO3e, renatmte, UMppo3e nedvyeHu, dubpose nerkux.
bepeMeHHOCTb M NakTauns TakxKe MOryT NpMBOAUTb K NOBbIWEHUIO ypoBHA MUCI.
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2. IPUHUUN PABOTbl HABOPA

OnpegeneHne antureHa CA15.3 (M12) ocHOBaHO Ha MCMOAb30BaHUWN «CIHABUY»-
BapwaHTa TBepAoda3Horo MUMMyHo(hepMeHTHOro aHannsa. Ha BHyTpeHHen NoBEPXHOCTH
NIYHOK MaHweTa MMMO6UIM30BaHbl MblUMHbIE MOHOK/IOHaNbHble aHTUTena k CA15.3
yenoseka. B nyHkax nnaHweta, npu gobasneHun nccneagyemoro obpasua, NpoMcxoant
cBasbiBaHne CA15.3 (M12), cogepxallerocs B uccnegyemMom obpasie, C aHTutenamm Ha
TBepAov dhase. O6pa30oBaBLUMIACS KOMMJIEKC BbISIBASIOT C MOMOLLbIO KOHbOraTa MbIWWHbIX
MOHOKJI0HasnbHbIX aHTMTen Kk CA15.3 yenoBeka C nepokcuaasoi xpeHa. B pesynbtaTte
obpasyeTca CBf3aHHbIN C MNJACTUKOM <«C3HABWY», coAepXkalui nepokcmaasy. Bo
BpeMsi MHKybaumm ¢ pactBopoMm cybcTpata TeTpameTunbeHsnanHa (TMB) npoucxoaunT
OoKpalnBaHMUe pacTBOPOB B JlyHKax. IHTEHCMBHOCTb OKpacKu NpsiMO NPoMnopLMOHanbHa
KOHLUeHTpaumn aHTureHa CA15.3 (M12) B uccneayemom obpasue. KoHueHTpauwuio
aHTureHa CA15.3 (M12) B uccnegyembix obpasuax onpenensitoT no KaanbpoBoYHOMY
rpaduKy 3aBUCMMOCTN ONTUYECKOW MIOTHOCTM OT coaepXaHus aHTureHa CA15.3 (M12)
B KanmbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHoOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHANbHbIX
aHTuTen k CA15.3 yenoBeka C ApyrMMu aHanuTamu npmeeneHa B Tabnuue:

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

3.2. BocnpousBoAUMOCTb.

KoadhdurumeHT Bapmaumm pesynbTaToB onpenenenus cogepxanus CA15.3 (M12)
B OAHOM M TOM e obpa3sue CbiIBOPOTKM (Mna3Mbl) KPOBW C MCMOAb30BaHMeM Habopa
«CA15.3 (M12)-UOA» He npesbiwaeT 8,0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpaumm CA15.3 (M12) B o6pasuax CbiIBOPOTKM (MNa3Mbl) KPOBU
npv pasBeAeHun UX CbIBOPOTKOW (Mna3Mon) Kposu, He copepxalen CA15.3 (M12),
MMEeEeT NIMHENHbIN XapaKTep B AMana3oHe KoHueHTpauuni 12.5-250 Ea/mMn u coctaBnsiet
+10,0%.

3.4. To4yHOCTDb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIETCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME U3MepeHHON KoHueHTpauun CA15.3 (M12) npeanvcaHHONM, NonyyYeHHOM
nyTeM CMelunBaHUS paBHbIX O6bEMOB KOHTPOJIbHOW CbIBOPOTKM W KannbpoBOYHOWM
npobbl 50 Ea/mn. MpoueHT «oTKpbITUA» coctaBnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa [AocToBepHO onpegensemas Habopom «CA15.3 (M12)-UOA»
KoHueHTpauus CA15.3 (M12) B cbiBopoTKe (Mn1a3Me) KpoBu He npesblwaet 1.5 Eg/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.

PacTtBop cepHol kncnotel obnagaeT pasgpa)katowmm gencrtememM. Ms3beratb pasbpbis-
rMBaHUs ¥ nonajaHus Ha KOXY W CAn3ucTble. MNpu nonagaHum Ha KOXY U CIIM3UCTbIE MOo-
pa)X€HHbIM y4acToK criefyeT NpoMbiTb 60/bLUMM KOIMYECTBOM 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 BEPTMKANIbHOIrO CKaHMPOBaHWS, NO3BONSAIOLWNIN N3MEPATb ONTUYECKYIO
NAOTHOCTb COAEPXMMOIO JIYHOK MaHLWeTa Npu AnvHe BOAHbI 450 HM;

- opbuTanbHbIil Wwenkep (BCTpAXuBaTenb) ANS MWKPOMAHLLIET, CKOPOCTb
600-800 06./MUH.

