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XEMA

COAEPXXAHMUE

HA3HAYEHUE

MPUHLUWMM PABOTbl HABOPA

AHANTUTUYECKUE XAPAKTEPUCTUKN

COCTAB HABOPA

MEPbI MPEAOCTOPOXXHOCTHU

OBOPYAOBAHUE N MATEPWAJbI, HEOBXOAUMBIE MNMPN PABOTE C HABOPOM
NOArOTOBKA PEATEHTOB /14 AHAJTIN3A
YCNoBMA XPAHEHUA U SKCMJTYATALUN HABOPA
. NMPOBEAEHWE AHAJIN3A

10. OXMAAEMbIE 3HAYEHNA N HOPMbI

11. INTEPATYPA

0 oOoNOGO R WNE
HOVLONOOO U B WN

[y

WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K119IR

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 3204-Mp/12 ot 21 aekabps 2012 r.
KPA N¢ 35620 ot 11.10.2012 r.

MUHCTPYKLUNA NO NPUMEHEHWUIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEAENIEHUA IgG AHTUTEN
K AHTUFTEHAM HELICOBACTER PYLORI B CbIBOPOTKE
(NMNA3ME) KPOBMU «Helicobacter pylori IgG-U®A»

1. HABHAYEHMUE

1.1. Habop peareHTtoB «Helicobacter pylori IgG-U®A» npeaHasHavyeH Aans
KayeCTBEHHOro onpeaeneHns KoHueHTpauuun IgG aHTuTen Kk aHTureHam Helicobacter
pylori B cbiBopoTke (nsiasamMe) KpoBuM MeToAaoM TBepAoda3HOro MMMYHO(EPMEHTHOrO
aHanusa.

1.2, H.pylori - WKWPOKO pacnpoCTpaHeHHbIA  MWKPOOPraHM3M,  KOTOPbIM
MHGUUMpOBaHa MOMOBUHA HaceneHus 3eMHoOro wapa. Ero pacnpocTtpaHeHHOCTb
ype3BblYaliHO BbICOKA B PasBMBAIOLWMXCS CTPaHaxX M AOCTAaTOYHO HWU3KA B PasBUTbIX
cTpaHax Mupa. Mo gaHHbIM BceMMpHOW OpraHu3aumMm racTpoO3HTEPOSIOroB, B CTpaHax
BocTouHon EBponbl n A3un MHOMLUMPOBAHHOCTb B3POC/IOr0 HaceneHuns coctasnsiet 70—
80 %.

WccnepoBaHus nocnefHux AeCcATUNETUMI MoKasanu Beaylwyk ponb bHaktepum
H. pylori B natoreHese mnopaxXeHWNn >enyaka W ABEeHaAUATUMEPCTHOW  KULLKMW.
H.pylori o6bHapyxuBatoT noutn y 100 % B3poCAbIX NALMEHTOB C A3BEHHON 60ME3HbIO
ABeHaALaTUNEepPCTHOM KMULWKKN, npuMmepHOo y 80 % 60nbHbIX I3BEHHOM H0Ne3HbI0 Xenyaka,
y 92 % 60nbHbIX pakoM xenyaka M y 92 % 60MbHbIX C aKTUBHbIM XPOHUYECKUM
ractputoMm. NccnenosBaHMsSMM [0KA3aHO, YTO 3/MMUMHauUMA XenuvkobakTepa npueoauT
K MCYE3HOBEHWIO racTpuTa W 3HAUYUTENbHO YMEHbLUAaeT 4acToTy peueanBOB A3Bbl
ABEHaALaTUNEPCTHOM KULLKMU.

1.3. XenukobakTtepnos - XpoHu4yeckas uHbeKUMs C AAuTeNbHbIM, 4acTo
6eCcCMMNTOMHbIM TeyeHWeM. B cnyyae BO3HUMKHOBEHMS CMMMTOMbl He OT/AMYalOTCA
OT K/MHUYECKUX MpOSBAEHMI racTtpoayofeHuTa (06bl4HO — MOCTOSIHHbIE 6onM B

obnactu anuractpus). H.pylori oueHb 4acTo NpUCYTCTBYET Y NALMEHTOB, HE MMEILWMX
KIIMHUYECKMX NPOosiIBIEHNI 3aboneBaHus.

1.4. lWtammbl H.pylori u4pesBbl4alHO reTeporeHHbl W pa3fenstTcs Ha JABe
6onblwmre rpynnbl — WTaMMbl, 3KCnpeccupyowme aHTureHol VacA n CagA (tvn I), n
LWITaMMbl, KOTOpble HE 3KCNPECCUPYIT 3TN aHTureHbl (Tun II). LTtamMMbl nepBov rpynnbl
OOMWHUPYIOT Yy MauMeHTOB C si3BeHHOM 6one3Hbio M pakom xenyaka. benok CagA
NPOHUKAET B KJIETKWU INUTENUS CIIM3UCTON 060M104YKM, MPUBOAUT K HapPYLUEHWUIO MUTO3a
N MHAYUMPYET XPOMOCOMHYK HecTabunbHOCTb. Ecnn uHdekums Bbi3BaHa WTaMMaMu
H. pylori, akcnpeccupytowmmm 6enok CagA, B opraHMsMe yenoBeka BblpabaTbiBaloTCs
aHTUTena cneumduyHble K 3TOMY aHTUreHy. AHTuTena k 6enkam CagA BbISIBNAOTCS Y
80-100 % naumMeHTOB C A3BEHHOM 60Ne3Hbi0 ABEHaALATUNEPCTHOM KUWKKM U Yy 94 %
60nbHbIX pakoM >xenyaka. losToMy BbisIBNeHME aHTUTen, cneun@uuHbix K 6enky
CagA, saBnsgetca MWHAPOPMATUBHbIM MapKEpOM B AWArHOCTUKE $A3BEHHOW 60s1e3HU
ABEHaALaTUNEPCTHOM KULLKK W paka xenyaka.
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XEMA

1.5. Wrtammbl H.pylori II Tuna, KoTopble He 3KCNpeccuMpyloT aHTureHol CagA u
VacA, He accouMMpyOTCS C TSXKENbIMU NMOPaXeHUsIMUN Xenyaka u ABeHaauaTUNepCcTHOM
KWLWKK, B YaCTHOCTWN, A3BEHHOM 60NE3HbI0 1 PaKOM.

1.6. NHdekumna H.pylori MoxeT 6biTb Ob6HapyXeHa Kak WHBa3MBHbIMW, TaK U
HEVWHBa3MBHbLIMM [AMarHOCTUYECKMMM MeTodaMu. WHBa3MBHbIE MeTOAbl BKJIOYAKOT
nccneposaHve  6MonTaTtoB  C/IM3UCTONM  060MOYKM  XENyAOYHO-KWULLIEYHOro TpakTa
TMCTONOMMYECKMMU, KyNbTypasbHbIMW MeToAaMu WAN ObICTPbIM ypeasHblM TeCToM,
0AHaKO, Heo4HOPOAHOe pacrnpocTpaHeHue H.pylori N0 CANM3UCTOW YacTo MpUBOAUT K
NOXHOOTpUUATENbHbIM pe3yfbTaTaM. K HeMHBa3nMBHbIM METOAaM ANArHOCTUKN OTHOCATCA
ceposiormyeckne MccnefoBaHUsa CbIBOPOTKM MauMeHTa Ha Hanuuue cneumdunyecknx
K H.pylori aHTUTen n AblXaTeNbHbI ypeasHblid TeCT C MPUMEHEHWEM paauvoaKTUBHO
MeYyeHOW MOo4eBMHbl. VIMMyHOMEpPMEHTHbIW aHanu3 Ha BbisBNEeHWE crneundurnyeckmx
aHtuten knaccoe IgG/IgA/IgM aBnfeTcd MWHWManbHO WHBA3MBHbIM, 6bICTPbIM,
BbICOKOYYBCTBUTENbHbLIM Y UHPOPMATUBHbLIM METOAOM AMArHOCTUKM MHbekumn H.pylori.

2. MPUHUMN PABOTbl HABOPA

OnpepeneHne IgG aHTMTEn Kk aHTureHam Helicobacter pylori ocHoBaHO Ha
MCMNOMb30BaHMUM HEMNpPSAMOro BapuvaHTa TBepAodas3HOro MMMyHO(EPMEHTHOro aHanmsa.
Ha BHYTpeHHen NOBEPXHOCTM IYHOK MiaHweTa MMMobnnnsoBaH peKoMbUHaHTbI 6enok
CagA H.pylori. AHTUTena u3 obpasua CBA3bIBAOTCS C aHTUIMeHOM Ha MOBEPXHOCTU
nyHKn. O6pa3oBaBLUMNCS KOMMJEKC BbISBASIOT C MOMOLLbIO KOHBbIOrata — MbIWNHBIX
MOHOKJIOHaNbHbIX aHTUTen K IgG 4yenoBeka C nepokcuMAaason XxpeHa. B pesynbraTte
obpa3syeTca CBS3aHHbIA C MJACTUKOM <«CIHABMY», coAepXalmini nepokcuaasy. Bo
BpeMs MHKybauum c pactBopoM cybcrpata TeTpameTunbensvamHa (TMB) npoucxoaut
OKpaluMBaHWe pacTBOPOB B JlyHKaX. IHTEHCMBHOCTb OKPACKM MPsiMO MPONOpLMOHaibHa
coaepxaHuto cneumduyecknx IgG aHTuTEen k aHtTureHam Helicobacter pylori. MHaekc
nosutmBHocTn (UM, %) IgG aHTuTen Kk aHtureHam Helicobacter pylori B nccnegyembix
obpasuax paccunTbiBaeTcs no opmyne, NpuBeaeHHOM B MHCTPYKLNN.
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3. AHAJIUTNYECKUE XAPAKTEPUCTUKHA

3.1. YyBCTBMTENbHOCTb U CNEeLU(PUYHOCTD.

YyecTBUTENBHOCTL Habopa peareHtoB «Helicobacter pylori IgG-U®A» oueHunBanm
C MOMOLbI0O MaHEeNn OXapaKTEepU30BaHHbIX CbIBOPOTOK, KOTOpasli COCTOMT w3 42
06pa3uoB CbIBOPOTOK KPOBUM YenoBeka, cogepxalmx aHTutena knacca IgG k H. pylori.
B Habope peareHToB «Helicobacter pylori IgG-V®A» BCce cbiBOpOTKM Obiniv onpeaeneHsbl
Kak nonoxwutenbHble. Mpn nccnenoBanum 158 oTpuuaTtenbHbiX Ha aHTuTena k H. pylori
CbIBOPOTOK MoKa3aTesib crneunduyHocTn coctasmn 6onee 98%.

3.2. Bocnpon3BoAUMOCTb.

KoaddpurumneHT Bapmaumm pesynbTaToB onpeaeneHus coaepxaHus IgG aHTuten
K aHTMreHam Helicobacter pylori B ogHOM 1 TOM e obpa3ue cbiIBOpOTKM (Maa3Mbl) KpoBK
c ncnonb3osaHmemM Habopa «Helicobacter pylori IgG-U®A» He npeBbiwaeT 8.0%.

KoaddunumneHnT Bapmnaumm (CV) ans o6pasuoB, M3MepeHHbIX Ha ABYX cepuax Habopa
peareHToB «Helicobacter pylori IgG-U®A» (Intra-assay)

° KON-BO 3HauyeHue, o o
ob6pasen, N2 nosTopos NN cpeanmwii CV1, % CV2, %
1 32 3.4 2.9 2.8
2 32 9.1 4.8 5.0

KoaddurumeHT Bapnaunm (CV) ans obpasuoB, M3MepeHHbIX Ha ogHown cepun Habopa
peareHToB «Helicobacter pylori IgG-U®A» B TeyeHue Tpex aHel (Inter-assay)

° _ 3HauyeHue, o
o6pasen, N? KOJ1-BO NMOBTOPOB N cpeanmwii CV1, %
1 8 3.1 3.9
8 9.0 6.2
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K119IR

5. MEPbI NPEAOCTOPOXXHOCTHU

5.1. NoTeHuManbHbIN pUck NpuMeHeHnsa Habopa - knacc 2a (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHmem cron-peareHta (5.0% pacTtsop
CEpHOW KWUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUMUAX ABASOTCA HETOKCUYHBIMWN.

PactBop cepHoOW kucnoTbl obnagaet pasapaxatowum aeinctemeM. M3beraTb
pasbpbi3rMBaHNa M nNonagaHus Ha KOXY W CAu3ucTble. Mpy nonagaHum Ha KOXY W
CN3UCTbIE MOPaXKeHHbIN YY4acToOK ciefyeT NMpoMbiTb 60bLWNM KOIMYECTBOM NPOTOYHOWN
BOAbI.

5.3. lNpu paboTte c Habopom cneayeT cobntogatb «lpaBuna yCcTponicTBa, TEXHUKN
6e3onacHoOCTN, NPOM3BOACTBEHHOW CaHUTapuu, MPOTUBO3MUAEMUYECKOrO pexuma u
NINYHONM rurmeHbl nNpu pabote B nabopatopusix (OoTAeNeHusax, oTAenax) CaHUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA CUCTEMBbI MUHUCTEpCTBa 34paBooxpaHeHns CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3UHOBblE WU
NNacTUKoBble NepyaTku, Tak Kak obpasubl KPOBM 4YenoBeka creayeT paccMaTpusatb
KaK MOTeHUManbHO WHPUUMPOBAHHBLIM Matepuasn, CnocobHbI AnuTenbHOe BpeMs
coxpaHsaTb M nepepasaTb BWY, Bupyc renatuta wnu nwboii apyron Bo3byauTenb
BUPYCHOM UH@EKLUN.

6. OBOPYQOBAHUE N MATEPUAIDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (oToMeTp BepTUKaNbHOro CKaHWPOBAHWUS, MO3BONSIOWNIA N3MEPATb OMNTUYECKYHO
MAOTHOCTb COAEPXMMOTrO JIYHOK MfaHLWweTa nNpu A/IMHE BONHbI 450 HM;
- TepMmocCTaT, noaaepxusatowmnii Temnepatypy +37 °C 0.1 °C;
- [03aTopbl CO CMEHHbIMW HaKOHEeYHWKaMW, no3Bonswwme oTdéupaTb 06bEMbI B
amanasoHe 10-250 mkn;
- UMAMHAP MepHbI BMecTuMocTbio 1000 Mn;
- BOAA AUCTUNNMPOBAHHas;
- nepyaTKu pe3nHOBble UM NIACTUKOBbIE;
- bymara ¢unbTpoBasbHas.

7. NOArOTOBKA PEAFEHTOB A/ AHAJIU3A

7.1. MNepepa npoBefeHMeM aHanu3sa KOMMoHeHTbl Habopa n nccnenyemole obpasubl
CbIBOPOTKM (MnasMbl) KpOBM CReAyeT BblAepXaTb MNpW KOMHATHOW TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroTtoBsieHUe NiaaHLIeTa.

BCKpbITb MakeT C NAaHLWETOM M YCTaHOBUTb Ha paMKy HeobxoauMmoe KOIM4ecTBO
ctpunos. OcCTaBlIMECS  HEUCNoSIb30BaHHbIMW  CTPWMbl, 4YTO6bI  NpefoTBpaTUTL
BO34EeNCTBME Ha HMX BNaru, TWwaTesbHO 3aknenTb bymaron Ans 3aknenBaHusa niaHwerta
M XpaHuUTb Npun TemMnepaType +2...+8 °C B TeueHuMe BCero cpoka rogHoctn Habopa.

7.3. NMpurotoBsieHNne OTMbIBOYHOIO pacreBopa.

Copepxumoe riakoHa C KOHLLEHTPaTOM OTMbIBOYHOI0 pacteopa (22 M), nepeHecTn
B MEpHbI UMANHAP BMecTuMocTbio 1000 mn, gobasutb 550 M AMCTUANMPOBAHHOM
BOAbI M TLWaTeNbHO nepeMewaTb. B cnyyae apobHoro ncnonb3osaHns Habopa cnenyert
oTobpaTb HeEOOX0AMMOE KONMMYECTBO KOHLEHTpaTa OTMbIBOYHOIrO pacTBopa M pa3BecTu
ANCTUNNMPOBaHHON BoAONM B 26 pa3 (1 Mn KOHLUeEHTpaTa OTMbIBOYHOro pactsopa + 25
M AUCTUINIMPOBAHHOM BOAbI).
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8. YC/IOBUA XPAHEHUA N 3KCIMJTYATALUUN HABOPA

8.1. Habop peareHToB «Helicobacter pylori IgG-U®A» fomkeH XpaHUTbCS B yNakoBKe
npeanpuaTUA-U3roToBuTeNs npu TemnepaTtype +2..+8 °C B TeyeHue BCero cpoka
roAHOCTM, YKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTuposka) Habopa npu Temnepatype Ao +25 °C He
6onee 15 cyTok. He gonyckaeTcs 3amMopaxwusaHue Lenoro Habopa.

8.2. Habop paccumtaH Ha npoBedeHWe aHanu3a B aybnukatax 46 uccnenyembix
06pa3uoB 1 2 Npob KOHTPOJIbHOW CbIBOPOTKK (BCero 96 onpeaeneHunit).

8.3. B cnyyae apobHoro ucnonb3oBaHWs Habopa KOMMOHEHTbI cnefyeT XpaHUTb
cneayownm obpasom:

- OCTaBLUMECS HEeWCnosib30BaHHbIMW CTPUMbl HEO6XOAMMO TLLATENbHO 3aKNenTb

6yMaroi Ans 3aknenmBaHUs MNiaHLeTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- Bbydep ana passeaeHns obpasLoB, KOHbIOraT, CTOM-peareHT nocsie BCKPbITUS
dnakoHOB crneayeT XpaHuUTb Npu TemnepaType +2..+8 °C B TeuyeHue Bcero
cpoka rogHoctu Habopa;

—  KOHTpOJIbHblE CbIBOPOTKM MOC/Ae BCKPbITUS (DJIaKOHOB cCnefyeT XpaHuTb npu
TemnepaTtype +2...+8 °C He 6osee 2 MecsLeB;

-  OCTaBLUMNCA HEMCMNOJSIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa cneayert
XpaHuUTb Npu TemnepaTtype +2...+8 °C B TeueHue Bcero cpoka rogHoctn Habopa.
MPUroTOBNEHHbIN OTMbIBOYHbLIA PacTBOp cfiefyeT XPaHuTb MpuU KOMHaTHOWM
TemnepaTtype (+18..+25 °C) He 6onee 15 cytok wmnAm npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpvMeyaHue. Tocne MCNONb30BaHWA peareHTa HeMeAsIeHHO 3aKpbiBaWTe KPbIWKY

¢nakoHa. 3akpbiBaniTe KaxAabli NIAaKOH CBOEN KPbILWKON.

8.4. [Ina npoBedeHWs aHanu3a He cfeayeT WUCMNonb30BaTb EMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (Nia3My) KpOBW, @ TakXe CbIBOPOTKY (MnasMy) KpOBW, coAepxallyto
a3sug Hatpusa. Ecnn aHanu3 npovsBoANTCA He B AE€Hb B3ATUS KPOBW, CbIBOPOTKY (Mna3smy)
cnepyeTr XpaHutb npu Temnepatype -20 °C. [OBTOpHOe 3aMopaxuBaHwe-oTTavBaHue
o06pa3uoB CbIBOPOTKM (Nna3Mbl) KpOBM He AonyckaeTcs. [lonyckaercsa wuccnenoBaHue
CbIBOPOTOK, XPpaHeHMe KOTOpbIX C MOMeHTa 3abopa KpOBWM OCYLLECTBAANOCH Mpw
TeMmnepaType oT +2 °C go +8 °C He 6onee 7 CyTOK.

8.5. VckntovaeTcs umcnonb3oBaHWe ANns aHanumsa o06pasLoB CbIBOPOTKMU (MJ1a3Mmbl)
KPOBW JOAEN, MOMy4YaBlUMX B LENAX AMArHOCTMKW WAWM Tepanuu npenapatbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE aHTUTENa.

8.6. [1na nonyvyeHWs HaAeXHbIX pe3ynbTaToB HeobxoauMMmo cTporoe cobnioaeHue
WNHCcTpykuumn no npumeHexuio Habopa.

8.7. He ucnonb3yliTe KOMMOHEHTbl M3 APYrMx HabopoB WAM W3 aHanorm4HbIX
HabopoB Apyrux cepwi.
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9. NPOBEAEHUE AHAJIU3A

NMoMmecTuTe B paMKy Heo6XoAMMOE KOJIMYECTBO CTPUMOB - WCC/EeAyeMble
06pasubl B 2 NOBTOPax M 4 NYHKW 4151 KOHTPOSIbHbIX CbIBOPOTOK (OTpMUATENbHbIN
KOHTPO/b 3 NYHKW, TONOXUTENBHBIA KOHTPOb 1 fiyHKa).

BHecuTe BO BCce NyHKM naaHweTta no 90 mkn UDA-Bydep.

BHecuTte B COOTBETCTBYyHLWME JNYHKM B pAy6aukatrax no 10 Mkn
KOHTPOJIbHbIX CbIBOPOTOK. B ocTanbHble NyHKWM BHecuTe B Aybnvkatax no
10 Mkn uccnepyeMbix o6pasuoB CcbiBOPOTKM (N1a3Mbl) KpoBU. BHeceHune
KannMbpoBOYHbIX MpPOo6, KOHTPOSMILHOM CbIBOPOTKM U uMccneayembix o6pasuos
Heo6Xxo0AMMO NPOM3BECTU B TeyeHue 15 MUHYT.

BHUMAHME! lNpu BHeceHnn ob6pa3LoB CbIBOPOTKM (Mn1a3Mbl) KPOBM MPOUCXOAUT
M3MeHeHne uBeTa pacTeopa.

AKkKypaTHO nepeMellaiiTe COAEPXUMOe MaaHlWeTa KpYyroBbIMU ABUXEHWSAMU MO
rOpV30HTaNbHOW MOBEPXHOCTY, 3aKnernTe nnaHweT 6ymaron AN 3aknenBaHuns niaHweTa.
WUHKy6upyiTe nnaHwer B TeueHue 30 MUHYT Nnpu Temnepartype +37 °C.

Mo OKOHYAHUK MHKY6aUWUW yaanuTe CoAEPXMMOE NIYHOK acnvpaunen (Hanpumep, ¢
NMOMOLL b0 BOAOCTPYMHOr0 Hacoca) Uiy AeKaHTMPOBaHUEM M OTMOMTE NYHKM 3 pa3a.
Mpw KaXkaoi 0TMbIBKE A06aBbTe BO BCe JIYHKM Mo 250 MK/ OTMbIBOYHOMO pacTBopa
(cM. n.7.3), BCTpAXHUTE MNAHLIET KPYroBbiMU ABMXXEHUAMMU MO TOPU3OHTAsIbHOM
NMOBEPXHOCTM C MOC/eAyloLlei acnupaunein WM AeKaHTMPOBaHUEM. 3afepXKKa
npu OTMbIBKE (3aMaynBaHue IyHOK) He TpebyeTcs. Mpu KaXAoM AeKaHTUPOBaHUM
Heo6X0AMMO TLATENbHO YAANATb OCTAaTKN XUAKOCTU U3 JTYHOK.