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolme oTbupaTtb 06bLEMBI
B AnanasoHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTuMocTbio 500 Mn;

- BOAa AUCTWASIMPOBaAHHas;

- nep4yaTKu pe3nHOBble UMY NIACTUKOBbIE;

- 6ymara dpunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. Nepen npoBeaeHMEM aHann3sa KOMMNoHeHTbl Habopa v nccneayembie o6pasubl
CbIBOPOTKM (NNasMbl) KpPOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpurotoBneHue njaHwWwerTa.

BCKpbITb MakeT C NAaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOMYecTBO
ctpynosB. OcTaBlWwKMecs  HEWCNONb30BaHHbIMW  CTpUMbl, 4YTOBbI  NpeaoTBpaTUTb
BO34ENCTBME Ha HMX BNaru, TwaTenbHO 3aknenTb ByMmaron Ans 3aknemBaHus NaaHwWeTa
M XpaHuTb Npu Temnepatype +2...4+8 °C B TeueHuMe Bcero cpoka rogHoct Habopa.

7.3. MNMpurotoBneHne oTMbIBOYHOIO pacTBopa.

Coaepxumoe dhnakoHa € KOHLEHTPAaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHecTn
B MEPHbIN UnnuHap BMectuMocTbto 500 mn, nobasutb 440 M ANCTUNIMPOBAHHOM BOAbI U
TWwaTenbHO nepeMelaTs. B cnyyae apobHoro ncnonb3osaHuns Habopa cneayet otobpatb
HeobxoaMMoe KOIMYEeCTBO KOHLUEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTu AUCTUAIN-
poBaHHOM BoAoM B 21 pa3 (1 MmN KOHUEeHTpaTa OTMbIBOYHOrO pacrteopa + 20 mn auctun-
JINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHUSA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHtoB «CA15.3 (M12)-UDA» ponxkeH XpaHWUTbCS B YyMakKoBKe
npeanpuaTUA-nU3roToBuTens npu Temnepatype +2...+8 °C B TeuyeHue BCero Cpoka
roAHOCTW, YKa3aHHOro Ha ynakoeke Hab6opa.

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

8.2. Habop paccuutaH Ha npoBeaeHMe aHanusa B aybnukatax 42 uccnenyembix
obpasuoB, 5 kKannbpoBOYHbIX MpPo6 M 1 Npobbl KOHTPOSIbHOM CbIBOPOTKM (BCEro
96 onpepeneHui).

8.3. B cnyvae apobHOro mcnonb3oBaHns Habopa KOMMOHEHTbI CleAyeT XpaHuTb
cneayowmnm obpasom:

- OCTaBLUMECH HEWUCNOsIb30BAHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKlenTb

bymaror Ans 3akneMBaHus niaHweTa U XpaHUTb nNpu TemnepaType +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

-  WOA-bydep, KoHbIOraT, CybCcTpaT, CTOM-peareHT nocne BCKpbITUS (1akoHOB
cnenyeTr XpaHuTb npu TemnepaTtype +2...+8 °C B TeyeHme BCero cpoka
roagHocTn Habopa;

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

- OCTaBLUMIACA HEMCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTeopa cneayert
XpaHuTb Npu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka rOAHOCTU
Habopa;

- MNPUrOTOBJIEHHbIN OTMbIBOYHbIA PacTBOp clefyeT XpaHWTb MpU KOMHATHOWN
Temnepatype (+18...+25°C) He 6onee 5 cyTok wnau npu TemnepaType
+2...+8 °C He 6onee 30 cyToK;

MpuMeyaHune. MNocne NCNonb30BaHUA peareHTa HeMeAsSIeHHO 3aKpbliBalTe KpbILKY

¢nakoHa. 3akpbiBaliTe KaxAabl MfakoH CBOEN KPbILLIKON.

8.4. [ina npoBefeHMs aHanu3a He creayeT WCMNoJb30BaTb MEMOSIM3MPOBAHHYHO,
MYTHYO CbIBOPOTKY (Ni1a3My) KpOBM, a Takxe CbIBOPOTKY (MaasMy) KpoBK, CoAepxallyto
asua HaTpus. Ecnu aHann3 npon3BoANTCA HeE B A€Hb B3ATUSA KPOBU, CbIBOPOTKY (M1asmy)
cnepyet xpaHuTb npu Temnepartype -20 °C. [MoBTOpHOE 3aMopaxvBaHWe-oTTanBaHue
o6pasLoB CbIBOPOTKM (M1a3Mbl) KPOBU HE JOMycKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAeN, Nony4vaBlIMX B Lensax ANarHOCTUKM UK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbILUNHbIE aHTUTENa.

8.6. lNMpn wncnonb3oBaHnn Habopa Ana nNpoBeAeHUS HECKONbKUMX HEe3aBUCUMMbIX
Cepuil aHann3o0B cneayeT UMEeTb B BUAY, YTO A/ KaXA0ro HE3aBMCMMOro OnpeaesieHuns
HeobxoAMMO MOCTPOEeHWe HOBOro KanubposBoyHOro rpadwuka; Kpome 3TOro,
pekoMeHAyeTCs onpeaeneHne KoHueHTpaumn aHtureHa CA15.3 (M12) B KOHTpPO/bHOM
CbIBOPOTKE.

8.7. [Ina nony4yeHns HaAexHbIX pe3ynbTaToB HeobXxoaMMo cTporoe cobniogeHue
NHCTpyKuMM no npumeHeHunto Habopa.

Document: K2261 Instruction version: 101 Format version: 302

6



XEMA

g *d.1d eH 19nugeL anHaxworodu

*1991 YI9LLX
-oMds 8 soLloeanmedid0 NOHAL 20WMXKAST0D WoLe mdu ‘erHasedd-UOLd LMW QQT OU ‘BHUTUEHDQUMLIBWRCLDL
ered1dgAd doaioed M Med ‘MIDOHALDLRE0TSLOO0L XK WOL 8 U 019L00dOMD 9X YOL O UMHAL 909 09 DLUDDHY

TT

"BMHREaMMedy0 0J9HUD BMLnased MHaUSLD
10 nwowmdnaes 9 LAHUW QZ-0T dUHIhAL 8 (Do SC+''8T+) @2dAredauwalL UOHLEHWON uUdu dLOHWDL 9
1omHewru LUAAUQANHY "HUW €7 SMHDKIL 8 N1D98eM0dL OWNITOXQODH UNHALM 8 BHUTMEHIgLUMLBWRdLDL e1Rd1D9AD
edogloed anHOO9HYG ‘eHUTUEHAgUUIDWeRdLDL eredidgAd edoalded INIW QOT OU MMHAL 329 08 D1UDDHY

‘eed § MIHALF DLUOWLO U1 MOHAL SOWMNKADTT0D SLnLre’A NMNegANHU MMHERHONO O]

"HUW /"90 008-009 0i9120d0dd 0> UMHREUXEALOE WOHHBOLOO0U U D, SZ+""ST+ 9dArLedauwalr
udu LAHUW QE OUHBKAL 8 010 LUAAUQANHM N BLOMHELUU BUHREUDLMEE BUT KNOJeWAQ LOMHeurU 91ydues

"RLRIOCIGHOM LW QOT OU UMHAL 908 09 91UDDHY

MOHAL €M NLDONTUK MMLRLID0 9LBLRTA OHALSLRITIL OWUTOXQOSH UMHRFOdULHEMDT WOKeX ud|] ‘BOLaAgadL oH
(MOHAL avHeanhewee) axaI9wLlo ndu exxdares ‘wanHegoduLHEMST UM Yavneduude yaMoOIATawO0oU D nLdoHxdagou
WMOHALBLHOENAOL OU MIWBUHDXUET MIWI9g0JIAdY 1omHewy a1mHxsdidg ‘(€17 'u "Wd) edogided OJOHhOSIAWLO LW 0GZ
Ol MMHAL 908 09 9199eQ0T 934I9WL0 KoTKex udl] ‘eced € UMHAL DLUOWLO N WaMHREOdULHENDT ULM (BD0DBH
0JOHYAdLOOTOg oiqmowou o ‘dawundueH) yaunieduude MOHAL SO0WWMXKAST0D SLULRTA UUTIRQAMHW UWHERHOMNO Ol

"HUW /"90 008—-009 019120d0MDd 0> UMHREUXEALOE WOHHBOLOOU U D, SZ+""ST+ 9dALedauwalL
udu LAHUW Q€ SUHDhDL g LomHeru dLUAdUgANH) eLaMHeL BUMHREUILMRE BUT NOJeWAQ LOMHEeL U SLUSLMeE
‘N1D0HXd280U YOHAURLHOENAOL OU UWBUHIXMET MWI9g0lAdy elamHery 0Wmkdarod aiyuemawadau oHLedAddy