BHecuTe BO Bce siyHku no 100 Mk KOHblOrarta.

3aknelTe nnaHweT 6ymaroi ANs 3aKenMBaHWUs NiaHWeTa U UHKY6GupyiTe ero B
TeyeHne 30 MMHYT Npu Temnepartype +37 °C.

Mo oKOHYaHMM MHKYy6auMW yaanuTe COAEPXMMOE JIYHOK Y OTMOMWTE NIYHKM 5 pas.

BHecute BOo Bce nyHku no 100 mMkn pacrBopa cy6crparta TeTpamMeTwi-
6eH3uaMHa. BHeceHne pactBopa cybcTpaTa TeTpameTunbeHsnamHa B JTYHKM
HeobXxoAMMO MpoOM3BECTM B TeyeHue 2-3 MUH. WHKY6upyiTe nnaHwer B
TeMHOTe Nnpu KOMHaTHol Temnepartype (+18...+25 °C) B TeueHune 10-20
MWHYT B 3aBUCMMOCTU OT CTENEHU Pa3BUTUS CUHEro oKpaluMBaHUS.

11

BHecuTe BO BCe JIYHKM C TOM XX€& CKOPOCTbIO M B TOM X€ MocC/feA0BaTeIbHOCTH,
Kak u pacTBop cy6cTpaTta TeTpameTunbeHsmanHa, no 100 MKA cTon-peareHTa,
Mpy 3TOM COAEPXMMOE JIYHOK OKPALIMBAETCS B APKO-XKENThIN LBET.

12

U3mMepbTe BenuumMHy ontuuyeckor msioTHoctu (OM) coaepXMMoro JNyHoK
nnaHwerta Ha doToMeTpe BepTMKasbHOrO CKaHMpPOBaHWS MPU AJIMHE BOJIHbI
450 HM. N3mepeHune Ol coaepx1MMoro NyHoK naaHweTa Heob6xoAnMMO Npou3BecTu
B TeyeHue 15 MMH nocne BHeceHus cTton-peareHTa. bnaHk ¢poToMeTpa BbiCTaBnsnTe
Mo BO34yXY.
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13 | PaccuuTtaiiTe copep)xaHue aHTUTEN K aHTUreHaM B uccieayeMbix
o6pasuax. [ins sToro:
1. PaccuntainTe cpegHee 3HaveHne O OTpuUaTENbHOrO KOHTPONS:

On (CN119)Cp = (On1 (CN119)+0MN2 (CN119)+0MN3 (CN119)) / 3;
Pe3ynbTaTbl aHann3a cymMTaTb AOCTOBEPHbLIMU, €CNN:
- OlN Mono>xnTenbHOro KOHTpPosA He Hxe 0.6 onTnuecknux eamHuny (OE);
- O OTpMuyaTenbHOro KOHTpoJsisi He Bbiwe 0.15 OE BO BCex syHKax;
- Ol kaxaoro 3HavyeHns OTpuLaTeNbHOr0 KOHTPO/S OTIMYaeTcs He 6onee yem
B [Ba pa3a OT CpeAHero 3HayeHus oTpuuaTenbHOro KOHTpons,
T.e. OMN (CN119)Cp x 0.5 < OlNn (CN119) < ON (CN119)Cp x 2.0;

€C/IN 0A4HO M3 3HauYeHnit OTpULATENbHOrO KOHTPOJS BbIXOAMT 3@ Npeaesibl 3Toro
MHTEepBana, TO ero 3Ha4yeHue He y4yacTeyeT B pacyeTe O (CN119)Cp.

2. PaccuuTarite ypoBeHb rpaHMyHOro 3HadeHums Cut off, ans atoro Kk cpegHemy
3HayveHuto Ol OTpuuaTenbHOro KoHTpons npubasbTe 0.3

Cut off = OMN (CN119)Cp + 0.3

3. Paccuutanite NHaekc MosutusHoctn (UM, %) Ansa Kaxaoro nccneayemoro
obpasua, ansa atoro Ol obpasua pa3genute Ha 3HayeHue Cut off

MM = OMNo6pasua / Cut off

10. O)KUQAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3yJsibTaTax uccnenoBaHui, nposefeHHbIX 000 «XEMA»,
peKkoMeHAyeM MoJfib30BaTbC HOpPMaMu, MNpUBEAEHHbIMW HUXe. Bmecte C TeMm, B
COOTBETCTBMM C npaBunamMm GLP (Xopowein nabopaTOpHOM MpaKTUKK), Kaxaas
nabopatopusi AOJ/KHa camMa onpeaennTb MNapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnenyemon nonynsuuu.

WNHTepnpeTauus pe3ynbTaToB:
Mpu UM>1.1 obpasew, NONOKUTENbHbIN,
npu NM<0.9 - oTpuLaTenbHbIN.

Mpu 3HauyeHun WM, nexawem B npomexyTke ot 0.91 go 1.09 - pesynbTat B
rnorpaHnMyHom 3oHe (+/-). Takme CbIBOPOTKM pEKOMEHAYeTCs UccnefoBaTb MOBTOPHO.
Ecnu noBTOPHbLIN MNONYYEHHbIN pe3ynbTaT 6yAeT HeonpeaeneHHbIM, TO CieayeT NpoBecTym
TeCcTMpoBaHMe CbIBOPOTKM, MOJy4YeHHOW uyepe3 2-4 Hepenun. B cnyyae nonyyeHus
HeonpeaeneHHbIX pe3ynbTaToB Takume obpasubl cuuMTaTb oTpuuaTenbHbiMU. [lpu
MHTeprnpeTauumn pesynbTaToB UCCNEeA0BaHNI AETCKUX CbIBOPOTOK YPOBEHb FPAHUYHOMO
3HaYeHnsa [oskKeH 6biTb MOHMXEHHbIM Ha 10%.

Pesynbrat uccnepoBanua AETCKUX CbIBOPOTOK Pesynbrat uccneoBaHuaA CbIBOPOTOK B3POCIbIX
NN obpasua>0.9 nonoxuteneHbi | UM obpasua >1.1 NONOXUTENbHbIN
0.8<UMobpa3ua<0.9 |HeonpeaeneHHbii | 0.9< UM obpasua <1.1|HeonpeaeneHHbIN
WM obpasua <0.8 oTpuuaTesnbHbIN MM obpasua <0.9 oTpuuaTenbHbIN
Document: K119IR Instruction version: 1903 Format version: 407

9



K119IR

Mcnonb3oBaHMe MHAEKCa NoO3UTUBHOCTU MO3BONAET NPOBOANTL NONYKOANYECTBEHHbIN
CpPaBHUTENbHbIM aHaNN3 YPOBHS CrieLMdPUyYecknx aHTUTEN B MapHbIX CbIBOPOTKaxX KPOBM.
UM B npegenax 1.1-7.0 nponopuvoHaneH coAepXXaHWio Ccneunduyueckux aHTuTen
knacca IgG. 3To no3sonseT NPoOBOANTb UCCNEeA0BAHNE NAaPHbIX CbIBOPOTOK MOSTyYEHHbIX
OT NauUMeHTOB C UHTepBasioM B 2-4 Heaenu.

Ecnn UM obpasua coctaBnseT Bbiwe 7.0 AN KOPPEKTHOM OLEHKU OTHOCUTENbHO
coAepXaHusa crneunduruyecknx aHTuTes, peKoOMeHAYEeTCs NpOBECTU MOBTOPHbLIN aHanun3
obpasua npeaBapuTeNbHO pa3BeAeHHOr0 PacTBOPOM ANS pa3sBeAeHWUS CbiBOPOTOK B
10 pas, npu onpeaeneHnn nHAeKca NO3NMTUBHOCTM B TaKOM Cilyyae crieflyeT YMHOXUTb
nony4yeHHoe 3HayveHme UM Ha 10.

Takoh cnocob6 wHTepnpeTauuMmM pesynbTaToB aHanu3a MO03BOSISET CpaBHMBATL
ypOBeHb crieunduryecknx aHtuten Kk H. pylori B anHamumke.

WUHTepnpeTaumsa pe3ysibTaToB onpeaesieHnusa aHTuTen knaccos IgG,
IgA n IgM cneundunuHbix k 6enky CagA H.pylori

Pe3ynbTaT onpenenenus aHtuten k 6enky CagA H.pylori
IgG* IgA** IgM
OTpuuatensHbii | OTpuuaTtenbHbii | OTpuUaTeNbHbIN

MHTepnpeTaunsa
pesynbTaTa

O6pa3seL He coaepxuT
cneumduyecknx aHtTuTen
k CagA H.pylori, nn6o

WX KOHLUEHTpaumns Huxe
npeaena 4yBCTBUTENbHO-
CTW aHanusa

OTpuuaTenbHbIn

MonoXunTenbHbIn

MoNoXUTenbHbIN

OTpuuaTenbHbIn

MonoXunTenbHbIn

OTpuuaTenbHbIN

OTpuuaTenbHbIn

OTpuuaTenbHbIN

MonoXuTenbHbIN

BepodATHasa paHHAA cTaaus
MHbEeKUNN, peKoMeHayeT-
Csl NPOBECTWN MOBTOPHbIE
nccnenoBaHns yepes Tpu
Hepenv

[MonoXnTenbHbIN

OTpuuaTenbHbIn

OTpuuaTenbHbIn

[MoNnoXnTenbHbIN

MonoXuTenbHbIN

MonoXuTenbHbIN
Y
OTpuuaTenbHbIn

Ob6paszey coaepXuT cnew-
nduryeckmne aHtTuTENa

Kk 6enky CagA H.pylori,
peKkoMeHAyeTCs MpoBecTU
KOMMAEKC AOMOSHUTE b
HbIX 06CrefoBaHNA: 3H-
[0CKOMUSA, ypeasHblil TecT,
6akTepuonorus.

* - WccnenoBaHWsIMM [0OKa3aHO, YTO CHWXKEHWe TUTPOB crneumduyecknx aHTuten knacca IgG
ABNSETCS LOCTOBEPHbIM nokasaTeneM apdeKTUBHOCTM Tepanuu n spaaukaumm H.pylori.

** — Cneunmduyeckue aHTuTena knacca IgA npu uHduumposaHum H.pylori 3HauMTenbHO 4aule
obHapyxunBatTCcs y 60/1bHbIX pakoM 1 A3BOW Xesy/AKa, YeM Y NaLuMeHTOB C XPOHUYECKMMM racTpuTaMu.
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Mo BonpocaM, kacatowmmcs kavectsa Habopa «Helicobacter pylori IgG-U®A >,
cneayet obpauwatbes B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-s MNapkosas, 4. 48, 1-i noa., 5 aTtax,

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

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

PykoBoauTenb cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. []. C. KocTpukunH
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Cumson / Symbol

3HaueHue cumBona / Symbolize

MpoussoauTtens / Manufacturer

[JaTta npousBoacTBa / Date of manufacture

Homep no kartanory / Catalogue number

(o)

]

Homep cepwun / Batch code

3
3
3
£
H

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHne TemnepaTtypbl / Temperature limitation

TONbKO AN UH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHuumanwme! / Caution, consult accompanying documents

He vcnonb3oBaTb Npy HapyLEHWUN LeNOCTHOCTU YNaKkoBKu /
Do not use if package damaged

SORB MTP

I@%E%

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTponbHas cbiBopoTka / Control sera

KoHnbtoraT / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpametTunbeHsmamHa (TMB) /
Substrate solution

BUF WASH 26X

KoHLEeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

O
-
(=]

N®A-Bydep / EIA buffer




YBakaembiin Knnent!

Ecnv B npouecce paboTbi c Hawmmn Habopamu Bam noHagobunmnce nnacTMkoBble BAHHOUKM ANA KUOKUX
peareHTOB, OJHOPa30Bble HAKOHEUHWKW [J1A 403aTOPOB UMW AOMOHUTENbHbIE O6BEMbI PeareHToB
(KoHLeHTpaT oTMbiBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnnbeHsmamHa (TMB),
CTOM-peareHT), BXoAALWmMX B cocTas Habopa, npocum Bac obpatnTbca K noctaByuky npogykumn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble MaTepuanbl NpefocTaBnAloTcA 6ecnnaTtHo, B Heob6xoanMom ana
_MPOBe/AieHIA aHanu3a Konuyecrse.

J
MNMepeveHb Ha6opoB peareHTOB ANA ANArHOCTUKN MHGEKLMOHHBIX N
3aboneBaHuii npoussoacTBa 000 «XEMA»
N2 no katanory HanmeHoBaHmne

K101 «Toxoplasma IgG-UDA» N n..n“:':ﬁ:“;::::'r.m:..

K101™M «Toxoplasma IgM-NOA»

K102 «Rubella IgG-DA»

K102M Rubella IgM-MIOA» A

K103 «Cytomegalovirus IgG-VOA» Hssausssoommox Lo

K103M «Cytomegalovirus IgM-UDA» —

K104 «HSV 1,2 IgG-NOA»

K104M «HSV 1,2 IgM-VIOA»

K105 «Chlamydia IgG-VIOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cudpunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHTutena-MOA»

K121 «Aspergillus IgG-NDA»

Homep ropauei nuHumn rexHnyeckom nopaepxku KnveHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropsiyeit NIMHMK GecnnaTHbI /15 3BOHSALLErO C lo60ro
MOGUNBbHOTO MK CTaLroHapHoro TenedoHa Nno Bcel Tepputopun Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioKeHUI No agpecam:
LleHTpanbHbiit opuc 000 «XEMA»
Azpec Ana KoppecnoHAeHUmn:

105043, r. MockBa, a/a 58 S
105264, r. MockBa, yn. 9-a Mapkosas, f. 48, 1-i1 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 «Xeman, Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, [lertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

CIN 000 «Xemma-Tect», Ten.: (17) 211-80-39
Odwic: 220029, MuHck, MpocnekT Mawweposa, a. 11,
nutep A, kopn. 8/K, opnc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;

03179, r. Knes, yn. Akagemuika Edppemosa, . 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKUUA MO MPUMEHEHUIO

HABOPA PEATEHTOB

AnA UMMYHO®EPMEHTHOIO OMPEAENEHNA

IgM AHTUTEN K AHTUTEHAM

HELICOBACTER PYLORI B CbIBOPOTKE (MJIA3ME) KPOBU

«Helicobacter pylori IgM-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY

FOR THE QUALITATIVE DETERMINATION

OF IgM ANTIBODIES TO HELICOBACTER PYLORI
IN HUMAN SERUM OR PLASMA

Helicobacter pylori igM EIA

HOMEP MO KATANOTY K119M
TY N2 9398-1191-18619450-2012

PETMCTPALUMOHHOE YOOCTOBEPEHUE
Ne OCP 2012/14172 o1 21 pekabpa 2012 .

AnTuTena Kk B4 1,2, Bupycy renatuta C n HBsAg otcyTcTBytoT
KoHTponbHble CbIBOPOTKY, BXOAALLME B COCTaB Habopa, NHaKTVBUPOBaHbI.

W For 96 determinations /Ha 96 onpepeneHun

[inA uH 8UMPO ANArHOCTUKK

XEMA Co., Ltd.

‘&m

Vsx,

AT
o

_\
j The 9th Parkovaya str., 48 Authorized Representative in EU:
\ &~ 105264 Moscow, Russia Polmed.de
Py Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
5‘“ N\ j e-mail: redkin@xema-medica.com Aichwald, Germany
K internet: www.xema-medica.com e-mail: info@polmed.de
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XEMA

COAEPXXAHMUE

HA3HAYEHUE

MPUHLUWMM PABOTbl HABOPA

AHANTUTUYECKUE XAPAKTEPUCTUKN

COCTAB HABOPA

MEPbI MPEAOCTOPOXXHOCTHU

OBOPYAOBAHUE N MATEPWAJbI, HEOBXOAUMBIE MNMPN PABOTE C HABOPOM
NOArOTOBKA PEATEHTOB /14 AHAJTIN3A
YCNoBMA XPAHEHUA U SKCMJTYATALUN HABOPA
. NMPOBEAEHWE AHAJIN3A

10. OXMAAEMbIE 3HAYEHNA N HOPMbI

11. INTEPATYPA

0 oOoNOGO R WNE
HOVLONOOO U B WN

[y

WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K119MI

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 3205-Mp/12 ot 21 gekabps 2012 r.
KPA N¢ 35584 ot 11.10.2012r.

MUHCTPYKLUNA NO NPUMEHEHWUIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEAENEHUA IgM AHTUTEN
K AHTUTEHAM HELICOBACTER PYLORI B CbIBOPOTKE
(NN1A3ME) KPOBM «Helicobacter pylori IgM-U®A »

1. HABHAYEHMUE

1.1. Habop peareHtoB «Helicobacter pylori IgM-U®A» npenHasHaveH Aans
KayeCTBEHHOro onpeaeneHns KoHueHTpaumu IgM aHTuTen k aHTureHam Helicobacter
pylori B cbiBopoTke (nsiasamMe) KpoBuM MeToAaoM TBepAoda3HOro MMMYHO(EPMEHTHOrO
aHanusa.

1.2, H.pylori - WKWPOKO pacnpoCTpaHeHHbIA  MWKPOOPraHM3M,  KOTOPbIM
MHGUUMpOBaHa MOMOBUHA HaceneHus 3eMHoOro wapa. Ero pacnpocTtpaHeHHOCTb
ype3BblYaliHO BbICOKA B PasBMBAIOLWMXCS CTPaHaxX M AOCTAaTOYHO HWU3KA B PasBUTbIX
cTpaHax Mupa. Mo gaHHbIM BceMMpHOW OpraHu3aumMm racTpoO3HTEPOSIOroB, B CTpaHax
BocTouHon EBponbl n A3un MHOMLUMPOBAHHOCTb B3POC/IOr0 HaceneHuns coctasnsiet 70—
80 %.

WccnepoBaHus nocnefHux AeCcATUNETUMI MoKasanu Beaylwyk ponb bHaktepum
H. pylori B natoreHese mnopaxXeHWNn >enyaka W ABEeHaAUATUMEPCTHOW  KULLKMW.
H.pylori o6bHapyxuBatoT noutn y 100 % B3poCAbIX NALMEHTOB C A3BEHHON 60ME3HbIO
ABeHaALaTUNEepPCTHOM KMULWKKN, npuMmepHOo y 80 % 60nbHbIX I3BEHHOM H0Ne3HbI0 Xenyaka,
y 92 % 60nbHbIX pakoM xenyaka M y 92 % 60MbHbIX C aKTUBHbIM XPOHUYECKUM
ractputoMm. NccnenosBaHMsSMM [0KA3aHO, YTO 3/MMUMHauUMA XenuvkobakTepa npueoauT
K MCYE3HOBEHWIO racTpuTa W 3HAUYUTENbHO YMEHbLUAaeT 4acToTy peueanBOB A3Bbl
ABEHaALaTUNEPCTHOM KULLKMU.

1.3. XenukobakTtepnos - XpoHu4yeckas uHbeKUMs C AAuTeNbHbIM, 4acTo
6eCcCMMNTOMHbIM TeyeHWeM. B cnyyae BO3HUMKHOBEHMS CMMMTOMbl He OT/AMYalOTCA
OT K/MHUYECKUX MpOSBAEHMI racTtpoayofeHuTa (06bl4HO — MOCTOSIHHbIE 6onM B

obnactu anuractpus). H.pylori oueHb 4acTo NpUCYTCTBYET Y NALMEHTOB, HE MMEILWMX
KIIMHUYECKMX NPOosiIBIEHNI 3aboneBaHus.

1.4. lWtammbl H.pylori u4pesBbl4alHO reTeporeHHbl W pa3fenstTcs Ha JABe
6onblwmre rpynnbl — WTaMMbl, 3KCnpeccupyowme aHTureHol VacA n CagA (tvn I), n
LWITaMMbl, KOTOpble HE 3KCNPECCUPYIT 3TN aHTureHbl (Tun II). LTtamMMbl nepBov rpynnbl
OOMWHUPYIOT Yy MauMeHTOB C si3BeHHOM 6one3Hbio M pakom xenyaka. benok CagA
NPOHUKAET B KJIETKWU INUTENUS CIIM3UCTON 060M104YKM, MPUBOAUT K HapPYLUEHWUIO MUTO3a
N MHAYUMPYET XPOMOCOMHYK HecTabunbHOCTb. Ecnn uHdekums Bbi3BaHa WTaMMaMu
H. pylori, akcnpeccupytowmmm 6enok CagA, B opraHMsMe yenoBeka BblpabaTbiBaloTCs
aHTUTena cneumduyHble K 3TOMY aHTUreHy. AHTuTena k 6enkam CagA BbISIBNAOTCS Y
80-100 % naumMeHTOB C A3BEHHOM 60Ne3Hbi0 ABEHaALATUNEPCTHOM KUWKKM U Yy 94 %
60nbHbIX pakoM >xenyaka. losToMy BbisIBNeHME aHTUTen, cneun@uuHbix K 6enky
CagA, saBnsgetca MWHAPOPMATUBHbIM MapKEpOM B AWArHOCTUKE $A3BEHHOW 60s1e3HU
ABEHaALaTUNEPCTHOM KULLKK W paka xenyaka.
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1.5. Wrtammbl H.pylori II Tuna, KoTopble He 3KCNpeccuMpyloT aHTureHol CagA u
VacA, He accouMMpyOTCS C TSXKENbIMU NMOPaXeHUsIMUN Xenyaka u ABeHaauaTUNepCcTHOM
KWLWKK, B YaCTHOCTWN, A3BEHHOM 60NE3HbI0 1 PaKOM.

1.6. NHdekumna H.pylori MoxeT 6biTb Ob6HapyXeHa Kak WHBa3MBHbIMW, TaK U
HEVWHBa3MBHbLIMM [AMarHOCTUYECKMMM MeTodaMu. WHBa3MBHbIE MeTOAbl BKJIOYAKOT
nccneposaHve  6MonTaTtoB  C/IM3UCTONM  060MOYKM  XENyAOYHO-KWULLIEYHOro TpakTa
TMCTONOMMYECKMMU, KyNbTypasbHbIMW MeToAaMu WAN ObICTPbIM ypeasHblM TeCToM,
0AHaKO, Heo4HOPOAHOe pacrnpocTpaHeHue H.pylori N0 CANM3UCTOW YacTo MpUBOAUT K
NOXHOOTpUUATENbHbIM pe3yfbTaTaM. K HeMHBa3nMBHbIM METOAaM ANArHOCTUKN OTHOCATCA
ceposiormyeckne MccnefoBaHUsa CbIBOPOTKM MauMeHTa Ha Hanuuue cneumdunyecknx
K H.pylori aHTUTen n AblXaTeNbHbI ypeasHblid TeCT C MPUMEHEHWEM paauvoaKTUBHO
MeYyeHOW MOo4eBMHbl. VIMMyHOMEpPMEHTHbIW aHanu3 Ha BbisBNEeHWE crneundurnyeckmx
aHtuten knaccoe IgG/IgA/IgM aBnfeTcd MWHWManbHO WHBA3MBHbIM, 6bICTPbIM,
BbICOKOYYBCTBUTENbHbLIM Y UHPOPMATUBHbLIM METOAOM AMArHOCTUKM MHbekumn H.pylori.