"IAHUW QT -G SMHDhAL g MULd2genodu OWNTOXQOSH gonerdgo
XI9WaATaLwoM U mMLododidd MoHAUodLHOXM ‘godu XiIaHhogodguurey auHaJdaHg ‘uaody (1aweewru) uwiirodoaiqad
goneedgo XIAWaADaLUIOU LMW QG Ou XeledUUgADW & 31MO9HE WHALK 3Ji9HAueldo g “wiirodogiqad
UoHAarodiHON U 1990du UOHhogOodgULrEN LW 0G OU XeLeXULrQAT g UIHAL DUMMOo1Ag101991000 9 91MIDHY

‘edapAg-vodU INIW 0§ OU BLIMHELU UXHALF 929 09 91UMD9HY

‘naody (1aweewry) nyiodogiqdd eneedgo 010WSATDLIIM YNHITaasRd XIqHAUd1ea0TaLO0L

OMAUOMI9H  9LegO€qUOLON  BILdATHowWoMad golelduAsad XIGHXSTeH BUHOhALOU BUT *SuHehawudl
jBMHBLRTadUO 19.LeLqrAead a1exedon 1oxow gofieedgo suHagegeed

BUT g01Ha1ead 1 godadAg xniAdT snHegosaroud|) (Z110S) dodAg-voy BAEaroudm ‘nidageed OHAUSLUHLIOUOT
19ATaUD 019 ‘U /73 G Loemiqgadu aneedgo WOwWaATaLdom 8 (ZTIW) £°GTVD BMnedLHaNHON sewaelerouradu Uwd3

‘my1odogiqad YoHarod1iHOM 1 godu XiIaHhogodguLeX
BUT MOHAL T 1 xedolgou g 9 19n€edgo a19WaATawdduM — aoumndid 09109hULOM SOWNTOXQOBH Adied g S1MLDBWO||

VEUUVHY aUHIT3Ig0dU "6

Format version: 302

Instruction version: 101

Document: K226I



K226I

0T - mnneier rondau g
G8T 0's dioamwndL u-¢
S9 0'S dioswundL y-z
SS - dioswmndl u-1

:919HHawWadag

0€ - IGHUTTIHIMK
o€ - IGHURXAN
uatfadu nmHxdag udkfadu MMHXMY
euufdi sewadauny
/'3 ‘19nuHni’y

‘UW/T3 QG @mi9g Uuv UW/T3 §'T
KUH (ZTIN) €'GTVD BUNediHaNHON X aNeedgo WOWSATBLIOU g :anwdod uamoiArawd a dainroandu LaArawd (vw/T3 0G2)

19godu  yoHhogodguuex uaHxdog oSMHOheHE aumoiemiqgadu axolel e ‘(UW/F3 G'T) edogeH WLIDOHALDLMELDEAR
19NnHed] 9XUH BDIUMBITOXeH ‘xeneedgo XIGWdATaLwIIN g (ZTIW) £ STVD UMNedLHINHOY BUHBheHE "auHehawudL]
"MUNBLALOL MOWSATBLDQO BUT ai9HdaedeX ‘IaWdoH 1I9dlewedel 91nuaaduo ewed eHXLOT sndoLredogelr semxe
‘(viniedu yondoledogelr namodox) 419 nwerngedu D MMELI199100D 9 ‘WL D 91D9WG "DKUH UWIGHHBTRaMdU ‘MWewdoH
B291eg0€9L/0U WRATHIWOMAd ‘«YNIX» OO0 XI9HHaTagodu ‘MMHRE0TaLUdOM XelelduAead BH 90BRAI990HI0 "T'0T

I9NdOH U BUHIhVHE JI9WIVITUIKO "OT

‘BMHaaaced dowed eH LterqauAead YIGHHOhALOL SLIKOHWA ‘(7 'U "Wwd) nunrogacedradu Nacedgo yiawaATaLwoom
nuo3 'xeneedgo XIAWaATaWIOM g (ZTIW) €°GTVD ouHexdarod Axudedts AwoHhogodguued ou aLmuaraduQ | T

"FOLOW («INhOL M UMhOL LO» 'UIGHUDHULA
-OHhOJAM) UIGHAreadalHM 91yAeduroudn edundedl oloHhogodguuey (Munewmnddoduue) eLandgo ewindolue Buly
*(WH 0SY LO) 90du X1aHhogodguLrey 9100HLOLL BeMIDhULUO — (A) LeHUTdo 920 ‘(UW/T3) Xxegodu XiIaHhogodguLrex g
(ZTW) £9TVYD BMnediHaNHOM — (X) 20MNoge 920 Mudedd niaHhogodgurey XeleHMTdooN XIGHUSHUL g 911odLdol] | €T

*1D 990du noHhogodguue
ou a1yeLae1d19g edLaW0L0d MHewqg "e1Ha1ead-U0L1d BMHII9HE SLO0U HUW GT SMHDOhAL 8 M1098emodu OWNTOXQOSH

BL1DMHEeLL MOHAL OJOWMXASTOD ||O SUHIMSOWEY ‘WH OGP 19HIro8 SHULT udu suHegoduHeMD oloHAaueduidasg
adioworod eH erdmHerU MOHAL oJowwKdarod (LIQ) ULDOHLIOLU UOMIDhULUO AHUKULDE DLAddWEY | T

Format version: 302

Instruction version: 101

Document: K226I

8



XEMA

11. JINTEPATYPA

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 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, kacatowmmcsa kayectsa Habopa «CA15.3 (M12)-UDA>,
cnenyet obpawaTtbcst 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
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Instruction for use

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

1. INTENDED USE

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

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

2. SUMMARY AND EXPLANATION

CA15-3 or MUC1 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. 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.

Document: K226I Instruction version: 101 Format version: 302

11



K2261

Vi3
(2IW) €'STVD

Vv/N sod| T 193ys eyep DO 09z |11
\ZE]
(ZTW) €°STVD
V/N sod| T uoipnysug 1922y |01
V/N sad|¢ ade) buljess aje|d €00N | 6
W TT
91ep dxa |13un | ssa|4nojod |sad| T p1oe aunyd|ns JO uolInN|os |OA/|OA %0’S ‘uonn|os dois d0l1Ss| 8
14 3e shep
G 10 Do 8+ "T 38 w x
B paohnIos m_um._umcmwucww
16D dxs U aAneAsasald e se gosulodd suieuod ‘(oz usaml) uonN|os X172
— 9jeJ3UdU0D $S9|4n0j0d |sad | T juabu9319p pue dpLIo|Yd WNIPOS JO UOIIN|0S snoanbe Bbuiysepm | HSYMm 4Ng | 2
‘uonin|os (dW1) | [W TT ‘uonnjos
91ep dxa [nuNn | SS914N0j0d | sod | T | suipizuagjAylawel1al Jusuoduwod-a1buls asn-03-Apeal 21e11sgns | ginl sans| 9
9Ap an|qg suiejuod ‘aAl3eAISSaId se jouayd
9, T’0 suleauod ‘(pz-usaml) Juabialap pue 1w
93ep-dxa [13un an|q sod| T UIAOQ WOJ) UI9SeD Y3IM aul|es padajing aieydsoyd |jw TT J84nqg VI3 q1al s
9Ap paJ pue aAneAJasald se jouayd %710
sulejuod ‘(pz-usamy) Juabiajap pue |iw auinoq
w04} UI9sed Yjim uoinjos paJtajng ajeydsoyd uo
pain|ip asepixotad ysipelasioy Yym pajdnod £°GTyD W TT
9jep-dxa [13un paJ sod| T uewny 03 [eUO[DOUOW dUNW JO UOIN|OS snoanbe ‘9ebnfuoc) | duH (NOD| +
$59|4n0Jj0d ‘jouayd 94,10 - 9AneAIDSaId
1Uo[3n|os uIdsed YIM (ZTIW) €'SGTVD JO JuU9juU0d (lw 8'0)
syjuow ¢ $S3]uNnojod |sod| T ybiy ym ‘wniss uewny pajoaasadd Jo uoin|ip| wnias [oJiuo)| TOYINOD| €
jw/n 0SC ‘ST
.\om W.NH wo
:s103elqled g
sulejuod
9Ap paJ sulejuod os|e {jouayd 91’0 - 9AReAIasald | j9s Byl ‘yoes
(ssal4noj0d ‘UoIIN|0S uldSeD ‘WNJas SasI0y pa3ddlasa.d Jo jw 80 ‘39S
syjuow 7 - 1D) pa4 |sad|g| paJayng a3eydsoyd ul pasn|ip (ZTIW) €°GTVD uewny Jojedqued| S-TVD| ¢
S|[oM ZTX8
€°GTVYD uewny 03} [euopouow ‘sdi3s vIi3
93ep dxa |nun sod| T aulNW Yiim pajeod s|jomodiw aualAisAiod| (ZTIW) £°STVD| dLIW 9H0S| T

1 B3 JO SIUBJU0D "T'§

SLN3INOdWOD 1IX 'S

Format version: 302

Instruction version: 101

Document: K2261

12



XEMA

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;
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 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 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 V
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 week:
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 1.5 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%.
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