2. MPUHUMN PABOTbl HABOPA

OnpepeneHne IgM aHTuUTEn Kk aHTureHam Helicobacter pylori ocHoBaHO Ha
MCMNOMb30BaHMUM HEMNpPSAMOro BapuvaHTa TBepAodas3HOro MMMyHO(EPMEHTHOro aHanmsa.
Ha BHYTpeHHen NOBEPXHOCTM IYHOK MiaHweTa MMMobnnnsoBaH peKoMbUHaHTbI 6enok
CagA H.pylori. AHTUTena u3 obpasua CBA3bIBAOTCS C aHTUIMeHOM Ha MOBEPXHOCTU
nyHKn. O6pa3oBaBLUMNCS KOMMJEKC BbISBASIOT C MOMOLLbIO KOHBbIOrata — MbIWNHBIX
MOHOKJIOHaNbHbIX aHTUTen K IgM 4yenoBeka C NepokcMAason xpeHa. B pesynbraTte
obpa3syeTca CBS3aHHbIA C MJACTUKOM <«CIHABMY», coAepXalmini nepokcuaasy. Bo
BpeMs MHKybauum c pactBopoM cybcrpata TeTpameTunbensvamHa (TMB) npoucxoaut
OKpaluMBaHWe pacTBOPOB B JlyHKaX. IHTEHCMBHOCTb OKPACKM MPsiMO MPONOpLMOHaibHa
coaepxaHuto IgM aHTuTen k aHTureHam Helicobacter pylori. MHAeKC NO3UTUBHOCTU
(MM, %) IgM aHTuTen k aHTureHam Helicobacter pylori B nccneayembix obpasuax
paccuyuTbiBaeTcsl No hopMyne, NpUMBEAEHHOW B MHCTPYKLUK.
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3. AHAJIUTNYECKUE XAPAKTEPUCTUKHA

3.1. YyBCTBMTENbHOCTb U CNEeLU(PUYHOCTD.

YyBcTBUTENBHOCTL Habopa peareHToB «Helicobacter pylori IgM-U®A» oueHuBanu ¢
NMOMOLLbIO NMaHeNn oXapakKTepu3oBaHHbIX CbIBOPOTOK, KOTOpas cOCTouT n3 42 obpasuos
CbIBOPOTOK KPOBM YenoBeKa, coaepxalwmx aHTutena knacca IgM k H. pylori. B Habope
peareHToB «Helicobacter pylori IgM-U®A» Bce cbiBOPOTKM 6bln omnpeaeneHbl Kak
nonoxwuteneHole. MNpu uccnegoBaHnn 158 oTpuuaTenbHbiX Ha aHTUTena k H. pylori
CbIBOPOTOK MoKa3aTesib crneunduyHocTn coctasmn 6onee 98%.

3.2. Bocnpon3BoAMMOCTb.

KoaddurumneHT Bapmaunm pesynbtaToB onpeaeneHuns coaepxaHus IgM aHTuTen K
aHTureHam Helicobacter pylori B ogHOM 1 ToM e o6pasue cbiIBOPOTKM (Ma3Mbl) KpOBU C
ncnonb3oBaHmeM Habopa «Helicobacter pylori IgM-U®A» He npeBbiwaeT 8.0%.

KoaddunumneHnT Bapmnaumm (CV) ans o6pasuoB, U3MepeHHbIX Ha ABYX cepuax Habopa
peareHToB «Helicobacter pylori IgM-U®A» (Intra-assay).

° KON-BO 3HauyeHue, o o

ob6pasen, N2 nosTopos NN cpeanmwii CV1, % CV2, %
1 32 3.7 2.6 2.7
2 32 8.9 4.3 5.1

KoaddurumeHT Bapuaunm (CV) ans obpasuoB, MU3MepeHHbIX Ha ogHoW cepun Habopa
peareHToB «Helicobacter pylori IgM-U®A» B TeueHne Tpex aHen (Inter-assay)

° _ 3HauyeHue, o

o6pasen, N? KOJ1-BO NMOBTOPOB N cpeanmwii CV1, %
1 8 3.2 3.9
8 8.7 6.1
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5. MEPbI NPEAOCTOPOXXHOCTHU

5.1. NoTeHuManbHbIN pUck NpuMeHeHnsa Habopa - knacc 2a (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHmem cron-peareHta (5.0% pacTtsop
CEpHOW KWUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUMUAX ABASOTCA HETOKCUYHBIMWN.

PactBop cepHoOW kucnoTbl obnagaet pasapaxatowum aeinctemeM. M3beraTb
pasbpbi3rMBaHNa M nNonagaHus Ha KOXY W CAu3ucTble. Mpy nonagaHum Ha KOXY W
CN3UCTbIE MOPaXKeHHbIN YY4acToOK ciefyeT NMpoMbiTb 60bLWNM KOIMYECTBOM NPOTOYHOWN
BOAbI.

5.3. lNpu paboTte c Habopom cneayeT cobntogatb «lpaBuna yCcTponicTBa, TEXHUKN
6e3onacHoOCTN, NPOM3BOACTBEHHOW CaHUTapuu, MPOTUBO3MUAEMUYECKOrO pexuma u
NINYHONM rurmeHbl nNpu pabote B nabopatopusix (OoTAeNeHusax, oTAenax) CaHUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA CUCTEMBbI MUHUCTEpCTBa 34paBooxpaHeHns CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3UHOBblE WU
NNacTUKoBble NepyaTku, Tak Kak obpasubl KPOBM 4YenoBeka creayeT paccMaTpusatb
KaK MOTeHUManbHO WHPUUMPOBAHHBLIM Matepuasn, CnocobHbI AnuTenbHOe BpeMs
coxpaHsaTb M nepepasaTb BWY, Bupyc renatuta wnu nwboii apyron Bo3byauTenb
BUPYCHOM UH@EKLUN.

6. OBOPYQOBAHUE N MATEPUAIDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (oToMeTp BepTUKaNbHOro CKaHWPOBAHWUS, MO3BONSIOWNIA N3MEPATb OMNTUYECKYHO
MAOTHOCTb COAEPXMMOTrO JIYHOK MfaHLWweTa nNpu A/IMHE BONHbI 450 HM;
- TepMmocCTaT, noaaepxusatowmnii Temnepatypy +37 °C 0.1 °C;
- [03aTopbl CO CMEHHbIMW HaKOHEeYHWKaMW, no3Bonswwme oTdéupaTb 06bEMbI B
amanasoHe 10-250 mkn;
- UMAMHAP MepHbI BMecTuMocTbio 1000 Mn;
- BOAA AUCTUNNMPOBAHHas;
- nepyaTKu pe3nHOBble UM NIACTUKOBbIE;
- bymara ¢unbTpoBasbHas.

7. NOArOTOBKA PEAFEHTOB A/ AHAJIU3A

7.1. MNepepa npoBefeHMeM aHanu3sa KOMMoHeHTbl Habopa n nccnenyemole obpasubl
CbIBOPOTKM (MnasMbl) KpOBM CReAyeT BblAepXaTb MNpW KOMHATHOW TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroTtoBsieHUe NiaaHLIeTa.

BCKpbITb MakeT C NAaHLWETOM M YCTaHOBUTb Ha paMKy HeobxoauMmoe KOIM4ecTBO
ctpunos. OcCTaBlIMECS  HEUCNoSIb30BaHHbIMW  CTPWMbl, 4YTO6bI  NpefoTBpaTUTL
BO34EeNCTBME Ha HMX BNaru, TWwaTesbHO 3aknenTb bymaron Ans 3aknenBaHusa niaHwerta
M XpaHuUTb Npun TemMnepaType +2...+8 °C B TeueHuMe BCero cpoka rogHoctn Habopa.

7.3. NMpurotoBsieHNne OTMbIBOYHOIO pacreBopa.

Copepxumoe riakoHa C KOHLLEHTPaTOM OTMbIBOYHOI0 pacteopa (22 M), nepeHecTn
B MEpHbI UMANHAP BMecTuMocTbio 1000 mn, gobasutb 550 M AMCTUANMPOBAHHOM
BOAbI M TLWaTeNbHO nepeMewaTb. B cnyyae apobHoro ncnonb3osaHns Habopa cnenyert
oTobpaTb HeEOOX0AMMOE KONMMYECTBO KOHLEHTpaTa OTMbIBOYHOIrO pacTBopa M pa3BecTu
ANCTUNNMPOBaHHON BoAONM B 26 pa3 (1 Mn KOHLUeEHTpaTa OTMbIBOYHOro pactsopa + 25
M AUCTUINIMPOBAHHOM BOAbI).
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8. YC/IOBUA XPAHEHUA N 3KCIMJTYATALUUN HABOPA

8.1. Habop peareHToB «Helicobacter pylori IgM-U®A» fomxeH XpaHUTbLCSA B yNakoBKe
npeanpuaTUA-U3roToBuTeNs npu TemnepaTtype +2..+8 °C B TeyeHue BCero cpoka
roAHOCTM, YKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTuposka) Habopa npu Temnepatype Ao +25 °C He
6onee 15 cyTok. He gonyckaeTcs 3amMopaxwusaHue Lenoro Habopa.

8.2. Habop paccumtaH Ha npoBedeHWe aHanu3a B aybnukatax 46 uccnenyembix
06pa3uoB 1 2 Npob KOHTPOJIbHOW CbIBOPOTKK (BCero 96 onpeaeneHunit).

8.3. B cnyyae apobHoro ucnonb3oBaHWs Habopa KOMMOHEHTbI cnefyeT XpaHUTb
cneayownm obpasom:

- OCTaBLUMECS HEeWCnosib30BaHHbIMW CTPUMbl HEO6XOAMMO TLLATENbHO 3aKNenTb

6yMaroi Ans 3aknenmBaHUs MNiaHLeTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- Bbydep ana passeaeHns obpasLoB, KOHbIOraT, CTOM-peareHT nocsie BCKPbITUS
dnakoHOB crneayeT XpaHuUTb Npu TemnepaType +2..+8 °C B TeuyeHue Bcero
cpoka rogHoctu Habopa;

—  KOHTpOJIbHblE CbIBOPOTKM MOC/Ae BCKPbITUS (DJIaKOHOB cCnefyeT XpaHuTb npu
TemnepaTtype +2...+8 °C He 6osee 2 MecsLeB;

-  OCTaBLUMNCA HEMCMNOJSIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa cneayert
XpaHuUTb Npu TemnepaTtype +2...+8 °C B TeueHue Bcero cpoka rogHoctn Habopa.
MPUroTOBNEHHbIN OTMbIBOYHbLIA PacTBOp cfiefyeT XPaHuTb MpuU KOMHaTHOWM
TemnepaTtype (+18..+25 °C) He 6onee 15 cytok wmnAm npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpvMeyaHue. Tocne MCNONb30BaHWA peareHTa HeMeAsIeHHO 3aKpbiBaWTe KPbIWKY

¢nakoHa. 3akpbiBaniTe KaxAabli NIAaKOH CBOEN KPbILWKON.

8.4. [Ina npoBedeHWs aHanu3a He cfeayeT WUCMNonb30BaTb EMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (Nia3My) KpOBW, @ TakXe CbIBOPOTKY (MnasMy) KpOBW, coAepxallyto
a3sug Hatpusa. Ecnn aHanu3 npovsBoANTCA He B AE€Hb B3ATUS KPOBW, CbIBOPOTKY (Mna3smy)
cnepyeTr XpaHutb npu Temnepatype -20 °C. [OBTOpHOe 3aMopaxuBaHwe-oTTavBaHue
o06pa3uoB CbIBOPOTKM (Nna3Mbl) KpOBM He AonyckaeTcs. [lonyckaercsa wuccnenoBaHue
CbIBOPOTOK, XPpaHeHMe KOTOpbIX C MOMeHTa 3abopa KpOBWM OCYLLECTBAANOCH Mpw
TeMmnepaType oT +2 °C go +8 °C He 6onee 7 CyTOK.

8.5. VckntovaeTcs umcnonb3oBaHWe ANns aHanumsa o06pasLoB CbIBOPOTKMU (MJ1a3Mmbl)
KPOBW JOAEN, MOMy4YaBlUMX B LENAX AMArHOCTMKW WAWM Tepanuu npenapatbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE aHTUTENa.

8.6. [1na nonyvyeHWs HaAeXHbIX pe3ynbTaToB HeobxoauMMmo cTporoe cobnioaeHue
WNHCcTpykuumn no npumeHexuio Habopa.

8.7. He ucnonb3yliTe KOMMOHEHTbl M3 APYrMx HabopoB WAM W3 aHanorm4HbIX
HabopoB Apyrux cepwi.
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9. NPOBEAEHUE AHAJIU3A

NMoMmecTuTe B paMKy Heo6XoAMMOE KOJIMYECTBO CTPUMOB - WCC/EeAyeMble
06pasubl B 2 NOBTOPax M 4 NYHKW 4151 KOHTPOSIbHbIX CbIBOPOTOK (OTpMUATENbHbIN
KOHTPO/b 3 NYHKW, TONOXUTENBHBIA KOHTPOb 1 fiyHKa).

BHecuTe BO Bce NyHKM nMiiaHweta no 90 mkn UDA-bydepa.

BHecute B cooTBeTcTBylOWME JIYyHKM B pAy6naukatax no 10 Mkn
KOHTPOJIbHbIX CbIBOPOTOK. B ocCTanbHble NyHKM BHecuTe B Aybnukatax no
10 mMkn uccneayembix o6pasuoB CbiBOPOTKM (na3Mbl) KpOoBU. BHeceHue
KOHTPOJIbHbIX CbIBOPOTOK W MccnenyeMbix 06pa3uoB Heob6X0AMMO MPOM3BECTU B
TeyeHue 15 MUHYT.

BHUMAHME! lNpu BHeceHnn o6pa3LoB CbIBOPOTKM (Ma1a3Mbl) KPOBM MPOUCXOAUT
M3MeHeHue uBeTa pacTeopa.

AKKypaTHO nepeMmellaiiTe COAEpPXUMOe MiaHlWeTa KpYyroBbIMU ABUXEHWSAMW MO
rOpV30HTaNbHOW MOBEPXHOCTY, 3aKneinTe nnaHweT 6ymaron AN 3aknenBaHuns niaHwerTa.
WUHKy6upyiTe nnaHwer B TeueHue 30 MUHYT Nnpu Temnepartype +37 °C.

Mo OKOHYaHUK MHKY6aUWUW yaanuTe CoAEPXMMOE IYHOK acnvpaumnei (Hanpumep, ¢
NMOMOLL b0 BOAOCTPYMHOr0 Hacoca) Uiy eKaHTMPOBaHUEM M OTMOMTE NYHKM 3 pa3a.
Mpw KaXkaoi oTMbIBKE A06aBbTe BO BCE JIYHKM Mo 250 MK/ OTMbIBOYHOMO pacTBopa
(cM. n.7.3), BCTpAXHUTE MAAHLIET KPYroBbiMU ABMXXEHUAMMU MO TOPU3OHTAsIbHOM
NMOBEPXHOCTU C MOC/eAyloLlleil acnupaunein WM AeKaHTMPOBaHWEM. 3ajepiXKka
npu OTMbIBKE (3aMaynBaHue IyHOK) He TpebyeTcs. Mpu KaXAoM AeKaHTUPOBaHUM
Heo6X0ANMO TLWATENbHO YAANATb OCTAaTKU XUAKOCTU U3 JTYHOK.

BHecuTe BO Bce siyHKM no 100 Mk KOHblOrarta.

3aknenTe nnaHweT 6ymaroi ANs 3aKenMBaHWs NiaHWeTa U UHKY6GupyiTe ero B
TeyeHne 30 MMHYT Nnpu Temnepartype +37 °C.

Mo oKOHYaHMM MHKYy6auuK yaanuTe COAEPXMMOE NIYHOK Y OTMOMTE NIYHKM 5 pas.

BHecute Bo Bce nyHkun no 100 mMkn pacrBopa cy6crparta TeTpamMeTwi-—
6eH3uaMHa. BHeceHne pactBopa cybcTpaTa TeTpameTunbeHsnamHa B JTYHKM
HeobXxoAMMO MpoOM3BECTM B TeuyeHue 2-3 MUH. WHKY6upyiTe nnaHwer B
TeMHOTe Npu KOMHaTHol TeMmnepartype (+18...+25 °C) B TeueHune 10-20
MWHYT B 3aBUCUMMOCTU OT CTENEHU Pa3BUTUS CUMHEro oKkpaliMBaHUS.

11

BHecuTe BO BCe JIYHKM C TOM XX€& CKOPOCTbIO M B TOM € MocC/feA0BaTeIbHOCTH,
Kak 1 pacTBop cy6cTpaTta TeTpameTtunbeHsmanHa, no 100 MKA cTon-peareHTa,
Mpy 3TOM COAEPXMMOE JIYHOK OKPALIMBAETCS B APKO-XKENThIN LBET.

12

U3mMepbTe BenuumMHy ontuuyeckor msiotHoctu (Ol) coaepXMMOro NyHoOK
nnaHwerta Ha doToMeTpe BepTMKasbHOrO0 CKaHMpPOBaHWsS MPU AJIMHE BOJIHbI
450 HM. M3mepeHune Ol coaepx1MMoro NyHoK naaHweTa Heo6xoAMMO NpoM3BeCcTu
B TeyeHue 15 MMH nocne BHeceHus cTton-peareHTa. bnaHk ¢poToMeTpa BbiCTaBnsuTe
rno BO34YyXY.
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13 | PaccuuTtaiiTe copep)xaHue aHTUTEN K aHTUreHaM B uccieayeMbix
o6pasuax. [ins sToro:

1. PaccuntainTe cpegHee 3HaveHne O OTpuUaTENbHOrO KOHTPONS:

On (CN119MZ)Cp = (OMN1 (CN119MZ)+0MN2 (CN119MZ)

+0M3 (CN119MZ)) / 3;
Pe3ynbTaTbl aHann3a cunTaTb AOCTOBEPHbLIMU, €CNN:
- OlN Mono>xnTenbHOro KOHTposA He Hxe 0.6 onTnyecknx eamHuy (OE);
- OlN OTpuuaTenbHOro KOHTpons He Bbiwe 0.15 OE BO Bcex syHKax.
2. PaccunTaiTe ypoBeHb rpaHn4Horo 3HavyeHusa Cut off, ans atoro k cpeaHemy
3HayeHuto Ol OTpuuaTenbHOro KoHTponsa npubasbTe 0.25

Cut off = O (CN119MZ)Cp + 0.25
3. Paccuutarite VHaekc MosutnsHoctn (UM, %) Ana Kaxaoro nccnenyemoro
obpasua, ansa atoro Ol obpasua pa3aennte Ha 3HadyeHue Cut off

MM = ONo6pa3sua / Cut off

10. OXXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasiCb Ha pesysibTaTax uccnenoBaHwuii, npoBefAeHHbIX 000 «XEMA»,
pekoMeHAyeM Mo0fb30BaTbCA HOpMaMu, MpuMBEAEHHbIMWM HWxe. Bmecte ¢ Tem, B
cooTBeTCTBUM C npaBunamm GLP (Xopowen nabopaTopHOM NpaKTUKW), Kaxaas
nabopatopusi AO/MKHa cama onpeaennTb MNapaMeTpbl HOPMbl, XapaKTepHble AN
obcnenyemon nonynsauuu.

WNHTepnpeTaums pe3ynbTaToB:
Mpn NM>1.1 obpaseL NONOXUTENbHbIN,
npu UM<0.9 - oTpuuaTenbHbIN.

Mpu 3HayeHun WM, nexawem B npomexyTke ot 0.91 go 1.09 - pesynbTat B
rnorpaHnMyHom 3oHe (+/-). Takme CbIBOPOTKM pEKOMEeHAYyeTCs UccnefoBaTb MOBTOPHO.
Ecnun noBTOPHbIN NONYYEHHbIN pe3ynbTaT 6yaeT HeonpeaeneHHbIM, TO CieayeT NpoBecTyh
TecTMpoBaHMe CbIBOPOTKM, MONyYeHHOM uYepe3 2-4 Hepenun. B cnyyae nonyyeHus
HeornpeaeneHHbIX pe3ynbTaToB TakuMe obpasubl cuMTaTh oOTpuuaTenbHbiMU. [lpu
MHTeprnpeTauun pesynbTaToB UCCNeA0BaHUI AETCKUX CbiIBOPOTOK YPOBEHb MPAHUYHOMO
3HaYeHUs JosKeH 6bITb MOHMXEHHbIM Ha 10%.

Pesynb'ra'r nuccnepoBaHuA AeTCKUX CbIBOPOTOK Pesymﬂ’a'r nccnefoBaHuA CbIBOPOTOK B3POC/IbIX
MM obpasua>0.9 MONOXUTENbHbIN MM obpasua >1.1 MONOXUTENbHbIN
0.8<WMobpa3ua<0.9 HeonpeaeneHHbIn 0.9< UM obpasua <1.1 HeonpeaeneHHbIn
MM obpasua <0.8 oTpuUaTeNbHbIN MM obpasua <0.9 oTpuUaTENbHbIN

Mcnonb3oBaHue MHaeKca no3nTUBHOCTM MO3BOISETNPOBOANTEL MOTYKOIMYECTBEHHbIN
CPaBHUTENbHbIN aHann3 ypoBHS cneunduruyecknx aHTUTEN B MapHbIX CbIBOPOTKaxX KPOBU.
MM B npepgenax 1.1-7.0 nponopuuoHasneH COAEepXaHWIo cneunduyecknx aHTuTen
knacca IgG. 3To no3BoNSET NPOBOAUTL UCCeA0BaHME NapHbIX CbIBOPOTOK MOSYYEHHbIX
OT MauneHTOoB C UHTEPBANOM B 2-4 Heaenu.

Ecnn UM obpasua coctaBnsetT Bbiwe 7.0 A5 KOPPEKTHOM OLEHKM OTHOCUTENbHO
cofepXaHus cneunduueckmx aHTUTeN, peKoOMeHAYeTCsl MPOBECTU MOBTOPHbIN aHanu3
obpasua npeaBapuTenbHO pasBEeAEHHOro pacTBOPOM AN pa3BeAeHUs CbIBOPOTOK B
10 pas, npu onpeaeneHun nHAeKca No3UTUBHOCTM B TaKOM Clyyae cneayeT YMHOXUTb
rnoslyyeHHoe 3HadeHue UM Ha 10. Takon cnocob MHTepnpeTaumMmn pesynbTaToB aHanusa
MO3BOJISET CpaBHMBAThb YPOBEHb creundunyeckmx aHtuten K H. pylori B anHamumke.
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UHTepnpeTtauusa pe3ysbTaToB onpeaesieHUus aHTUuTen knaccos IgG,

IgA n IgM cneuundmnuHbix k 6enky CagA H.pylori

Pe3ynbTaT onpeaenenus aHtuten k 6enky CagA H.pylori

IgG*

IgA**

IgM

WHTepnpeTauusi pesynbTaTa

OTpuuaTtenbHbIn

OTpuuaTenbHbIn

OTpuuaTenbHbIn

O6pa3zey He coaepXuT cneu-
nopunyeckmnx aHtuten Kk CagA
H.pylori, nn6o nx koHueHTpa-
LMS HWXe npefena YyBCTBU-
TEeNbHOCTU aHanusa

OTpuuaTenbHbIi

MonoxuTenbHbli

MonoXxuTenbHblii

OTpuuaTenbHbIn

MonoxuTtenbHbIn

OTpuuaTenbHbIn

OTpuuaTenbHbIn

OTpuuaTenbHbIn

MonoxuTtenbHbIn

BeposiTHaa paHHAS cTagus
MHbEKUNN, peKoMeHAyeTCs
NPOBECTN NOBTOPHbIE UCCNeno-

BaHWA Yyepes Tpu Heaenu

MoNoXUTENbHbIN OTpuuaTenbHbIl

MonoxuTenbHbli

OTpuuaTenbHbIi Ob6pa3zey coaepxuT cneundn-
MOAOKUTENBHBIN uau | YECKMe aHTuTena k 6enky CagA
H.pylori, pekomeHayeTcsi npoBe-
CTW KOMMEKC JOMOSTHUTESbHbIX
obcnenoBaHWin: 3HAOCKONMS,
ypeasHblil TecT, 6akTepuonorus.

MonoxuTenbHbl
OTpuuaTenbHbIn

* - WccnenoBaHWsIMM [0OKa3aHO, UYTO CHWKEHWEe TUTPOB crneunduyecknx aHTuten knacca IgG
ABNSIETCS LOCTOBEPHbIM rnokasaTeneM apdeKTUBHOCTN Tepanuu n spaaukaumm H.pylori.

** - Cneumduyeckne aHTuTena knacca IgA npu uHduumposaHum H.pylori 3HauMTenbHO 4alle
obHapyxunBatTCs y 60/bHbIX pakoM U A3BOW Xeny/Ka, YeM Y NaLMeHTOB C XPOHUYECKUMM racTpuTamu.
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Mo Bonpocam, kacawwmumcsa kayectsa Habopa «Helicobacter pylori IgM-U®A »,
cnepyet obpawartbca B OO0 «XEMA» no agpecy: 105043, r. Mockea, a/a 58
105264, r. MockBa, yn. 9-sa Mapkosas, 4. 48, 1-1 noa., 5 atax,

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

3/1eKTpoHHas noyta: info@xema.ru; rqc@xema.ru

WHTEpPHET: www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knneHTckoro cepenca OO0 «XEMA», k. 6. H. []. C. KoCcTpukuH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY FOR THE
QUALITATIVE DETERMINATION OF IgM ANTIBODIES TO
HELICOBACTER PYLORI IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the qualitative determination of IgM antibodies
to Helicobacter pylori 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 46 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

H. pylori is detectable in nearly 100% of adult patients with duodenal ulcer, about
80% of patients with gastric ulcer, more than 90% of gastric cancer patients and more
than 90% of patients with active chronic gastritis. An association between H. pylori
and gastric cancer is confirmed. In developing countries, where prevalence of H. pylori
infection is high (ca. 70-80% of population for Eastern Europe and Asia), most children
become infected by the age of 10, and gastric cancer rates are very high. In the USA
and other developed countries, standards of hygiene and the increasing socioeconomic
status of the population have reduced the incidence of infection, and in parallel, the
rates of peptic ulcers and gastric cancer have declined. There is an excellent correlation
between the clinical presentation of gastritis, the presence of H. pylori in the stomach
and elevated serum H. pylori IgG antibody. Moreover, eradication of H. pylori from
a patient leads to a recovery from gastritis and a significant reduction in duodenal
ulcer reccurence. H. pylori-specific IgG antibody also falls significantly after successful
antibacterial therapy. H. pylori strains are classified into two broad groups - those that
express both VacA (vacuolising toxin) and CagA (cytotoxin-associated gene) (type I)
and those that produce neither (type II). Type I strains are predominate in patients
with ulcers and cancer, while type II strains are mostly associated with asymptomatic
infections. 80-100% of patients with duodenal ulcer disease produce CagA antibodies
against a 128 kd antigen compared with 60-63% of H. pylori-infected persons with
gastritis only, indicating that serologic responses to the 128 kd protein are more
prevalent among H. pylori-infected persons with duodenal ulcers than infected persons
without peptic ulceration. In H. pylori-infected patients who develop gastric cancer or
duodenal ulcer, serum IgG against CagA are found in 94% and 80-100% of patients,
resp., thus indicating that detection of antibodies to CagA is a useful marker for diagnosis
of gastric cancer and duodenal ulcer. For gastritis, prevalence of IgG-antibodies to
H. pylori is lower - ca. 60-63%.

The IgM test detects antibodies formed 2-4 weeks after infection with H. pylori. IgG and
IgA antibodies require up to two months after infection before becoming detectable.
If the immune system fails to eradicate the bacterium, it will begin to colonise the
mucosal lining of the upper gastrointestinal tract. In the absence of H. pylori IgG, IgM
positivity should be considered as a reason for treatment only in case of existing active
symptoms of gastric ulcer. If treatment is not chosen in the presence of H. pylori

IgM antibodies, it is advisable to carry out IgG testing after 2-3 months to confirm
infection eradication by the immune system.
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3. PRINCIPLE OF THE TEST

This test is based on indirect enzyme immunoassay principle. Tested specimen is placed
into the microwells coated with CagA protein of Helicobacter pylori. Antibodies from
the specimen bind coated CagA protein of Helicobacter pylori on the microwell surface.
Unbound material is removed by washing procedure. Second antibodies directed
towards species specific Ig, , 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. Positivity index (PI, %) is calculated by the formula (see
Calculations).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 obtained only 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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5.1. Contents of the Kit

5. KIT COMPONENTS

XEMA

SORB MTP |Helicobacter |polystyrene microwells coated until exp.
pylory IgM EIA |with CagA protein of Helicobacter date
strips, 8x12 pylori
wells

2 |CONTROL - [Control sera dilution of preselected human pcs | colourless; |2 months
CONTROL +|(0.5 ml and serum, with high content of red
0.2 ml, resp.) |IgM antibodies to Helicobacter
pylori with preservative - 0,01%
Bronidox L, 0,01% 2-Methyl-4-
isothiazolin-3-one-hydrochloride,
colourless
3 |CONJ HRP |[Conjugate, aqueous solution of murine pcs green until exp.
14 ml antibodies to human IgM coupled date
with horseradish peroxidase
diluted on phosphate buffered
solution preservative - 0,01%
Bronidox L, 0,01% 2-Methyl-4-
isothiazolin-3-one-hydrochloride
and green dye
4 |DIL EIA Sample phosphate buffered Saline with pcs purple |until exp.
buffer 14 ml |casein from bovine milk and date
detergent (Tween-20), contains
0,1% phenol as preservative;
contains purple dye
5 |SUBS TMB |Substrate ready-to-use single-component pcs | colourless |until exp.
solution, tetramethylbenzidine (TMB) date
14 ml solution.
6 |BUF WASH |[Washing aqueous solution of sodium pcs | colourless |Concen-
26X solution chloride and detergent (Tween trate - until
concentrate 20), contains proClin300 as a exp.date
26x, 22 ml preservative
7 |STOP Stop solution, | 5,0% vol/vol solution of pcs | Diluted |until exp.
14 ml sulphuric acid washing |date
solution -
1 month
at 2-8 °C
or 5 days
at RT
8 [N003 Plate sealing - pcs | colourless |until exp.
tape date
9 |K119MI Instruction - pcs - N/A
Helicobacter
pylory IgM
EIA
10 [K119MQ QC data sheet - pcs - N/A
Helicobacter
pylory IgM
EIA

Document: K119MI
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5.2. Equipment and material required but not provided

- Distilled or deionized water;

- Automatic or semiautomatic multichannel micropipettes, 90-250 pl, is useful but not
essential;

- Calibrated micropipettes with variable volume, range volume 10-250 pl;

- Dry thermostat for 37 °C +2 °C;

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

5.3. Storage and stability of the Kit

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

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

6. SPECIMEN COLLECTION AND STORAGE.

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

- All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18 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 vials with calibrators on low speed
centrifuge.

- Prepare washing solution from the concentrate BUF WASH 26X by 26 dilution 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.

7.4. Alternative units:
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8. EXPECTED VALUES

CALCULATION OF RESULTS.

1. Calculate the mean absorbance values (OD450) for CONTROL- in triplicates and each
pair of samples.

2. Calculate the cut-off value: (mean OD450 for CONTROL-) + 0.25

3. Calculate Positivity Index (PI) for each sample:

PI = mean OD450(sample) / Cut-off

If PI value is greater than 1.1, the result is POSITIVE.

If PI value is less than 0.9, the result is NEGATIVE.

If PI value is between 0.9 and 1.1, the result is EQUIVOCAL. Such samples should
be retested. If the result is equivocal again, a new sample should be obtained 2-4
weeks later and tested again. If the result remains equivocal, the sample should be
considered negative. Therapeutic 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 therapeutic measures. 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.

11. PERFORMANCE CHARACTERISTICS

11.1 Analytical specificity.
Specificity of the test was evaluated on 93 negative serum specimens. Based on
these data, specificity of the test is 98%.

11.2 Analytical sensitivity.
Specificity of kit was evaluated using internal panel “H.Pylori Positive Control”.

11.3 Precision.

IntrIntra-assay precision for two different lots (CV1, CV2) is shown below:

1 32 3.4 2.9 2.8
2 32 9.1 4.8 5

Inter-assay precision is shown below:

1 8 3.1 3.9
2 8 9 6.2
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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
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Instruction for use

MHCTPYKUUA MO MPUMEHEHUIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO BbIABJIEHUA

IgA AHTUTEJ1 K AHTUTEHAM

Helicobacter pylori B CbIBOPOTKE (MJIA3ME) KPOBU

«Helicobacter pylori lgA-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUALITATIVE DETERMINATION
OF IgA ANTIBODIES TO Helicobacter pylori
IN HUMAN SERUM OR PLASMA

Helicobacter pylori lgA EIA

HOMEP MO KATASIOTY K119A

TY N© 21.20.23-1192-18619450-2018
Ne P3H 2019/8039 ot 23 AaHBapa 2019 T.
Ne P[1-23338/46804 ot 20.08.2018

AnTnTena K BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTByIOT
KOHTponbHble CbIBOPOTKY, BXOAALLME B COCTaB Habopa, MHAKTVBUPOBaHbI.

W For 96 determinations /Ha 96 onpepeneHun
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K119AI

MHCTPYKLUNA NO NPUMEHEHWUIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO BbISABJIEHUSA IgA AHTUTEN K
AHTUIFEHAM Helicobacter pylori B CbIBOPOTKE (IMJIA3SME)
KPOBW «Helicobacter pylori IgA-NU®A »

1. HABHAYEHMUE

1.1. Habop peareHTtoB <«Helicobacter pylori IgA-U®A» npepgHasHavyeH Aans
KayeCTBEHHOr0 BbIsSIBIEHUS1 KOHLLEeHTpaunn IgA aHTuTen K aHTureHam Helicobacter pylori
B CbIBOPOTKe (Msa3Me) KpoBM MeToAoM TBepA0odasHOro MMMyHOMEPMEHTHOIO aHannsa.

1.2. H.pylori - WWPOKO  PpacnpoOCTPaHEHHbIW  MWKPOOPraHM3M, KOTOPbIM
WHpUUMpOBaHa MNOMOBMHA HaceneHuss 3eMHoro wapa. Ero pacnpocTpaHeHHOCTb
ype3Bbl4YalHO BbICOKa B pa3BMBAIOWMXCSH CTpaHax M AOCTaTOYHO HWU3Ka B PasBUTbIX
cTpaHax Mupa. o AaHHbIM BceMMpHOWM opraHusaumm racTpO3HTEPOSIOrOB, B CTpaHax
BocTtouHoi EBponbl M A3un MHPULNMPOBAHHOCTb B3POC/AOr0 HaceneHus coctasnset 70-
80 %.

WccnepoBaHmsa nocneaHnx AeCATUIETUMI MoKasanu Beaywyl ponb bHaktepum
H. pylori B natoreHese mnopaXeHWN >enyaka W ABEeHaAUATUMEPCTHOM  KULLKW.
H.pylori o6Hapy»xuBatoT noytn y 100 % B3pocC/biX MauMeHTOB C S3BEHHOW H0ME3HbIO
ABeHaALaTUNepCTHOM KULWKK, NpuMepHO y 80 % 60/bHbIX A3BEHHOM 60/1€e3HbI0 Xenyaka,
y 92 % 60nbHbIX pakoM xenyaka U y 92 % 605bHbIX C @aKTUBHbIM XPOHUYECKUM
ractpuToMm. lMccneposaHMsaMM AOKas3aHO, YTO 3AMMMHaUMA XenukobakTepa MpuBOAUT
K MCYE3HOBEHWIO racTpuTa W 3HAYUTENbHO YMEHbLUAeT 4acToTy peueanBOB $A3Bbl
ABEHaALATUMNEPCTHON KULLKW.

1.3. XenukobakTepnos - XpoHuyeckas WHMEKUMs C AWUTENbHbIM, 4acTo
6€eCCUMMNTOMHbIM TeyeHneM. B crnyyae BO3HUKHOBEHUS CUMMTOMbl He OT/MYalOTCS
OT K/IMHWYECKMX MpOsIBIEHU racTpoayoneHuta (06bIYHO — TMOCTOAHHbIe 601K B

obnactu anuracTpus). H.pylori 04eHb YacTo NPUCYTCTBYET Y NaUMEHTOB, HE MMEIOLLMX
KIIMHUYECKNX NPOosBNEHNI 3aboneBaHus.

1.4. Wrtammbl H.pylori 4pe3Bbl4aliHO TreTeporeHHbl W pas3fensiTcs Ha [ABe
6onbliMe rpynnbl — WTaMMbl, 3Kcnpeccupytowme aHturenbl VacA n CagA (tvn I), un
LITaMMbl, KOTOpble HE 3KCMPECCUPYIOT 3TU aHTureHbl (Tun II). LUTaMMbl nepBoli rpynmnbl
AOMUHMPYIOT Y MauUMEHTOB C S3BeHHOM 60ne3Hbi0 M pakoMm xenyaka. benok CagA
NPOHUKAET B KJETKWU 3NUTENNS CAN3NUCTON 060104KM, MPUBOAUT K HapyLUEHWUIO MUTO3a
W MHAYUMPYET XPOMOCOMHYI HecTabunbHOCTb. Ecnn vHdekuus Bbi3BaHa LTaMMaMu
H. pylori, akcnpeccupytowmmm 6enok CagA, B opraHvM3Me 4yenoBeka BblpabaTbiBaloTCs
aHTUTena cneumduyHble K 3TOMy aHTUreHy. AHtTutena Kk 6enkam CagA BbISBNAIOTCH Y
80-100 % naumeHTOB C A3BEHHOM 60Ne3HbI0 ABEHAALATUNEPCTHON KUWKKM Uy 94 %
60MbHbIX pakoM >enyaka. [103TOMy BbIIBNeHWE aHTUTeN, crneum@uyHbiXx K 6enky
CagA, sBnsetca WHMOPMaTUBHLIM MapKepoM B AWArHOCTUKE £A3BEHHOW 605e3Hu
ABEHaALaTMMNEPCTHOW KULLKKU U paka Xenyaka.
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XEMA

1.5. WTammbl H.pylori II Tuna, KOTOpble He 3KCMNpeccuMpyloT aHTureHol CagA u
VacA, He accouMMpYIOTCS C TSXKENbIMU MOPaXeHUsIMUN Xenyaka u ABeHaauaTUNepCcTHOM
KWLWKK, B YaCTHOCTU, A3BEHHOM 60ME3HbI0 U PaKoM.

1.6. NHdekumna H.pylori moxeT O6biTb Ob6HapyXeHa KakK WHBa3MBHbIMW, TaK U
HEVWHBa3MBHbLIMM [AMarHOCTUYECKMMM MeToAaMu. WHBa3MBHbIE MeETOAbl BKJIOYAKOT
nccneposaHve  6MonTaTtoB  CIM3MCTONM  060MOYKM  XKENyAOYHO-KMULLIEYHOro TpakTa
TMCTONOMMYECKMMU, KyNbTypasbHbIMW MeToAaMu WAN ObICTPbIM ypeasHblM TeCToM,
0AHaKO, HeOAHOPOAHOe pacrnpocTpaHeHue H.pylori N0 CAN3UCTOW YacTo MPUBOAUT K
NOXHOOTpULUATENbHbIM pe3ynbTaTaM. K HeMHBa3nMBHbIM METOAaM ANArHOCTUKN OTHOCATCA
ceponiormyeckne MccnefoBaHUsa CbIBOPOTKM MauMeHTa Ha Hanuuue cneumdunyecknx
K H.pylori aHTUTen n AblXaTeNbHbI ypeasHblii TeCT C MPUMEHEHWEM pafvoaKTUBHO
MeYyeHOW MOo4eBMHbl. VIMMYHOMEpPMEHTHbIW aHanu3 Ha BbiBNEeHWE crneunduyeckmx
aHTuTen knaccos IgG/IgA/IgM €ABNSETCS MWHMMANbHO WHBA3WBHbLIM, ObICTPbIM,
BbICOKOYYBCTBUTENbHbLIM Y MHPOPMATUBHbBIM METOAOM AMArHOCTUKM MHbeKunn H.pylori.

2. MPUHUMN PABOTbl HABOPA

BoisBneHve IgA aHTUTen K aHTureHam Helicobacter pylori ocHOBaHO Ha
MCMNOMb30BaHMM HEMNpPsAMOro BapuvaHTa TBepAodas3HOro MMMyHO(MEPMEHTHOro aHanmsa.
Ha BHYTpeHHen NOBEPXHOCTM IYHOK MaaHweTa MMMobunnsoBaH peKoMbUHaHTbI 6enok
CagA H.pylori. AHTUTeNna u3 obpasua CBA3bIBAOTCS C aHTUreHOM Ha MOBEPXHOCTU
NyHKkn. O6pa3oBaBLUMINCS KOMMEKC BbISBASIOT C MOMOLLbIO KOHbIOrata — MbIWNHBIX
MOHOKJIOHaNbHbIX aHTUTen K IgA 4yenoBeka C nepokcuaasol XpeHa. B pesynbraTte
obpasyeTcs CBSI3@aHHbIA C MJACTUKOM <«C3HABMY», coAepXalmini nepokcuaasy. Bo
BpeMs MHKybauum c pactBopoM cybcTpata TeTpameTunbeHsvnanHa (TMB) npoucxoaut
OKpaluMBaHWe pacTBOPOB B JlyHKaxX. IHTEHCMBHOCTb OKPACKM MPsiMO MPOMNoOpLUMOHabHa
coaepxaHuto IgA aHTUTEn K aHTureHam Helicobacter pylori. HAEKC MO3UTUBHOCTU
(MM, %) IgA aHTMTEen Kk aHTureHam Helicobacter pylori B wccnepyeMbix obpasuax
paccuyuTbiBaeTcst No hopMyne, NpMBEAEHHOW B MHCTPYKLUK.
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3. AHAJIUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneunPunUYHOCTb.

YyscTBUTENBHOCTL Habopa pearentoB «Helicobacter pylori IgA-U®A» oueHnBanm ¢
NMOMOLLbIO MaHeN OXapaKTepM30BaHHbIX CbIBOPOTOK, KOTOpas COCToUT 13 42 obpa3uos
CbIBOPOTOK KPOBM YefnioBeka, coaepxalmnx aHtutena K H.pylori . B Habope peareHToB
«Helicobacter pylori IgA-U®A» Bce CbIBOPOTKWN BblM onpeaeneHbl Kak NOMOXUTENbHbIE.
Mpu nccnepoBaHnm 158 oTpuuaTtesnbHbIX Ha aHTUTeNa K H.pylori CbiIBOPOTOK nokasaTtesib
cneumduyHoCcTM coctaBun 6onee 98%.

3.2. Bocnpon3BOoAMMOCTb.

KoadpdpurumneHT Bapvaumm pesynbTaToB BbIIBNEHUS coaepxaHust IgA aHTuten K
aHTureHam Helicobacter pylori B ogHOM 1 TOM Xe o6pasue CbiIBOPOTKM (Ma3Mbl) KpoBU C
ncnonb3oBaHneM Habopa «Helicobacter pylori IgA-U®A» He npeBblwaeT 8.0%.

KoadpduumneHnT Bapmnaumm (CV) ans obpasuos, U3MepeHHbIX Ha ABYX cepuax Habopa
peareHToB «Helicobacter pylori IgA-U®A» (Intra-assay).

° KON-BO 3HauyeHue, o o
ob6pasen, N2 nosTopos NN cpeanmwii CV1, % CV2, %
1 32 3.7 2.6 2.7
2 32 8.9 4.3 5.1

KoaddurumeHT Bapuaunm (CV) ans obpasuoB, MU3MepeHHbIX Ha ogHoW cepun Habopa
peareHTOB «Helicobacter pylori IgA-®A» B TeueHune Tpex aHewn (Inter-assay)

° _ 3HauyeHue, o
o6pasen, N? KOJ1-BO NMOBTOPOB N cpeanmwii CV1, %
1 8 3.2 3.9
8 8.7 6.1
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5. MEPbI NPEAOCTOPOXXHOCTHU

5.1. MNoTeHuManbHbIN pUck NpuMeHeHunsa Habopa - knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHmem cron-peareHta (5.0% pacTtsop
CEpHOW KWUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUMUAX ABASOTCA HETOKCUYHBIMWN.

PactBop cepHoOW kucnoTbl obnagaet pasapaxatowum aeinctemeM. M3beraTb
pasbpbi3rMBaHNa M nNonagaHus Ha KOXY W CAu3ucTble. Mpy nonagaHum Ha KOXY W
CN3UCTbIE MOPaXKeHHbIN YY4acToOK ciefyeT NMpoMbiTb 60bLWNM KOIMYECTBOM NPOTOYHOWN
BOAbI.

5.3. lNpu paboTte c Habopom cneayeT cobntogatb «lpaBuna yCcTponicTBa, TEXHUKN
6e3onacHoOCTN, NPOM3BOACTBEHHOW CaHUTapuu, MPOTUBO3MUAEMUYECKOrO pexuma u
NINYHONM rurmeHbl nNpu pabote B nabopatopusix (OoTAeNeHusax, oTAenax) CaHUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA CUCTEMBbI MUHUCTEpCTBa 34paBooxpaHeHns CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3UHOBblE WU
NNacTUKoBble NepyaTku, Tak Kak obpasubl KPOBM 4YenoBeka creayeT paccMaTpusatb
KaK MOTeHUManbHO WHPUUMPOBAHHBLIM Matepuasn, CnocobHbI AnuTenbHOe BpeMs
coxpaHsaTb M nepepasaTb BWY, Bupyc renatuta wnu nwboii apyron Bo3byauTenb
BUPYCHOM UH@EKLUN.

6. OBOPYQOBAHUE N MATEPUAIDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (oToMeTp BepTUKaNbHOro CKaHWPOBAHWUS, MO3BONSIOWNIA N3MEPATb OMNTUYECKYHO
MAOTHOCTb COAEPXMMOTrO JIYHOK MfaHLWweTa nNpu A/IMHE BONHbI 450 HM;
- TepMmocCTaT, noaaepxusatowmnii Temnepatypy +37 °C 0.1 °C;
- [03aTopbl CO CMEHHbIMW HaKOHEeYHWKaMW, no3Bonswwme oTdéupaTb 06bEMbI B
amanasoHe 10-250 mkn;
- UMAMHAP MepHbI BMecTuMocTbio 1000 Mn;
- BOAA AUCTUNNMPOBAHHas;
- nepyaTKu pe3nHOBble UM NIACTUKOBbIE;
- bymara ¢unbTpoBasbHas.

7. NOArOTOBKA PEAFEHTOB A/ AHAJIU3A

7.1. MNepepa npoBefeHMeM aHanu3sa KOMMoHeHTbl Habopa n nccnenyemole obpasubl
CbIBOPOTKM (MnasMbl) KpOBM CReAyeT BblAepXaTb MNpW KOMHATHOW TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroTtoBsieHUe NiaaHLIeTa.

BCKpbITb MakeT C NAaHLWETOM M YCTaHOBUTb Ha paMKy HeobxoauMmoe KOIM4ecTBO
ctpunos. OcCTaBlIMECS  HEUCNoSIb30BaHHbIMW  CTPWMbl, 4YTO6bI  NpefoTBpaTUTL
BO34EeNCTBME Ha HMX BNaru, TWwaTesbHO 3aknenTb bymaron Ans 3aknenBaHusa niaHwerta
M XpaHuUTb Npun TemMnepaType +2...+8 °C B TeueHuMe BCero cpoka rogHoctn Habopa.

7.3. NMpurotoBsieHNne OTMbIBOYHOIO pacreBopa.

Copepxumoe riakoHa C KOHLLEHTPaTOM OTMbIBOYHOI0 pacteopa (22 M), nepeHecTn
B MEpHbI UMANHAP BMecTuMocTbio 1000 mn, gobasutb 550 M AMCTUANMPOBAHHOM
BOAbI M TLWaTeNbHO nepeMewaTb. B cnyyae apobHoro ncnonb3osaHns Habopa cnenyert
oTobpaTb HeEOOX0AMMOE KONMMYECTBO KOHLEHTpaTa OTMbIBOYHOIrO pacTBopa M pa3BecTu
ANCTUNNMPOBaHHON BoAONM B 26 pa3 (1 Mn KOHLUeEHTpaTa OTMbIBOYHOro pactsopa + 25
M AUCTUINIMPOBAHHOM BOAbI).
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8. YC/IOBUA XPAHEHUA N 3KCIMJTYATALUUN HABOPA

8.1. Habop peareHToB «Helicobacter pylori IgA-UDA» fonXeH XpaHUTLCS B yNaKoBKe
npeanpuaTUA-U3roToBuTeNs npu Temnepatype +2..+8 °C B TeyeHue BCero cpoka
roAHOCTM, YKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTuposka) Habopa npu Temnepatype Ao +25 °C He
6onee 15 cyTok. He gonyckaeTcs 3amMopaxwusaHue Lenoro Habopa.

8.2. Habop paccumtaH Ha npoBedeHWe aHanu3a B aybnukatax 46 uccnenyembix
06pa3uoB 1 2 Npob KOHTPOJIbHOW CbIBOPOTKK (BCero 96 onpeaeneHunit).

8.3. B cnyyae apobHoro ucnonb3oBaHWs Habopa KOMMOHEHTbI cnefyeT XpaHUTb
cneayownm obpasom:

- OCTaBLUMECS HEeWCnosib30BaHHbIMW CTPUMbl HEO6XOAMMO TLLATENbHO 3aKNenTb

6yMaroi Ans 3aknenmBaHUs MNiaHLeTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- Bbydep ana passeaeHns obpasLoB, KOHbIOraT, CTOM-peareHT nocsie BCKPbITUS
dnakoHOB crneayeT XpaHuUTb Npu TemnepaType +2..+8 °C B TeuyeHue Bcero
cpoka rogHoctu Habopa;

—  KOHTpOJIbHblE CbIBOPOTKM MOC/Ae BCKPbITUS (DJIaKOHOB cCnefyeT XpaHuTb npu
TemnepaTtype +2...+8 °C He 6osee 2 MecsLeB;

-  OCTaBLUMNCA HEMCMNOJSIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa cneayert
XpaHuUTb Npu TemnepaTtype +2...+8 °C B TeueHue Bcero cpoka rogHoctn Habopa.
MPUroTOBNEHHbIN OTMbIBOYHbLIA PacTBOp cfiefyeT XPaHuTb MpuU KOMHaTHOWM
TemnepaTtype (+18..+25 °C) He 6onee 15 cytok wmnAm npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpvMeyaHue. Tocne MCNONb30BaHWA peareHTa HeMeAsIeHHO 3aKpbiBaWTe KPbIWKY

¢nakoHa. 3akpbiBaniTe KaxAabli NIAaKOH CBOEN KPbILWKON.

8.4. [Ina npoBedeHWs aHanu3a He cfeayeT WUCMNonb30BaTb EMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (Nia3My) KpOBW, @ TakXe CbIBOPOTKY (MnasMy) KpOBW, coAepxallyto
a3sug Hatpusa. Ecnn aHanu3 npovsBoANTCA He B AE€Hb B3ATUS KPOBW, CbIBOPOTKY (Mna3smy)
cnepyeTr XpaHutb npu Temnepatype -20 °C. [OBTOpHOe 3aMopaxuBaHwe-oTTavBaHue
o06pa3uoB CbIBOPOTKM (Nna3Mbl) KpOBM He AonyckaeTcs. [lonyckaercsa wuccnenoBaHue
CbIBOPOTOK, XPpaHeHMe KOTOpbIX C MOMeHTa 3abopa KpOBWM OCYLLECTBAANOCH Mpw
TeMmnepaType oT +2 °C go +8 °C He 6onee 7 CyTOK.

8.5. VckntovaeTcs umcnonb3oBaHWe ANns aHanumsa o06pasLoB CbIBOPOTKMU (MJ1a3Mmbl)
KPOBW JOAEN, MOMy4YaBlUMX B LENAX AMArHOCTMKW WAWM Tepanuu npenapatbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE aHTUTENa.

8.6. [1na nonyvyeHWs HaAeXHbIX pe3ynbTaToB HeobxoauMMmo cTporoe cobnioaeHue
WNHCcTpykuumn no npumeHexuio Habopa.

8.7. He ucnonb3yliTe KOMMOHEHTbl M3 APYrMx HabopoB WAM W3 aHanorm4HbIX
HabopoB Apyrux cepwi.
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9. NPOBEAEHUE AHAJIU3A

NMoMmecTuTe B paMKy Heo6XoAMMOE KOJIMYECTBO CTPUMOB - WCC/EeAyeMble
06pasubl B 2 NOBTOPax M 4 NYHKW 4151 KOHTPOSIbHbIX CbIBOPOTOK (OTpMUATENbHbIN
KOHTPO/b 3 NYHKW, TONOXUTENBHBIA KOHTPOb 1 fiyHKa).

BHecuTe BO BCce NyHKM naaHweTta no 90 mkn UDA-Bydep.

BHecute B cooTBeTcTBylOWME JIYyHKM B pAy6naukatax no 10 Mkn
KOHTPOJIbHbIX CbIBOPOTOK. B ocCTanbHble NyHKM BHecuTe B Aybnukatax no
10 mMkn uccneayembix o6pasuoB CbiBOPOTKM (na3Mbl) KpOoBU. BHeceHue
KOHTPOJIbHbIX CbIBOPOTOK W MccnenyeMbix 06pa3uoB Heob6X0AMMO MPOM3BECTU B
TeyeHue 15 MUHYT.

BHUMAHME! lNpu BHeceHnn o6pa3LoB CbIBOPOTKM (Ma1a3Mbl) KPOBM MPOUCXOAUT
M3MeHeHue uBeTa pacTeopa.

AKKypaTHO nepeMmellaiiTe COAEpPXUMOe MiaHlWeTa KpYyroBbIMU ABUXEHWSAMW MO
rOpV30HTaNbHOW MOBEPXHOCTY, 3aKneinTe nnaHweT 6ymaron AN 3aknenBaHuns niaHwerTa.
WUHKy6upyiTe nnaHwer B TeueHue 30 MUHYT Nnpu Temnepartype +37 °C.

Mo OKOHYaHUK MHKY6aUWUW yaanuTe CoAEPXMMOE IYHOK acnvpaumnei (Hanpumep, ¢
NMOMOLL b0 BOAOCTPYMHOr0 Hacoca) Uiy eKaHTMPOBaHUEM M OTMOMTE NYHKM 3 pa3a.
Mpw KaXkaoi oTMbIBKE A06aBbTe BO BCE JIYHKM Mo 250 MK/ OTMbIBOYHOMO pacTBopa
(cM. n.7.3), BCTpAXHUTE MAAHLIET KPYroBbiMU ABMXXEHUAMMU MO TOPU3OHTAsIbHOM
NMOBEPXHOCTU C MOC/eAyloLlleil acnupaunein WM AeKaHTMPOBaHWEM. 3ajepiXKka
npu OTMbIBKE (3aMaynBaHue IyHOK) He TpebyeTcs. Mpu KaXAoM AeKaHTUPOBaHUM
Heo6X0ANMO TLWATENbHO YAANATb OCTAaTKU XUAKOCTU U3 JTYHOK.

BHecuTe BO Bce siyHKM no 100 Mk KOHblOrarta.

3aknenTe nnaHweT 6ymaroi ANs 3aKenMBaHWs NiaHWeTa U UHKY6GupyiTe ero B
TeyeHne 30 MMHYT Nnpu Temnepartype +37 °C.

Mo oKOHYaHMM MHKYy6auuK yaanuTe COAEPXMMOE NIYHOK Y OTMOMTE NIYHKM 5 pas.

BHecute Bo Bce nyHkun no 100 mMkn pacrBopa cy6crparta TeTpamMeTwi-—
6eH3uaMHa. BHeceHne pactBopa cybcTpaTa TeTpameTunbeHsnamHa B JTYHKM
HeobXxoAMMO MpoOM3BECTM B TeuyeHue 2-3 MUH. WHKY6upyiTe nnaHwer B
TeMHOTe Npu KOMHaTHol TeMmnepartype (+18...+25 °C) B TeueHune 10-20
MWHYT B 3aBUCUMMOCTU OT CTENEHU Pa3BUTUS CUMHEro oKkpaliMBaHUS.

11

BHecuTe BO BCe JIYHKM C TOM XX€& CKOPOCTbIO M B TOM € MocC/feA0BaTeIbHOCTH,
Kak 1 pacTBop cy6cTpaTta TeTpameTtunbeHsmanHa, no 100 MKA cTon-peareHTa,
Mpy 3TOM COAEPXMMOE JIYHOK OKPALIMBAETCS B APKO-XKENThIN LBET.

12

U3mMepbTe BenuumMHy ontuuyeckor msiotHoctu (Ol) coaepXMMOro NyHoOK
nnaHwerta Ha doToMeTpe BepTMKasbHOrO0 CKaHMpPOBaHWsS MPU AJIMHE BOJIHbI
450 HM. M3mepeHune Ol coaepx1MMoro NyHoK naaHweTa Heo6xoAMMO NpoM3BeCcTu
B TeyeHue 15 MMH nocne BHeceHus cTton-peareHTa. bnaHk ¢poToMeTpa BbiCTaBnsuTe
rno BO34YyXY.
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13 | PaccuuTtaiiTe copep)xaHue aHTUTEN K aHTUreHaM B uccieayeMbix
o6pasuax. [ins sToro:
1. PaccuntainTe cpegHee 3HaveHne O OTpuUaTENbHOrO KOHTPONS:

On (CN119A)Cp = (OMN1 (CN119A)+0M2 (CN119A)

+0MN3 (CN119A)) / 3;

Pe3ynbTaTbl aHann3a cunTaTtb AOCTOBEPHbIMU, €CMN:
- OlN MonoXxuTenbHOro KOHTpoJis He HMxe 0.6 onTtnuecknx eamHuy (OE);
- Ol OTpuuaTenbHOro KOHTponsa He Bbiwe 0.15 OE BO BCex syHKax.

2. PaccumTanTe ypoBeHb rpaHn4Horo 3Havyenusa Cut off, ans atoro k cpeaHemy
3Ha4veHuo Ol OTpuuaTenbHOro KoHTponsa npubasbte 0.25

Cut off = OM (CN119A)Cp + 0.25

3. PaccuuTtanTe NHaekc MosutmnsHoctn (UMM, %) ans Kaxaporo nccneayemoro
obpasua, ansa storo Ol obpasua paspenuTe Ha 3HaveHue Cut off

MM = OMNo6pasua / Cut off

10. OXXKMAAEMbIE 3HAHYEHNA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ynbTaTax uccnenoBaHuin, npoeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCA HOpMaMu, MpuMBEAEHHbIMM HWxe. Bmecte ¢ Tem, B
cooTBeTCTBMM C npaBunamm GLP (Xopowen nabopaTopHOM NpaKTUKKM), Kaxaas
nabopatopusa [o/KHA camMa onpefenuTb MapaMeTpbl HOPMbl, XapakKTepHble AN
obcnepgyemort nonynaumu.

WNHTepnpeTauus pe3ynbTaToB:
Mpn NM>1.1 obpa3eL NONOXUTENbHbIN,
npu UM<0.9 - oTpuuaTenbHbIN.

Mpwn 3HauveHun WM, nexawem B npomexyTtke oT 0.91 pgo 1.09 - pesynbtat B
MnorpaHnWYyHoOM 30He (+/-). Takme CbIBOPOTKM pEKOMEeHAYyeTCs UccnefoBaTb MOBTOPHO.
Ecnv NOBTOPHbIN MNONMyYeHHbI pe3ynbTaT 6yaeT HeonpeaeneHHbIM, TO CefyeT NpoBeCcTU
TecTMpoBaHWe CbIBOPOTKM, MOSyYeHHOW uyepe3 2-4 Hegenwn. B cnyyae nonydeHus
HeonpeaeneHHblX pe3ynbTaToB Takue obpasubl cyuTaTh oOTpuuaTenbHbiMK. [lpwn
VHTEeprnpeTaummn pesynbTaToB UCCNEA0BAHUI AETCKMX CbIBOPOTOK YPOBEHb MPaHUYHOro
3HaYeHUs fo/MKeH 6biTb MOHMXEHHbIM Ha 10%.

Pe3ynbTar uccneoBaHnA AeTCKUX CbIBOPOTOK Pe3ynbTar uccneoBaHNA CbIBOPOTOK B3POC/IbIX
MM obpasua>0.9 nonoxuteneHbir | UM obpasua >1.1 NONOXWUTENbHbIN
0.8<WMobpa3ua<0.9 |HeonpeaeneHHbin | 0.9< UM obpasua <1.1|HeonpeaeneHHbIln
MM obpasua <0.8 oTpuUaTesnbHbIN MM obpasua <0.9 oTpuUaTesbHbIN
Document: K119AI Instruction version: 1903 Format version: 000
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Mcnonb3oBaHMe MHAEKCa NoO3UTUBHOCTU MO3BONAET NPOBOANTL NONYKOANYECTBEHHbIN
CpPaBHUTENbHbIM aHaNN3 YPOBHS CrieLMdPUyYecknx aHTUTEN B MapHbIX CbIBOPOTKaxX KPOBM.
UM B npegenax 1.1-7.0 nponopuvoHaneH coAepXXaHWio Ccneunduyueckux aHTuTen
knacca IgA. 2To NO3BONSET NPOBOAUTL UCCNEAOBaHME NAPHbIX CbIBOPOTOK MOSTyYEHHbIX
OT NauUMeHTOB C UHTepBasioM B 2-4 Heaenu.

Ecnn UM obpasua coctaBnseT Bbiwe 7.0 AN KOPPEKTHOM OLEHKU OTHOCUTENbHO
coAepXaHusa crneunduruyecknx aHTuTes, peKoOMeHAYEeTCs NpOBECTU MOBTOPHbLIN aHanun3
obpasua npeaBapuTeNbHO pa3BeAeHHOr0 PacTBOPOM ANS pa3sBeAeHWUS CbiBOPOTOK B
10 pas, npu onpeaeneHnn nHAeKca NO3NMTUBHOCTM B TaKOM Cilyyae crieflyeT YMHOXUTb
nony4yeHHoe 3HayveHme UM Ha 10.

Takoh cnocob6 wHTepnpeTauuMmM pesynbTaToB aHanu3a MO03BOSISET CpaBHMBATL
ypOBeHb crieunduryecknx aHtuten Kk H. pylori B anHamumke.

UHTepnpeTauus pesynibTaToB BbiiBJIEHUA aHTUTEN KnaccoB IgG,
IgA n IgM cneundcdunuHbix k 6enky CagA H.pylori

PesynbTat BbiSiBNeHus aHtuten k 6enky CagA H.pylori WHTepnpeTaunsa
IgG* IgA** IgM pe3ynbTaTta

OTpuuatensHbii | OTpuuaTtenbHbii | OTpuUaTebHbIN Ob6pa3seL, He coaepxuT
cneunguyeckmnx aHTuTen
k CagA H.pylori, nn6o

VX KOHLIEHTpaunsa Humxe
npeaena 4yBCTBUTENbHO-
CTW aHanu3a

OTpuuatesnbHblil | MonoxuTenbHbIN | MonoXuTenbHblli | BeposTHas paHHAs cTaaus

o - - MHbEeKUNN, peKoMeHayeT-
OTpuuatenbHbii | MonoxuTenbHbl | OTpUUaTENbHbIN CSl NPOBECTI NOBTOHbIE

OTpuuatenbHbiii | OTpuuaTenbHbii | [0ON0XUTENbHbIN MCCMeAoBaHUs Yepes Tpu

Hepenv

MonoxwutenbHbi | OTpuuaTenbHbln | OTpuuaTENbHbIN O6pasey coaepxuT cnew-
> . . npuyeckme aHTuTENa

MonoxuTenbHbIn | MONOXUTENbHbIN Dﬁlﬂoxmeanbm K 6enky CagA H.pylori,

o pekoMeHAyeTCs NpoBecTn
OTpuuaTentHeii KOMMeKC AOMONHUTENb-
HbIX 06CrefoBaHniA: 3H-
A0CKOMNUSA, ypeasHbl TecT,
6akTepuonorus.

* - WccnenoBaHWsIMM [0OKa3aHO, YTO CHWXKEHWe TUTPOB crneumduyecknx aHTuten knacca IgG
ABNSETCS LOCTOBEPHbIM rnokasaTeneM apdeKTUBHOCTN Tepanuu n apaankauumn H.pylori.

** - Cneumduyeckne aHTuTena knacca IgA npu unHduuupoBaHuun H.pylori 3HauMTENbHO 4alle
obHapyxunBatTCcs y 60/bHbIX pakoM 1 A3BOW XeNyKa, YeM Y NaLuMeHTOB C XPOHUYECKMMU racTpuTamu.
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Mo BomnpocaM, kacawwmnmcs kadectsa Habopa «Helicobacter pylori IgA-U®A >,
cnenyet obpawaTtbcs B 000 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, 4. 48, 1-n noa., 5 atax,

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

3/1eKTPOHHAas noyTa: info@xema.ru; rgc@xema.ru
MHTEPHET: www.Xema.ru; www.xema-medica.com

PykoBoauTens cnyx6bl knneHTckoro cepenca OO0 «XEMA»,
K. 6. H. [. C. KOCTpUKUnH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY FOR THE
QUALITATIVE DETERMINATION OF IgA ANTIBODIES TO
HELICOBACTER PYLORI IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the qualitative determination of IgA antibodies to
Helicobacter pylori 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 46 unknown
samples in duplicates.

2. SUMMARY AND EXPLANATION

H. pylori is detectable in nearly 100% of adult patients with duodenal ulcer, about 80% of
patients with gastric ulcer, more than 90% of gastric cancer patients and more than 90% of patients
with active chronic gastritis. An association between H. pylori and gastric cancer is confirmed. In
developing countries, where prevalence of H. pylori infection is high (ca. 70-80% of population for
Eastern Europe and Asia), most children become infected by the age of 10, and gastric cancer rates
are very high. In the USA and other developed countries, standards of hygiene and the increasing
socioeconomic status of the population have reduced the incidence of infection, and in parallel, the
rates of peptic ulcers and gastric cancer have declined. There is an excellent correlation between
the clinical presentation of gastritis, the presence of H. pylori in the stomach and elevated serum
H. pylori 1gG antibody. Moreover, eradication of H. pylori from a patient leads to a recovery from
gastritis and a significant reduction in duodenal ulcer reccurence. H. pylori-specific IgG antibody
also falls significantly after successful antibacterial therapy.

H. pylori strains are classified into two broad groups - those that express both VacA (vacuolising
toxin) and CagA (cytotoxin-associated gene) (type I) and those that produce neither (type II).
Type I strains are predominant in patients with ulcers and cancer, while type II strains are mostly
associated with asymptomatic infections. 80-100% of patients with duodenal ulcer disease produce
CagA antibodies against a 128 kd antigen compared with 60-63% of H. pylori-infected persons with
gastritis only, indicating that serologic responses to the 128 kd protein are more prevalent among
H. pylori-infected persons with duodenal ulcers than infected persons without peptic ulceration. In
H. pylori-infected patients who develop gastric cancer or duodenal ulcer, serum IgG against CagA
are found in 94% and 80-100% of patients, resp., thus indicating that detection of antibodies to
CagA is a useful marker for diagnosis of gastric cancer and duodenal ulcer. For gastritis, prevalence
of IgG-antibodies to H. pylori is lower - ca. 60-63%.

The IgM test detects antibodies formed 2-4 weeks after infection with H. pylori. IgG and IgA
antibodies require up to two months after infection before becoming detectable. If the immune
system fails to eradicate the bacterium, it will begin to colonise the mucosal lining of the upper
gastrointestinal tract. In the absence of H. pylori 1gG, IgM positivity should be considered as a
reason for treatment only in case of existing active symptoms of gastric ulcer. If treatment is not
chosen in the presence of H. pylori IgM antibodies, it is advisable to carry out IgG testing after 2-3
months to confirm infection eradication by the immune system.
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Interpretation of results of determination of H. pylori CagA-specific IgG, IgA and IgM antibodies

Result
Interpretation

lgG* IgA** IgM

Neg Neg Neg No H. pyl(‘Jr|.CagA—spec'|ﬁc antibodies in the specimen, or their concentration
is below limit of detection (LOD) of the test

Neg Pos Pos

Neg Pos Neg ‘An early stage of infection is suggested; it is recommended to repeat the test
in 3 weeks

Neg Neg Pos

Pos Neg Neg A specimen contains H. pylori CagA-specific antibodies; it is recommended

Posor to run additional investigations: endoscopy, urease test, microbiological
Pos Pos Neg investigation

* - research suggests that drop in CagA-specific IgG titer indicates effectiveness of therapy and
erqdication of H. pylori

** - CagA-specific IgA are much more often found in patients with gastric cancer or ulcer than
in patients with chronic gastritis.

3. PRINCIPLE OF THE TEST

This test is based on indirect enzyme immunoassay principle. Tested specimen is placed into
the microwells coated with CagA protein of Helicobacter pylori. Antibodies from the specimen bind
coated CagA protein of Helicobacter pylori on the microwell surface. Unbound material is removed
by washing procedure. Second peroxidase-labeled antibodies directed towards human IgA, 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. Positivity index (PI, %) is calculated by the
formula (see Calculations).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 obtained only 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.
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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. Material Safety Data Sheet fit the requirements of EU Guideline 91/155 EC.

5.1. Contents of the Kit

5. KIT COMPONENTS

SORB MTP |Helicobacter |Polystyrene microwells coated until exp.
pylori IgA EIA |with CagA protein of Helicobacter date
strips, 8x12  |pylori.
wells

2 [CONTROL - |Control sera Dilution of preselected human 2| pcs| vyellow; |2 months
CONTROL+ | (0.5 ml and serum, with high content of red
0.3 ml, resp.) |IgA antibodies to Helicobacter
pylori with preservative - 0.01%
Bronidox L, 0.01% 2-Methyl-4-
isothiazolin-3-one-hydrochloride,
colourless.
3 |CONJ HRP |[Conjugate Aqueous solution of murine 1| pcs blue until exp.
14 ml antibodies to human IgA coupled date
with horseradish peroxidase
diluted on phosphate buffered
solution preservative - 0.01%
Bronidox L, 0.01% 2-Methyl-4-
isothiazolin-3-one-hydrochloride
and red dye.
4 |DIL EIA Sample Phosphate buffered saline with 1| pcs purple |until exp.
buffer 14 ml |casein from bovine milk and date
detergent (Tween-20), contains
0.1% phenol as preservative;
contains purple dye.
5 |SUBS TMB |Substrate Ready-to-use single-component |1 pcs | colourless |until exp.
solution,14 ml |tetramethylbenzidine (TMB) date
solution.
6 |BUF WASH |Washing Aqueous solution of sodium 1| pcs | colourless |concen-
26X solution chloride and detergent (Tween trate - until
concentrate 20), contains proClin300 as a exp.date
26X, 22 ml preservative. Diluted
washing
solution -
45 days at
2-8 °Cor
15 days at
RT
7 |STOP Stop solution, |5.0% vol/vol solution of sulphuric |1 | pcs | colourless [until exp.
14 ml acid. date
8 [N003 Plate sealing 2| pcs N/A
tape
9 [K119AIE Instruction 1| pcs N/A
Helicobacter
pylori IgA EIA
10 [K119AQ QC data sheet 1| pcs N/A
Helicobacter
pylori IgA EIA

Document: K119AI
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5.2 Equipment and material required but not provided:

- distilled or deionized water;

- automatic or semiautomatic multichannel micropipettes, 90-250 pl, is useful but not essential;

- calibrated micropipettes with variable volume, range volume 10-250 pl;

- dry thermostat for 37 °C £2 °C;

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

5.3. Storage and stability of the Kit.

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

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

6. SPECIMEN COLLECTION AND STORAGE.

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation:

- All reagents (including unsealed microstrips) should be allowed to reach room temperature
(+18 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 vials with calibrators on low speed centrifuge.

- Prepare washing solution from the concentrate BUF WASH 26X by 26 dilution 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.
Please, refer to the inside back cover.
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XEMA

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.

For the assay to be valid, the following requirements should be met:

1. OD450 for CONTROL+ should be nit 0.6 AU.

2. 0D450 for CONTROL- should not be more than 0.15 AU for all replicates.

9. CALCULATION OF RESULTS
1. Calculate the mean absorbance values (OD450) for CONTROL- in triplicates and each pair
of samples.
2. Calculate the cut-off value: (mean OD450 for CONTROL-) + 0.25.
3. Calculate Positivity Index (PI) for each sample:
PI = mean OD450(sample) / Cut-off.

10. EXPECTED VALUES

If PI value is greater than 1.1, the result is POSITIVE.

If PI value is less than 0.9, the result is NEGATIVE.

If PI value is between 0.9 and 1.1, the result is EQUIVOCAL. Such samples should be retested.
If the result is equivocal again, a new sample should be obtained 2-4 weeks later and tested again. If
the result remains equivocal, the sample should be considered negative. Therapeutic 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 therapeutic measures. 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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11. PERFORMANCE CHARACTERISTICS

11.1 Analytical specificity.

Specificity of the test was evaluated on 104 negative serum specimens. Based on these data,

specificity of the test is 99%.
11.2 Analytical sensitivity.

Sensitivity of the test was evaluated using internal panel of 15 samples confirmed positive. All
samples were found positive - so, sensitivity of the test is 100%.

11.3 Precision.

Intra-assay precision for two different lots (CV1, CV2) is shown below:

1 32 2.2 6.3 6.8

2 32 9.2 5.4 5.5
Inter-assay precision is shown below:

1 8 2.3 4.5

2 8 8.3 5.5
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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. Knes, yn. Akapgemvika Eppemosa, 4. 23;
e-mail: info@xema.com.ua
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Instruction for use

XEMA

MHCTPYKUIMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA

AYTOAHTUTEN K TUPEONMEPOKCUAA3E B CbIBOPOTKE (MJIA3ME)
KPOBU

«AT-TMO - UOA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF THYROID MICROSOMAL ANTIBODIES IN HUMAN SERUM OR PLASMA

aTPO EIA

HOMEP MO KATASTOTY K131
TY Ne 9398-131-18619450-2010

PErTMCTPALMOHHOE YOOCTOBEPEHUE
Ne ®CP 2009/04489 ot 11 utoHs1 2010 roga

AxTnTena Kk BUY 1,2, Bupycy renatuta C u HBsAg oTcyTcTsytoT
KoHTponbHble CbIBOPOTKM, BXOAALME B COCTaB Habopa, HaKTUBUPOBaHbI.

W For 96 determinations /Ha 96 onpepaeneHuit

[inA uH 8UMPO ANArHOCTUKM

RO
/so q,
:/ X
Y

=/

&N&

S
£

¥ YSVS»

EE

XEMA Co., Ltd.

The 9th Parkovaya str., 48 Authorized Representative in EU:
105264 Moscow, Russia Polmed.de

Telephone/fax: +7(495) 737-39-36; 737-00-40 Steinacker 20, D-73773

e-mail: redkin@xema-medica.com Aichwald, Germany

internet: www.xema-medica.com e-mail: info@polmed.de
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K131I

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 5477-Mp/10 ot 11 utoHa 2010 r.
KP N¢ 33286 ot 27.05.2010

MHCTPYKLUHMA MO NPUMEHEHUNUIO HABOPA PEATEHTOB
aAand AMMYHO®EPMEHTHOIO OMNPEAENTEHNA AYTOAHTUTEN
K TUPEONEPOKCUAA3E B CbiIBOPOTKE (MJIASBME) KPOBM
«AT-TNO-NDA>»

1. HASBHAYEHME

1.1. Habop peareHTtoB <«AT-TMNO-UDA» npenHasHayeH ANs KOJMYECTBEHHOrO
ornpeaeneHnst KOHUEeHTpauum ayToaHTUTEN K TMpeonepoKkcmaase B CbiIBOPOTKe (nia3me)
KpOBW MeToAOM TBepA0dasHOro MMMyHO(pEPMEHTHOro aHanuaa.

1.2. TupouaHble  MUKpPOCOMasnbHble  aHTUTEeNna -  3TO  UMPKY/upylowme
MMMYHOM/106yIMHbI MPOTMB KOMMOHEHTa r1aAKoro 3HAO0MIa3MaTn4yeckoro peTmkysiyMma
KM1eTOK LWMTOBMAHON ene3bl. OCHOBHbIM KOMMOHEHTOM 3TOr0 MWKPOCOMasibHOro
aHTUreHa  sBnsetca  depMeHT  Tupeonepokcupasa (TMO). SDTm  aHTUTena
NpenMMyLLecTBEHHO MpuHaanexart K knaccy IgG. MNMpu ayTOMMMyHHbIX 3aboneBaHuax
LUMTOBMAHON >Xenesbl XenaTesibHO onpeaensATb OAHOBPEMEHHO aHTuTena Kk TrMNO wun
aHtuTena Kk TI. AHTuTena k Tl u/unu aTMNO onpeaensitoTCs B BbICOKMX KOHLEHTpaLMSax
npu 6onesHn lperBca, TMpeouanTe XawMMOTO U ero pa3HOBUMAHOCTSX: HOBEHW/IbHOM
nuMouMTapHOM TuUpeouamTe, XpOHU4YeckoM GUOPO3HOM BapuaHTe TupeouauTa,
naeonaTMyeckon Mukcegeme, aTpoPUUYECKOM acUMMNTOMaTUYECKOM TupeouaunTe U
cnHgpome LMuTTa. MOCKONBbKY Yy MauMeHTOB B 3aBMCUMMOCTM OT 3Tana 3abonesBaHus
MOXEeT HabnwaaTbCa rmno-, rmnep- Uin ayTupeonaHas crtagus, onpeaeneHne AaHHbIX
aHTUTen sBnsetrcs 6osee TOYHbIM AMArHOCTUYECKUM MPU3HAKOM MNpM MNOCTaHOBKEe
AnarHosa ayTOMMMYHHOIO MOPaXXeHUs LWUTOBUAHOW Xenesbl U ONnpeaeneHust cTeneHun
NopaxeHus, 4eM MpoBeAeHMe KIaCCUMYECKUMX FOpMOHasbHbIX TecToB. [locTaHOBKa
AaHHbIX TeCTOB 0COB6EHHO BaXkHa MpW ANArHOCTUKE CReayoLWmMX COCTOSHNI:

- KJIMHMYeCKMX nposiBneHmsax 6onesHun MperiBca 6e3 npm3HakoB 3k3odTanbMa m

yBeMYeHns WMTOBUAHOM Xenesbl;

- onpejaeneHve rmMnoTnpeosa y noapocTKOoB.

OnpepeneHune noBblWeHHbIX 3Ha4YeHnn aTlO y XeHLWWH BO BPeMs NepBbIX MecsiLeB
6epeMeHHOCTN sBNseTca (akTopoM pucCKa TupeouauTa B MOCNEpoAOBOM Mepuose.
Bbicokuii ypoBeHb aTlO MoxeT onpesenaTbCs MNpU JNleYeHUn amMmoaapoHOM. ITO
NleKapCTBO HasHa4aeTcs Npu cepaeyvyHOW apuTMUKM U coaepxuTt 37.2% noaa, KOTOpbIn
[O0CTaTO4YHO 6bICTPO BbIBOAUTCA U3 OpraHm3Ma. MI3BeCcTHO, YTO 3TO JIEKapCTBO Bbl3blBaeT
rmnoTnpeos y 20% nauMeHTOB B permoHax C NMOHWXeHHbIM noTpebneHunem iioga. bbino
HaWAeHOo, YTO y MauMeHTOB C FMMNOTMPEO30M, Bbi3BaHHbIM MPMEMOM 3TOrO JIEKapCTBa,
UMeKTCa unpKynupyowmne aHtutena k TrMNO. Takmm obpa3oMm, nepes HasHayeHuem
Nle4YeHnss y AaHHbIX NauMeHToB, Hapsaay c onpegenenwem T3, T4 u TTI, Heob6xoanMoO
npoBOAUTbL M 3TOT TecT.
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2. MPUHUMN PABOTblI HABOPA

OnpepeneHve ayToaHTUTEN K TUpeOonepoKCcuia3e OCHOBAHO Ha WCMOb30BaHUM
HenpsaMoro BapuaHTa TBepAodasHOro MMMyHOMEPMEHTHOrO aHann3a. Ha BHyTpeHHew
NOBEPXHOCTM IYHOK MfaHweTa uMMobunumsosaH aHtureH — TMNO. AHTUTena u3 obpasua
CBSI3bIBAlOTCS C @HTUIEHOM Ha MOBEPXHOCTM NyHKkW. O6pa3oBaBLUMACS KOMMJIEKC
BbISIB/ISIOT C MOMOLLUbI KOHbIOraTa MbIWWHBIX MOHOK/OHaNbHbIX aHTuTen Kk IgG
yenoBeka C NepokcMaason xpeHa. B pesynbraTe obpasyeTcs CBA3a@HHbIN C MNIaCTUKOM
«COHABMY», cofepxaliunii nepokcmaasy. Bo Bpema uHkybaumm ¢ pactBopoM cybcTpata
TeTpameTunbensmamHa (TMB) npoucxoauT OKpalMBaHWE pacTBOPOB B JIYHKaXx.
WHTEHCMBHOCTb OKpacky MpsiMO MPOMOpUMOHanibHa KOHUEHTpauuu cneumndunyeckmnx
ayToaHTUTenN K Tupeonepokcuaase. KoHLeHTpaumio ayToaHTUTEN K Tupeonepokcuaase
B uccnenyemblx obpasuax onpenenstoT Nno KanmbpoBOYHOMY rpadumKy 3aBUCMMOCTU
ONTUYECKON MNOTHOCTM OT COAEPXaHWA ayToaHTUTeN K Tupeonepokcuaase
B KannbpoBOYHbIX Npobax.

3. AHAJINTUYECKUE XAPAKTEPUCTUKHN

3.1. CneundmnYHOCTb. VICNob30BaHME BbICOKOOYMLLEHHOrO NpenapaTa no3sonseT
OOCTUYb BbICOKOM CrneumdunyHOCTM aHanmaa.

3.2. Bocrnpom3sBoAUMOCTb.

KoapdpuuneHT Bapumauum pesynbTaToB onpefeneHus cogepxaHusa AT-TMNO
B OAHOM W TOM Xe ob6pasue CbIBOPOTKM (MNna3Mbl) KPOBM C WCMOSIb30BaAHUEM
Habopa «AT-TMNO-NDA» He npesbiwaeT 8.0%.

3.3. JINHeNHOCTb.

3aBUCMMOCTb KOHLUeHTpaumn AT-TMO B obpasuax CbiBOPOTKM (Mna3Mbl) KPOBU
npwu pasBefeHUM UX CbIBOPOTKOW (MsiasMon) KpoBu, He coaepxawen AT-TMO, nmeet
JINHENHbIA XapakTep B AuanasoHe KoHueHTpauuin 30-1000 ME/mMn wn cocraenser
+10.0%.

3.4. TOYHOCTb.

[JaHHbIM  aHanUTU4YeCcKUi’i napaMeTp MpoBepsieTcss TEeCTOM Ha <«OTKpbiTUE» -
COOTBETCTBME U3MEPEHHOWN KOoHUeHTpauum AT-TMO npeanncaHHoM, Noay4YeHHON NyTeM
CMeLlIMBaHUS paBHbIX 0H6BEMOB KOHTPOJSIbBHOW CbIBOPOTKM U KasrMbpOBOYHOM Npobbl
100 ME/mn. MpoueHT «oTkpbITUA» coctasnseT 90-110%.

3.5. YyBCTBUTEJIbHOCTD.

MuHuManbHas goctoBepHo onpeaensemas Habopom «AT-TMO-NDA» KoHUeHTpauus
AT-TNO B cbiBOpOTKE (M1a3Me) KpoBKU He npesbiwaeTt 2.5 ME/mn.
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MoTeHUManbHbIl pUCKk NnpumMmeHeHnst Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBOop cepHOM KkucnoTbl obnajaeT pasapaxatmowmm  aeicteuem.  U3beraTb
pa3bpbi3rnBaHNs 1 NoNagaHns Ha KoXy 1 Cnn3uncTble. Mpu nonagaHnum Ha KOXY U CIN3NCTble
NopaxeHHbIN y4acToK CrieayeT NpoMbITb 6ONbLINM KONIMYECTBOM MPOTOYHOW BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMEeTp BEpTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSHbI 450 HM;
-  [03aTopbl CO CMEHHbIMW HaKOHEYHMKaMW, Mno3Bonsowme oTbmpatb 06bEMbI
B Anana3soHe 5-250 mk;
- TepMocTaT, noadepxusatrowmi Temnepatypy +37 °C £0.1 °C;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAa AVUCTWIIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOTOBKA PEAFEHTOB A/i1 AHAJIU3A

7.1. Mepen npoBefeHneM aHanm3a KOMMNOHeHTbl Habopa n nccneayemsie obpasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBJsieHMe NaaHLWIeTa.

BCKpbITb MakeT C NaaHWeTOM U YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMYyecTBO
ctpunos. OcTaBlWMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTObBbI  NpeaoTBpaTUTb
BO3JENCTBME Ha HMX BRarv, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuUTb NMpu TemnepaType +2...+8 °C B TedeHuMe BCero cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Copepxumoe nakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MEpHbI LUMAMHAP BMecTuMocTbio 1000 mn, pobasute 550 Mn aAncTunnvpoBaHHOWN
BOAbl M TWATeNbHO nepemewaTb. B cnyyae apobHoro ucnonb3osaHus Habopa cneayet
oTobpaTb HeobxoAMMOe KOMMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa W pasBecTu
OANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNOoBUA XPAHEHUA U SKCIMJTYATALUUUN HABOPA

8.1. Habop peareHToB «AT-TMO-UDA» fONXKEH XPAHUTLCS B YNaKOBKe NpeAnpusaTus-
N3roToBuTENS NpU Temnepatype +2...+8 °C B Te4eHne BCero cpoka rofHoCT!, yKazaHHOro
Ha ynakoske Habopa.

[onyckaeTtca xpaHeHue (TpaHcnopTupoBka) Habopa npwu Temnepatype ao +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3amMopaxusaHue Lenoro Habopa.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
obpa3uoB, 5 kanmbpoBouHbIX Npob6 M 1 nNpobbl KOHTPOSLHOM CbIBOPOTKM (BCEro
96 onpeneneHuit).

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

- OCTaBlUMECS HEeMCMOsb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

bymaror ansa 3aknemBaHus niaHweTa U XpaHuTb Npu TemnepaTtype +2...+8 °C
B Te4YeHne Bcero cpoka rogHoctn Habopa;

-  WNOA-bydep, KoHblOraT, cybCcTpaT, CTOM-peareHT Nnocne BCKpbITUS (h1akoHOB
cnepyeT XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHue BCero cpoka roiHoCTu
Habopa;

- KanubpoBOYHble NPobbl M KOHTPOJSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (D1aKOHOB
cnepyeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecsues;

- OCTaBLUMNCA HENCMO/Ib30BAHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb nNpu TemnepaTtype +2..+8 °C B TeuyeHMe BCero cpoka rogHOCTU
Habopa;

—  TMPUrOTOB/IEHHbIM OTMbIBOYHbIN PacTBOp CreAyeT XPaHWTb MNpU KOMHaTHOM
Temnepatype (+18..+425°C) He 6onee 15 cyTok uAXM Npu TemnepaType
+2...48 °C He 6onee 45 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHUS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

dnakoHa. 3akpbliBaiTe Kaxablih (ps1akoOH CBOEN KPbILLKON.

8.4. 1na npoBeAeHWa aHanu3a He cneayeT WCMNOob30BaTb FEMONIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KPOBM, @ Takxe CbIBOPOTKY (Maa3My) KpoBM, CoAepiKaLlyo
asuna HaTpus. Ecnn aHann3 nponsBoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (MaasMmy)
cneayet XpaHuTb npu Temnepatype -20 °C. [oBTOpHOE 3aMoOpaxuBaHWe-oTTanBaHue
06pa3LoB CbIBOPOTKM (Ma3Mbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccriefoBaHue
CbIBOPOTOK, XpaHeHWe KOTOpbIX C MOMeHTa 3abopa KpOBM OCYLLECTBASAAOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 CyToK.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (M1a3Mmbl)
KpOBW NtoAeN, NoayyasBlIMX B LensaxX ANarHOCTUKK UAK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlWMWHbIE aHTUTenNa.

8.6. lNpn wncnonb3oBaHnn Habopa Ana NpoBeAeHUS HECKOSIbKMX He3aBUCUMMbIX
Cepuin aHann3oB creayeT UMeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHns
Heob6XoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3Toro,
pEeKOMEHAYETCA OnpeaeneHne KOHLUEHTpauMm ayToaHTUTen K Tupeonepokcuaase
B KOHTPOJIbHOWM CbIBOPOTKE.

8.7. 1ns nonyyeHns HadexXHbIX pe3ynbTaToB Heobxoanmo cTporoe cobnoaeHune
WNHCTpyKumn no npumeHeHuto Habopa.

8.8. He wncnonb3yite KOMMOHEHTbI M3 ApPYruxX HabopoB WAM M3 aHaNOrMYHbIX
HabopoB ApYyrmMx cepuii.
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10. OXXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3yfbTaTax MWCCnefoBaHuii, npoBeaeHHbix 000
«XEMA», pekoMeHAyeM MoJib30BaTbCA HOPMaMu, NMpuBEAEHHbIMU HUXKE. BMecTe C Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowei nabopaTopHOM MpakTWUKKW), Kaxaas
nabopatopusi Ao/KHa cama onpeaennTb MNapaMeTpbl HOPMbl, XapaKTepHble ANs
obcnenyemon nonynauuu.

MpumMmeuaHue. 3HauyeHMs KOHUeHTpaumin AT-TIMNO B wuccneayembix obpasuax,
HaxoAsilUMecss HMXe TrpaHuubl 4yBCTBUTENbHOCTM Habopa (2.5 ME/mn), a Takxe
rnpeBbilaoWne 3Ha4yeHne BepxHen KanmbposouHor npobel (1000 ME/mMn) cnepyet
npMBOAMTL B cneaytowei dopme: B nccnegyemom obpasue X KoHueHTpauust AT-TMO
Huxe 2.5 ME/Mn nnu Bbliwe 1000 ME/mn.

Uccnepyemas rpynna Eauuiubi, ME/wn
HwxkHuii npegen Bepxuwuii npegen
My>XUYMHbI - 30
XKeHWmHbI - 30
XXeHwmHbl cTapwe 50 net - 50
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Mo Bonpocam, kacatowmmcsa kayectsa Habopa «AT-TMNO-UDA>,
cnenyet obpawaTtbcs B 000 «XEMA» no agpecy:

105043, r. MockBa, a/s 58

105264, r. MockBa, yn. 9-a Napkosas, a. 48, 1-n noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasibHblIi)

3MEeKTPOHHasa noyta: info@xema.ru; rqc@xema.ru
WHTEpHEeT: www.Xema.ru; www.xema-medica.com

PykoBoauTtenb cnyx6bbl knueHTckoro cepsuca OO0 «XEMA»,
K. 6. H. [. C. KOoCTpuKuH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF THYROID MICROSOMAL ANTIBODIES
IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of thyroid
microsomal antibodies in serum or plasma.

This kit is designed for measurement of thyroid microsomal antibodies 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

Anti-TPO antibodies (formerly — thyroid microsomal antibodies) are directed against
a target protein - thyroid peroxidase (TPO) - located in the smooth endoplasmic
reticulum of thyroid cells. The presence of anti-TPO antibodies in serum is associated
with thyroid autoimmune diseases (Graves' disease and Hashimoto's thyroiditis). Anti-
TPO antibodies mostly belong to the IgG class.

Low to moderate levels of serum anti-TPO antibodies can be found in some other
autoimmune pathology (eg systemic lupus erythematosus or Sjogren syndrom) and,
rarely, in apparently healthy subjects (especially elderly women). Anti-TPO antibodies
are more sensitive in diagnosis of thyroid autoimmune diseases than anti-thyroglobulin
(anti-TG) antibodies. However, in some cases anti-TG positive sera may be negative for
anti-TPO. Therefore, combined determination of both types of anti-thyroid antibodies
(anti-TPO + anti-TG) provides a more sensitive laboratory diagnostic tool for thyroid
autoimmunity.

3. PRINCIPLE OF THE TEST

This test is based on indirect enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by the antigen. Antibodies from the specimen
bind coated antigen on the microwell surface. Unbound material is removed by
washing procedure. Second antibodies directed towards species specific 1g, 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.
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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% 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, 100-250 pl, is useful
but not essential;

Dry thermostat for 37 °C £0.1 °C;

Calibrated micropipettes with variable volume, range volume 5-250 pl;
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...48 °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...4+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 reg-
ulations. 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 thyroid microsomal
antibodies concentration.

9.3. Determine the corresponding concentration of thyroid microsomal antibodies
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 Abs"(';bs%“;eml)j“'ts l
CAL 1 0 IU/ml 0.04
CAL 2 30 1U/ml 0.23 /
CAL 3 100 1U/m| 0.68 L
CAL 4 300 1U/ml 1.72
CAL5 1000 IU/ml 2.36 T

concentration

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
aTPO. Based on data obtained by XEMA, the following normal range is recommended
(see below).

Units, IU/ml
Sex, age — -
Lower limit Upper limit
Males - 30
Females - 30
Females >50 yrs - 50

Document: K131I
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity
Sensitivity of the assay was assessed as being 2.5 IU/ml.

11.2. Linearity
Linearity was checked by assaying dilution series of 5 samples with different thyroid
microsomal antibodies concentrations. Linearity percentages obtained ranged within
90 to 110%.

11.3. Recovery
Recovery was estimated by assaying 5 mixed samples with known thyroid microsomal
antibodies concentrations. The recovery percentages ranged from 90 to 110%.

12, LITERATURE
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significance of atrophic thyroiditis. Lancet, 1967, 1:915.

3. Bonnyns M., Van Haelts L., Bastenie P. - Asymptomatic atrophic thyroiditis. Horm.
Res. 1982, 16:338.

4. Buchanan W., Alexander W., Crooks J., Koutras D., Wayne E., Anderson J.R., Goudie
R. - Association of thyrotoxicosis and autoimmune thyroiditis. Brit.Med. J., 1961,
1:843.

5 Czarnocka B., Ruf J., Ferrand M., Carayon P. - Parenté antigénique entre la peroxydase
thyroidienne et I’'antigéne microsimal impliqué dans les affections auto-immunes
de la thyroide. C.R. Acad.Sc.Paris, 1985, t.300, Série II, No. 15:577.

6. Czarnocka B., Ruf J., Ferrand M., Carayon P., Lissitzky S. - Purification of
the human thyroid peroxidase and its identification as the microsomal antigen involved
in autoimmune thyroid disease. FEBS, 1985, 190:147.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

MpoussoauTtens / Manufacturer

[JaTta npousBoacTBa / Date of manufacture

Homep no kartanory / Catalogue number

(o)

]

Homep cepwun / Batch code

3
3
3
£
H

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHne TemnepaTtypbl / Temperature limitation

TONbKO AN UH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHuumanwme! / Caution, consult accompanying documents

He vcnonb3oBaTb Npy HapyLEHWUN LeNOCTHOCTU YNaKkoBKu /
Do not use if package damaged

SORB MTP

I@%E%

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTponbHas cbiBopoTka / Control sera

KoHnbtoraT / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpametTunbeHsmamHa (TMB) /
Substrate solution

BUF WASH 26X

KoHLEeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

O
-
(=]

N®A-Bydep / EIA buffer




(VBa)KaeMbuh Knuenrt! )
Ecnnnpouecce paboTbl ¢ Hawmmm Habopamu Bam noHago6mnmch nnacTMKoBble BAaHHOUKM ANA KUAKNX
peareHToB, OHOPa30Bble HAKOHEUHVKN AJSiA [03aTOPOB WU AOMONHUTENbHbIE O6beMbl peareHToB
(KOHULEeHTpaT oTMbIBOYHOTO pactBopa, IOA-Bydep, pactBop cybcTpata TeTpametnbeHsmamHa (TMB),
CTOM-peareHT), BXoAAwWmX B cocTaB Habopa, npocrm Bac 06patnTbca K nocTaBLymKy npogykummn OO0
«XEMA» B Bawiem pervioHe.

Bce ykasaHHble pacxogHble maTepuasnbl NpefocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans
\nposeneuml aHanunsa Konmyecrse. )
MNepeueHb Ha6opoB peareHTOB ANA ANArHOCTUKN NHGEKLMOHHbIX N\
3aboneBaHuil npounsBoacTBa 000 «XEMA»

Ne no Katanory HaumeHoBaHue

K101 «Toxoplasma IgG-UDA» Russian Diagnostic

K101M «Toxoplasma IgM-NOA» s

K102 «Rubella IgG-VIOA» chws

K102M «Rubella IgM-NDA» k: A

K103 «Cytomegalovirus IgG-NOA» JRussavassooHTOL | o
K103M «Cytomegalovirus IgM-UOA» — e
K104 «HSV 1,2 IgG-NOA»

K104M «HSV 1,2 IgM-VOA»

K105 «Chlamydia IgG-UOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHtutena-MOA»

K121 «Aspergillus IgG-MDA»

Homep ropauein nuHun TexHnyeckom nopgaepxku KnneHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropAYe NMHUK 6ecnnaTHbI AnA 3BOHALLErO C No6oro
MOGWBHOTO MK CTalroHapHoro TenedoHa no Bcel Tepputopun Poccmu.

Xpem Bawux oT3bIBOB 1 NpeA/ioKeHul No agpecam:
LleHTpanbHbiit opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLnN:

105043, r. Mockga, a/a 58 S
105264, r. Mocksa, yn. 9-a lNapkosas, 4. 48, 1-i1 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 «Xeman, Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, [lertapHbiii nep., A. 8-10, nutep A
e-mail: sppb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malweposa, a. 11,
nutep A, kopn. 8/K, odpnc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;

03179, r. Knes, yn. Akafemvika Edpemosa, 4. 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKLUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

ana UMMYHO®EPMEHTHOIO OMPEAEJIEHUA

AYTOAHTUTEN K TUPEOTNIOBYJINHY B CbIBOPOTKE (MJIA3BME) KPOBU

«AT-T-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF AUTOANTIBODIES TO THYROGLOBULIN
IN HUMAN SERUM OR PLASMA

aTGEIA

HOMEP MO KATANIOTY K132
TY Ne 9398-132-18619450-2010

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2008/03115 ot 11 uioHAa 2010 roaa

Antutena k BUY 1,2, Bupycy renatuta C v HBsAg oTcyTcTBYIOT
KoHTponbHble CbIBOPOTKM, BXOAALIME B COCTaB Habopa, NHAKTUBMPOBaHbI.

W For 96 determinations /Ha 96 onpepaeneHuit

[inA uH 8UMPO ANArHOCTUKM

XEMA Co., Ltd.

o —CQ

E‘;\ i The 9th Parkovaya str., 48 Authorized Representative in EU:
© =5 105264 Moscow, Russia Polmed.de

5 %n Telephone/fax: +7(495) 737-39-36; 737-00-40 Steinacker 20, D-73773

gz‘? } e-mail: redkin@xema-medica.com Aichwald, Germany

%OK & | internet: www.xema-medica.com e-mail: info@polmed.de
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K132I

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 5477-Mp/10 ot 11 utoHa 2010 r.
KP N¢ 33289 ot 27.05.2010

MHCTPYKLUHMA MO NPUMEHEHUNUIO HABOPA PEATEHTOB
aAand AMMYHO®EPMEHTHOIO OMNPEAENTEHNA AYTOAHTUTEN
K TUPEOINMOBYJINHY B CbiIBOPOTKE (NMJIABME) KPOBU
«AT-Tr-NOA>»

1. HASBHAYEHME

1.1. Habop peareHtoB <«AT-TM-U®A» npenHasHayeH AN KOJMYECTBEHHOrO
onpeaeneHns KOHUEHTpaumMn ayToaHTUTen K TupeornobynnHy B CbIBOpOTKe (nniasme)
KpOBW MeToAOM TBepA0dasHOro MMMyHO(pEPMEHTHOro aHanuaa.

1.2. AHTuTena Kk Tupeornobynuny (ATI)- 3TO UMPKYNMpPYOLWME UMMYHOIN06YNHbI
NPOTMB  Pas3fIMYHbIX  3MNUTOMOB  MOseKynbl  TupeornobynuHa (TI) yenoseka.
MpucyTtcTBme aHTuTen K Tl B CbIBOPOTKE CBS3@aHO C ayTOMMMYHHbIMW 3aboneBaHusMu
wmntoBmaHon >xenesbl (LK), B TOM umcne c 6onesHbto [peiiBca U TUpeonanTOM
XawwnmoTto, n ¢ anddepeHUMpoBaHHbIM PakoM LWUTOBUAHON >Xenesdbl. DT aHTuTena
NpenMyLLEeCcTBEHHO NMpuHaanexaT K knaccy 1gG v aBnATCA reTeporeHHbIMU: U3 OKOI0
40 noTeHuManbHbIX aHTUIEeHHbIX Y4aCcTKOB Ha Monekyne TI, Tonbko 4-6 pacno3HarTcs
aHTUTEeNaMu, LMPKYJNPYIOLNMN B CbIBOPOTKE KPOBW NPU ayTOMMMYHHbIX 3a6oneBaHusx.
Mpu pake WMTOBUAHOW Xene3bl pacno3HaloTca Apyrue anutonsl. OnpeneneHne ypoBHS
aHTUTen K Tl B CbIBOPOTKE KPOBM MOXHO MCMO/b30BaTb Kak ANArHOCTUYECKUIA KpUTEPUIA
npuv onpeaeneHnmn pucka nepepoxaeHunsa npn anpdepeHUnpoBaHHOM pake WUTOBUAHOM
xenesbl. lpu ayToMMMyHHbIX 3aboneBaHusax WK ATl >xenatenbHO onpenensTb
BMeCTe C aHTuTenamm K Tupeonepokcupasze («AT-TMNO-UDA», Habop OO0 «XEMA»,
kaT.N2 K131). ATl u/unu ATNO onpenensitoTCs B BbICOKMX KOHLLEHTpaumsax npu 6onesxm
IperiBca, TupeonanTe XalwWmMMOTO M ero pa3HOBUAHOCTSX: IOBEHWIbHOM NUMMOLUTAPHOM
TMpeonauTe, XpoHW4YeckoM GUOPO3HOM BapuaHTe TUpeouauTa, WAeonaTUYECcKom
MuKCuaeMe, aTpodUyYeckoM acMMNTOMaTM4YeCcKoOM TupeouauTe M cuHapome LlmwuTtTa.
MoCKoNbKy y MaumeHTOB B 3aBMCMMOCTM OT 3Tana 3abonesaHns MOXeT HabnoaaTbCs
rmno-, runep- Wan syTupeonaHas crtaaus, onpeaefnieHne AaHHbIX aHTUTen sBnseTcs
6onee TOYHbIM ANArHOCTUYECKMM NPU3HAKOM NpKU NOCTaHOBKE ANArHo3a ayTOMMMYHHOIo
nopaxenHus LXK 1 onpeaeneHnsa cteneHn nopaxeHus, 4em rnpoBefeHne K1accuyecknx
rOpMOHasnbHbIX TecToB. [locTaHOBKA AaHHbIX OCOH6EHHO BaXkHa MNpW AMarHoCTuKe
cnenyroLwmMx COCTOSIHUIA:

- MNPV KJIMHUYECKNX NposiBieHnsax 6onesHun Mpeneca 6e3 npusHakos 3k30dTanbMa

n yBenuueHus LLDK;

- onpeaeneHune NpUYMH rmnoTMpeosa y B3pocabIX ¢ Unn 6e3 nameHeHns pasmepos LLXK;

[JocTtaTo4yHO 4acTto BCTpevaeTcs yBenuyeHue ypoBHa ATI u ATMO, HO Henb3sA
3abbiBaTb, YTO MOSIBAIEHWE AAHHbIX aHTUTEN He CBA3aHO Mexay cobol, U y OAHMX
nauMeHToOB MOXET BCTpPeYyaTbCs MOBbIWEHWE TONbKO ypoBHa ATI, a y Apyrux -
Tonbko ypoBHA ATIMO. OnpeaneneHuve ypoBHAa ATI wn/vunn ATMO npu onpeaeneHum
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3(PHEKTUBHOCTN NledeHUss U HopManusaumm dyHkumii WK Hambonee pesynbTaTUBHO
COBMECTHO C onpejenieHneM yposHa T3, T4 n TTT. OaHaKo rnpu nedeHun TupeouanTa
XawnMoTO MpU3HAKOM pe3ynbTaTUBHOCTU SABASETCA MOHWXeHue ypoBHA ATI (ATMO
NOHWXaeTcs HaMHoro 6bicTpee). Mpu 6onesHn peiBca TUTP aHTUTEN nNajaeT nocne
cyb6TOTanbHOM TUPONASIKTOMUN UM @HTUTUPEOUAHON Tepanunm, HO Clerka ysenmyneaeTcs
npu ncnonb3oBaHmmn noaa-131. Huskme koHueHTpauun ATI HabnoaaTCa y 340pOBbIX
nofern, 0CO6eHHO Yy J>KeHWMH. [unarHoctuyeckas M MpOrHocTMyeckass 3Ha4yMMOCTb
AAHHOro KpUTepus noka mMano nsy4veHa.

2. MPUHUMN PABOTblI HABOPA

OnpepeneHne ayToaHTUTEN K TUPEOrsnoby/MHY OCHOBaHO Ha WCMONb30BaHWUM
HenpsaMoro BapuaHTa TBepAodasHOro MMMyHoMEPMEHTHOrO aHannsa. Ha BHyTpeHHew
MOBEPXHOCTM JIYHOK MJlaHweTa MMMobunmsoBaH aHTureH - Thyroglobulin. AHTUTena
n3 obpasua CBA3bIBAOTCA C aHTUIEHOM Ha MOBEPXHOCTM NyHkW. Ob6pa3soBasLuMiicA
KOMMJIEKC BbISIBMSIOT C MOMOLLbIO KOHBIOraTa MbILLMHbBIX MOHOK/IOHAsbHbIX aHTUTen K IgG
yenoBeka C NepokcMaason xpeHa. B pesynbrate obpasyeTcs CBA3a@HHbIN C MNIaCTUKOM
«COHABMY», cofepxalunii nepokcmaasy. Bo Bpema uHkybauumm ¢ pactBopoM cybcTpata
TeTpameTunbensmamHa (TMB) npoucxoauT OKpallMBaHWE pacTBOPOB B JIYHKaXx.
WHTEHCMBHOCTb OKpacky MpsiMO MPOMOpLMOHanibHa KOHUEHTpauuu cneumdunyecknx
ayToaHTUTen K TupeornobynuHy. KOHUEHTpauuio ayToaHTUTeNn K TUpeornobynunHy
B uccnenyemblx obpasuax onpenensioT Nno KanmbpoBOYHOMY rpaduKy 3aBUCMMOCTU
ONTUYECKON  MMOTHOCTM  OT  COAEpXaHWs  ayToaHTUTen K  TUpeornobynuHy
B KannbpoBOYHbIX Npobax.

3. AHAJIUTUYECKUE XAPAKTEPUCTUKHN

3.1. CneundunYHOCTD. Ncnonb3oBaHne BbICOKOOYMLLIEHHOIO npenapaTta
no3BoNseT A4OCTUYb BbICOKOW CNeunduyHOCTM aHanmsa.

3.2. Bocnpon3BoAMMOCTbD.

KoaddurumeHT Baprauum pesynbTaToB onpeaeneHns cogepxaxHuns AT-TI B o4HOM m
TOM e obpa3sue CbiBOPOTKKN (M1asMbl) KPOBM C Ucnosib3oBaHneM Habopa «AT-TIM-NDA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBUCMMOCTb KOHLeHTpaumm AT-TI B obpasuax cbiBOpOTKU (Mna3Mbl) KPOBM Mpu
pa3BefeHnn UX CbIBOPOTKOM (N1a3Mon) KpoBU, He coaepxawen AT-TI, uMeeT IMHEeNHbIN
XapakTep B AnanasoHe KoHueHTpauui 100-3000 ME/mMn u coctaensaeT £10.0%.

3.4. TOYHOCTb.

[aHHbIi  aHaNUTMYeCKMA napaMeTp TMpOBEPSIETCA TECTOM Ha <«OTKpbITME» —
COOTBETCTBME WU3MEPEHHOM KOoHueHTpauum AT-TI npeanucaHHOM, MONYYEHHOW MNyTeM
CMellMBaHUS paBHbIX 06 bEMOB KOHTPOJIbHOW CbIBOPOTKM M KannbpoBo4YHoM npobbl 300
ME/mn. MNpoueHT «oTKpbITUsi» cocTaBnseT 90-110%.

3.5. YyBCTBUTENIBHOCTD.

MunHMManbHas foctoBepHo onpegensemas Habopom «AT-TIM-UDA» KOHLEHTpauus
AT-TI B cbiBOpOTKE (Nna3me) KpoBu He npesbiwaet 5.0 ME/mn.
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MoTeHUManbHbIl pUCKk NnpumMmeHeHnst Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBOop cepHOM KkucnoTbl obnajaeT pasapaxatmowmm  aeicteuem.  U3beraTb
pa3bpbi3rnBaHNs 1 NoNagaHns Ha KoXy 1 Cnn3uncTble. Mpu nonagaHnum Ha KOXY U CIN3NCTble
NopaxeHHbIN y4acToK CrieayeT NpoMbITb 6ONbLINM KONIMYECTBOM MPOTOYHOW BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYAQOBAHUE N MATEPWUAIJbI,
HEOBXOAWMMBbIE NPU PABOTE C HABOPOM
- ¢oToMeTp BepTMKaNbHOIr0 CKaHMPOBAHMS, MO3BONSAIOLWNIA N3MEPATb ONTUYECKYIO
NIOTHOCTb COAEPXMMOTrO JIYHOK MaHLweTa npu AsvHe BoAHbl 450 HM;
- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolwme oTbupaTb 06bEMbI
B Anana3soHe 5-250 mk;
- UWIMHAP MepHbI BMecTMMocTbio 1000 mn;
- BOJa AUCTWUANIMPOBaAHHas;
- nepyaTKu pe3nHOBble UM NNACTUKOBbIE;
- bymara dunbTpoBanbHas.

7. NOArOTOBKA PEAFEHTOB A4J11 AHAJIU3A

7.1. lMepep npoBefeHWeM aHanm3a KoMnoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (NNasMbl) KpPOBM cnefyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...425 °C) He MeHee 30 MUH.

7.2. NMpurorosneHve niaaHwWweTa.

BCKpbITb MakeT C NiaHLWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAMMoe KOMYecTBO
ctpynos. OcTaBwMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4TOb6bl  MNpeaoTBpaTUTb
BO3JENCTBME Ha HUX BNaru, TwaTtesbHO 3aKkienTb 6ymMaron Ans 3akienBaHus niaHwerta
M XpaHUTb Npu TemnepaType +2...+8 °C B TedeHuMe BCEro cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPATOM OTMbIBOYHOIo pactsopa (22 Mn), nepeHectun
B MepHbIN uUuAMHAp BMecTMMocTbio 1000 mn, pobaButb 550 MA AUMCTUANMPOBaHHOM
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3osBaHua Habopa cnepyer
oTobpaTb HeobxoaMMOe KOMUYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBOpa W pa3BecTu
AVCTUANIMPOBaHHOM BoAoM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOro pacTteopa + 25 mn
AVCTUAIMPOBAHHOM BOAbI).
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8. YCNOoBUA XPAHEHUA U SKCIMJTYATALUUUN HABOPA

8.1. Habop peareHToB «AT-TI-NOA» [OMKEH XPaHUTLCA B yrnakoBKe MpeanpusaTus-
N3roToBuTENS NpK Temnepatype +2...+8 °C B TeyeHne BCero cpoka rofHoOCT1, yKazaHHOro
Ha ynakoske Habopa.

[onyckaeTtca xpaHeHue (TpaHcnopTupoBka) Habopa npwu Temnepatype ao +25 °C
He 6onee 15 cyToK.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
obpa3uoB, 5 kanmbpoBouHbIX Npob6 M 1 nNpobbl KOHTPOSLHOM CbIBOPOTKM (BCEro
96 onpeneneHuit).

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

- OCTaBlUMECS HEeMCMOsb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

bymaror ansa 3aknemBaHus niaHweTa U XpaHuTb Npu TemnepaTtype +2...+8 °C
B Te4YeHne Bcero cpoka rogHoctn Habopa;

-  WNOA-bydep, KoHblOraT, cybCcTpaT, CTOM-peareHT Nnocne BCKpbITUS (h1akoHOB
cnepyeT XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHue BCero cpoka roiHoCTu
Habopa;

- KanubpoBOYHble NPobbl M KOHTPOJSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (D1aKOHOB
cnepyeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecsues;

- OCTaBLUMNCA HENCMO/Ib30BAHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb nNpu TemnepaTtype +2..+8 °C B TeuyeHMe BCero cpoka rogHOCTU
Habopa;

—  TMPUrOTOB/IEHHbIM OTMbIBOYHbIN PacTBOp CreAyeT XPaHWTb MNpU KOMHaTHOM
Temnepatype (+18..+425°C) He 6onee 15 cyTok uAXM Npu TemnepaType
+2...48 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHUS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

dnakoHa. 3akpbliBaiTe Kaxablih (ps1akoOH CBOEN KPbILLKON.

8.4. 1na npoBeAeHWa aHanu3a He cneayeT WCMNOob30BaTb FEMONIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KPOBM, @ Takxe CbIBOPOTKY (Maa3My) KpoBM, CoAepiKaLlyo
asuna HaTpus. Ecnn aHann3 nponsBoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (MaasMmy)
cneayet XpaHuTb npu Temnepatype -20 °C. [oBTOpHOE 3aMoOpaxuBaHWe-oTTanBaHue
06pa3LoB CbIBOPOTKM (Ma3Mbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccriefoBaHue
CbIBOPOTOK, XpaHeHWe KOTOpbIX C MOMeHTa 3abopa KpOBM OCYLLECTBASAAOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 CyToK.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (M1a3Mmbl)
KpOBW NtoAeN, NoayyasBlIMX B LensaxX ANarHOCTUKK UAK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlWMWHbIE aHTUTenNa.

8.6. lNpn wncnonb3oBaHnn Habopa Ana NpoBeAeHUS HECKOSIbKMX He3aBUCUMMbIX
Cepuin aHanuM3oB cfnefyeT uMMeTb B BWAY, 4YTO ANS KaXAOro He3aBMCMMOro
onpeaeneHns HeobxoAMMO MOCTPOEHME HOBOro KanubpoBo4yHOro rpadwuka; Kpome
3TOro, pekoMeHAyeTCs onpefefieHne KOHLEHTpauMn ayToaHTUTen K TUpeornobynunHy
B KOHTPOJIbHOWM CbIBOPOTKE.

8.7. 1ns nonyyeHns HadexXHbIX pe3ynbTaToB Heobxoanmo cTporoe cobnoaeHune
WNHCTpyKumn no npumeHeHuto Habopa.

8.8. He wncnonb3yite KOMMOHEHTbI M3 ApPYruxX HabopoB WAM M3 aHaNOrMYHbIX
HabopoB ApYyrmMx cepuii.
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10. OXXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ysbTaTax uccrienoBaHuii, npoBefeHHbIx 000 «XEMA»,
peKkoMeHAyeM MOMb30BaTbCA HOpMaMu, MpUBEAEHHbIMWM Huxe. Bmecte ¢ Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowei nabopaTopHOM MpakTUKKW), Kaxaas
nabopatopus [do/mKHa camMa onpefenvTb MapaMeTpbl HOPMbl, XapakKTepHble Ans
obcnenyemon nonynsauuu.

MpumMmeuaHue. 3HayeHUs KoHueHTpaumin AT-TI B wuccneayembix obpasuax,
HaxoAsiluMecss HMXe TrpaHuubl 4yBcTBUTENbHOCTM Habopa (5.0 ME/mn), a Takxe
rnpeBbilaOWNe 3HavYeHne BepxHen KanmbposouHor npobel (3000 ME/mMn) cnepyet
npuBOAUTL B cneaytowen dopme: B uccneayemom obpasue X kKoHueHTpauumsa AT-TI
Huxe 5.0 ME/Mn nnu Bblwe 3000 ME/mn.

Wccnepyemas rpynna Equuuiel, ME/mn
HuwxHuii npegen Bepxuuii npegen
My>XUYMHbI - 100
XKeHLWMHbI - 100
ctapwe 50 nert - 150

11. JINTEPATYPA

1. U Feldt-Rasmussen - Analytical and clinical performance goals for testing
autoantibodies to thyroperoxidase, thyroglobulin, and thyrotropin receptor. Clin. Chem.,
Jan 1996; 42: 160 - 163.

2. PW Ladenson - Optimal laboratory testing for diagnosis and monitoring of thyroid
nodules, goiter, and thyroid cancer. Clin. Chem., Jan 1996; 42: 183 - 187.

3. Anthony P. Weetman - Graves' Disease. N. Engl. J. Med., Oct 2000; 343: 1236 -
1248.

Mo BonpocaM, kacatowmmcsa kayectsa Habopa «AT-TM-UDA>»,
cnepyet obpauaTtbes B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a MNapkosas, 4. 48, 1-1 noa., 5 aTax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasbHbI)

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

PykoBoauTenb cnyxbbl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [1. C. KoCcTpnkunH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF AUTOANTIBODIES TO THYROGLOBULIN

IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination
of autoantibodies to thyroglobulin in serum or plasma.

This kit is designed for measurement of autoantibodies to thyroglobulin 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

Thyroglobulin (TG) is a well known target for autoantibodies occurring in thyroid
autoimmunity (Graves' disease and Hashimoto's thyroiditis). Anti-TG antibodies mostly
belong to the IgG class. Low to moderate levels of anti-TG antibodies can be found in sera
of other autoimmune patients (eg systemic lupus erythematosus or Sjogren syndrome).
In some cases anti-TG positive sera may show negativity for other type of anti-thyroid
antibodies — anti-TPO. Therefore, combined determination of both types of anti-thyroid
antibodies (anti-TPO + anti-TG) provides most sensitive laboratory diagnostic tool for
thyroid autoimmunity. Separately from autoimmunity, anti-TG antibodies may develop
in patients suffering from thyroid cancer. High level of anti-TG in such patients may
interfere with correct determination of serum thyroglobulin which serves as tumour
marker for therapy control in this group of patients.

3. PRINCIPLE OF THE TEST

This test is based on indirect enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by the antigen. Antibodies from the specimen
bind coated antigen on the microwell surface. Unbound material is removed by
washing procedure. Second antibodies directed towards species specific Ig, 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.
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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% 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, 100-250 pl, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 5-250 pl;
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...4+8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...425 °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 reg-
ulations. 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 autoantibodies
to thyroglobulin concentration.

9.3. Determine the corresponding concentration of autoantibodies to thyroglobulin
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 Abso(l;bsaon;:anl)lmts wl - T
CAL 1 0 1U/ml 0.04
CAL 2 100 IU/ml 0.15
CAL 3 300 1U/ml 0.35 7
CAL 4 1000 1U/ml 1.07 b -
CAL 5 3000 1U/ml 2.30 oL

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
aTG. Based on data obtained by XEMA, the following normal range is recommended
(see below).

Units, IU/ml
Sex, age - —
Lower limit Upper limit
Males - 100
Females - 100
>50 yrs - 150
Document: K132I Instruction version: 1902 Format version: 310
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity

Sensitivity of the assay was assessed as being 5.0 IU/ml.

11.2. Linearity

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

11.3. Recovery

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

12, LITERATURE

1. U Feldt-Rasmussen - Analytical and clinical performance goals for testing
autoantibodies to thyroperoxidase, thyroglobulin, and thyrotropin receptor. Clin. Chem.,
Jan 1996; 42: 160 - 163.

2. PW Ladenson - Optimal laboratory testing for diagnosis and monitoring of thyroid
nodules, goiter, and thyroid cancer. Clin. Chem., Jan 1996; 42: 183 - 187.

3. Anthony P. Weetman - Graves' Disease. N. Engl. J. Med., Oct 2000; 343: 1236 -
1248.
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Cumson / Symbol

3HaueHue cumBona / Symbolize

MpoussoauTtens / Manufacturer

[JaTta npousBoacTBa / Date of manufacture

Homep no kartanory / Catalogue number

(o)

]

Homep cepwun / Batch code

3
3
3
£
H

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHne TemnepaTtypbl / Temperature limitation

TONbKO AN UH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHuumanwme! / Caution, consult accompanying documents

He vcnonb3oBaTb Npy HapyLEHWUN LeNOCTHOCTU YNaKkoBKu /
Do not use if package damaged

SORB MTP

I@%E%

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTponbHas cbiBopoTka / Control sera

KoHnbtoraT / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpametTunbeHsmamHa (TMB) /
Substrate solution

BUF WASH 26X

KoHLEeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

O
-
(=]

N®A-Bydep / EIA buffer




(yBa)KaeMbll‘I'I Knuenrt! )
EcnnBnpouecce paboTbl ¢ Hawmmm Habopamu Bam noHago6mnmch nnacTMKoBble BAaHHOUKM ANA KUAKNX
peareHToB, O4HOPa30Bble HAKOHEUHVKIN AJiA [O3aTOPOB UAN AOMNONHUTENbHbIE O6beMbl peareHToB
(KoHUEeHTpaT oTMbIBOYHOTO pactBopa, IOA-Bydep, pactBop cybcTpata TeTpametnbeHsnamta (TMB),
CTOM-peareHT), BXoAAwWmX B cocTaB Habopa, npocrm Bac 06patnTbca K nocTaBLmKy npogykummn OO0
«XEMA» B Bawiem pervioHe.

Bce ykasaHHble pacxogHble maTepuasnbl NpefocTaBAAloTcAa 6ecnnaTtHo, B Heo6xoamom ans
\nposeneuvm aHanusa Konnvecrtee. )
MNepeueHb Ha6opoB peareHTOB ANA ANArHOCTUKN NHGEKLMOHHBIX N\
3a6oneBaHuil npounsBoacTBa 000 «XEMA»

Ne no Katanory HanmeHoBaHue

K101 «Toxoplasma IgG-UDA» Russian Diagnostic

K101M «Toxoplasma IgM-NOA» e

K102 «Rubella IgG-VIOA» ch?us

K102M «Rubella IgM-IDA> ? A \

K103 «Cytomegalovirus IgG-NOA» JRussavassoouTOn | o
K103M «Cytomegalovirus IgM-UDA» — ——
K104 «HSV 1,2 1gG-MOA»

K104M «HSV 1,2 IgM-VIOA»

K105 «Chlamydia IgG-UOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-OA»

K111 «Cundunuc cymmapHble aHtutena-MOA»

K121 «Aspergillus IgG-MDA»

Homep ropsauein nuHumn rexHnyeckom nopgaepxku KnneHros:
8800505 2345
Bce 3BOHKM Ha HOMep ropAYen MHUK 6ecnnaTHbl ANA 3BOHALLEro ¢ Nto6oro
MOOUMIbHOIO UNK CTaluMoHapHoro TenedoHa no Bcel Tepputopmmn Poccum.
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LleHTpanbHbiit opuc 000 «XEMA»
ApApec Ana KoppecnoHAeHLnN:

105043, r. Mockga, a/a 58 S
105264, r. Mocksa, yn. 9-a lMapkosas, 4. 48, 1-i1 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 «Xemay, Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, [ertapHbiii nep., A. 8-10, nutep A
e-mail: sppb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malweposa, a. 11,
nutep A, kopn. 8/K, odnc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03179, r. Kues, yn. Akafemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua




4]

Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEAFEHTOB

Ana UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
OBLLEro0 MMMYHOTNIOBYJIMHA KNNACCA E (IgE)
B CbIBOPOTKE (MJ1IA3ME) KPOBU

«OBLUN IgE-UDA»

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

Total IgE EIA

HOMEP O KATASIOTY K200
TY Ne 9398-200-18619450-2010

PEFMCTPALUMNOHHOE YOOCTOBEPEHUE
Ne OCP 2009/04488 o1 11 utoHa 2010 ropa

AnTtuTena k BUY 1,2, Bupycy renatuta C n HBsAg otcyTcTBYIOT
KoHTposnbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, HAKTUBUPOBaHbI.

W For 96 determinations

[ns uH BUMPO AMAarHOCTUKN

“ XEMA Co., Ltd.

) The 9-ya Parkovaya str., 48

- 105264 Moscow, Russia

;«x"% Tel./fa.x: +7({195) 51 0-57-07.
e-mail: redkin@xema-medica.com
internet: www.xema-medica.com
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«YTBEPXOEHA»
npukas PocaapasHaasopa N2 5477-Mp/10 ot 11 uioHsa 2010 roga
KPA N2 33291 ot 27.05.2010

MHCTPYKLIMS NO NPUMEHEHWIO HABOPA PEATEHTOB
AN UMMYHO®EPMEHTHOIO ONPEAENEHUSA OBLLEFO
MMMYHOITTIOBYJIMHA KJ1ACCA E (IgE) B CbIBOPOTKE
(MNA3ME) KPOBU «O6wmii IgE-UDA»

1. HABHAYEHMUE

1.1. Habop peareHtoB «O6wmin IgE-UDA» npenHasHayeH ANS KOMYECTBEHHOrO
onpeaeneHns KoHUeHTpauumn obuero ummyHornobynmHa knacca E (IgE) B cbiBopoTke
(nna3sme) KpoBM MeToAOM TBEPAOMDA3HOr0 MMMYHOMEPMEHTHOIO aHanusa.

1.2. O6wwmnrn wmmmyHornobynmH E (IgE) cumtaetca nabopaTopHbIM MapKepoMm
aTonuyecknx 3abonesaHui (aTonnyeckon acTMbl, AepMaTUTa U PUHOKOHBIOHKTUBKUTA).
Atonunuyeckmn  (IgE-3aBMCUMBIN) MexaHM3M MOXeT TakXe JiexxaTb B OCHOBe
racTpOaHTEPOKOINTA, KpanuBHWLbI, APYrMx (OpM BaCKy/IMTOB (B TOM YNCNE CUCTEMHBbIX),
XoneuucTtuta, ByNbBOBarMHUTa U UUCTUTA. YacTb JIEKapCTBEHHOW  anneprum
(NpenMyLlecTBEHHO Ha NEHUUMAIMHBLI 1 6enKoBble NpenapaTbl) TakXe pa3BuBaeTcs no
IgE-3aBucMmoMy MexaHu3My. Mpu BCeX BblEnepeyncieHHbIX COCTOAHUAX BbipaboTka
BbICOKMX TUTPOB cneundunyecknx aHtuten knacca IgE MoxeT NpMBOANTL K MOBbLILWEHUIO
ypoBHs obuwero IgE B cbiBopoTke. OcobeHHO BbiCOKMI ypoBeHb ob6Lero IgE xapaktepeH
Ana aronuuyeckoro JAepmatuta. Kpome artonuueckux 3abonesanHui, obwmin IgE
CbIBOPOTKWM KPOBU 3HAYMUTE/IbHO MOBbIWAETCH NPU NapasuTapHbIX MHBA3NAX M MUKO3ax
(0CO6EHHO CUCTEMHbIX), PeAKo — MPU CUCTEMHbIX ayTOMMMYHHbIX 3abofieBaHUAX W
MMMYHOAEeMULMTHBIX COCTOSAHUAX (ocobeHHO npw runep-IgE cuHapome), a Takxe npu
MacTounTose (OMyxoSiM M3 TY4YHbIX KNETOK) W 4pe3BblyaniHO peakon IgE-muenome.
CHmxeHne ypoBHS obuero IgE B cbiBopoTke (Huxe 15 ME/Mn y B3pocnbix) — siBNeHue
peakoe M Manou3yyeHHOe, OMMCaHO Mpu runoraMMmarnobynnmHeMmax, HeKOTOpbIX
aYTOMMMYHHbIX 3a60n1eBaHNAX, S3BEHHOM KOUTE U NEPBUYHOM BMIMApPHOM LMPpPO3e.
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2. IPUHUUN PABOTbl HABOPA

OnpeneneHne obwero wuMMyHornobynmHa knacca E (IgE) ocHoBaHo Ha
MCMONb30BaHNN «C3IHABUY»-BapuaHTa TBepAodasHoOro MMMyHO(PEPMEHTHOIO aHanmsa.
Ha BHyTpeHHel MOBepXHOCTU NIYHOK MyaHweTa MMMO6MAM30BaHbl MbllWHbIE MOHOKJIO-
HanbHble aHTUTena K obwemy IgE yenoseka. B nyHkax nnadHweTta, npu AobasneHuu
nccneayemoro obpasua, npovcxoauT cBs3biBaHWe obuiero IgE, coaepxalierocs B uc-
cnefyemMom obpasue, ¢ aHTuTenamMm Ha TBepaoi dase. O6pa3oBaBLUNIACS KOMMIEKC Bbl-
ABMASIOT C MOMOLLbIO KOHBbIOraTa KPOANYbUX MOMANKIIOHaNbHbLIX aHTUTen Kk IgE yenoseka
C nepokcuaason xpeHa. B pesynbTaTe 06pasyeTcs CBA3aHHbIM C MIACTUKOM KCIHABUY>»,
cofepxalwnii nepokcmaaly. Bo Bpems MHKybaumm c pactBopoM cybcTpaTa TeTpame-
TunbensnamHa (TMB) NponcxoanT oKpalmBaHMe pacTBOPOB B JlyHKaX. VIHTEHCMBHOCTb
OKpacku MpsiMO MPOMopUMOHanibHa KOHUEHTpauum obliero MMMyHornobynmHa knacca
E (IgE) B nccnegyemom obpasue. KoHueHTpauuto obuero uMMmyHornobynmHa knacca E
(IgE) B uccnepgyembix obpasuax onpeaenstoT no kanmMbpoBoyHOMY rpadurky 3aBUCMMO-
CTV ONTUYECKOW MIOTHOCTU OT coAepXaHus obwero nmMmyHornobynuHa knacca E (IgE)
B KaNMBpOBOYHbIX Npobax.

3. AHAJIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneunduyHOCTb. [lepeKkpecTHas peakuMs MbllUHBIX MOHOKJIOHANbHbIX
aHTuTen K IgE ¢ ApyrMMu aHanuMTamu npuseneHa B Tabnuue:

Ananut MepekpectHas peakuma, %
IgG <0.1
IgM <0.1
IgA <0.1

3.2. BocnponssBoauUMOCTb.

KoadduruneHT Bapuaumm pesynbTaToB onpeaeneHns copepxaHusa obuwero IgE
B OAHOM W TOM >e obpasue CbiIBOPOTKM (Mna3Mbl) KPOBWU C MCMOSb30BaHMeM Habopa
«O6wmn IgE-UDA» He npesbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHLeHTpaumn obuwero IgE B o6pa3uax CbiIBOPOTKM (Ms1a3Mbl) KPOBU
npv pasBefeHnn X CbiIBOPOTKOM (Ns1a3Moi) KpoBK, He coaepxkallern obwmin IgE, nmeer
NMHENHbIN XapakTep B Anana3oHe KoHueHTpauui 50-1000 ME/mn n coctasnseT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIETCA TECTOM Ha <«OTKpbITME» —
COOTBETCTBME W3MEPEHHOW KOoHUeHTpauun obwero IgE npeanucaHHoOM, nonyyYeHHoOMN
nyTeM CMeLWBAHUA paBHbIX 06bEMOB KOHTPOJSIbHOM CbIBOPOTKU U KanMbpoBOYHOM
npobbl 200 ME/Mn. MpoueHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTD.

MuHMManbHaa  4OCTOBEpHO onpegensiemass Habopom  «O6wwuii  IgE-UDOA»
KOHUeHTpaums obwero IgE B cbiBOpoTKe (Nna3Me) KpoBu He npesbiwaeT 3.0 ME/mn.
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5. MEPbI NPEAOCTOPOXXHOCTU

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

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMEeTp BEpTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSHbI 450 HM;
- TepMocCTaT, noaaepxuBarwmin Temnepatypy +37 °C £0.1 °C;
— [A03aTopbl CO CMEHHbIMM HaKOHEe4YHMKaMW, Mo3Bonswme oTbupatb 06bEMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAa AVUCTWIIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOoTOBKA PEAFEHTOB A4J11 AHAJIU3A

7.1. lMepen npoBeneHWeM aHanm3a KOMNoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBJsieHMe NaaHLWIeTa.

BCKpbITb MakeT C NaaHWeTOM U YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMYyecTBO
ctpunoB. OcCTaBlWIMeCs  HEUCNOSb30BaHHbIMKM  CTpUMbl, 4TObObl  MNpeanoTBpaTUTb
BO34EeNCTBME Ha HMX BNaru, TwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHms NaaHWeTa
M XpaHuUTb NMpu TemnepaType +2...+8 °C B TedeHuMe BCero cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Coaepxumoe dakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHecTn
B MepHbI UmMAnHAp BMecTuMocTbto 1000 mn, nobasutb 550 Mn AMCTUNANMPOBAHHONM BOAbI
W TWaTenbHO nepeMewaTtb. B cnyyae gpobHoro ucnonb3oBaHus Habopa cnegyer oTo-
6paTb HeobxoAMMoe KOMMYEeCTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHON BOAOM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHtoB «O6bwwmin IgE-VDA» pomkeH XpaHUTbCA B yNakoBKe
npeanpuaTUS-U3roToBMTENS Npu Temnepatype +2...4+8 °C B TeueHune BCero Cpoka rogHocTy,
YyKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 15 cyTok. He gonyckaetcs 3amopaxuBaHue Lenoro Habopa.

8.2. Habop paccuuTtaH Ha npoBefeHue aHanusa B Aybnukatax 42 uccnegyembix
obpasuoB, 5 KannbpoBOYHbLIX Mpo6 M 1 Npobbl KOHTPOSIbLHOM CbIBOPOTKM (BCEro
96 onpepeneHui).

8.3. B cnyyae apobHoro mncnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEUCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

bymarorn ansa 3aknemBaHus nNiaHweTa u XpaHuTb Npu Temnepatype +2...+8 °C
B TeUYeHne Bcero cpoka rogHoctn Habopa;

-  WOA-bydep, koHblOraT, cybCcTpaT, CTOM-peareHT nocne BCKpbITUS (1akoHOB
cnenyeT XpaHuTb npu Temnepatype +2...+8°C B TeueHne BCero cpoka roaHocTu
Habopa;

- KanubpoBOYHble NPO6bl M KOHTPOJIbHYHO CbIBOPOTKY MOC/AE BCKPbITUS (P/TaKOHOB
cnefyeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecaues;

- OCTaBLUMINCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayet
XpaHuUTb Npu TemnepaType +2...+8 °C B TedeHne BCero cpoka rogHocTn Habopa.
MpUroTOBAEHHbIN OTMbIBOYHbINM pPacTBOp CrefyeT XpPaHuTb MNPU KOMHATHOW
Temnepatype (+18..+25 °C) He 6onee 15 cyToKk wnu npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILKY

dnakoHa. 3akpblBanTe Kaxablih 1akoH CBOEW KPbILLKOM.

8.4. ins npoBeAeHWa aHanuM3a He cneayeT WCMNOoSb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Mna3My) KpoBM, CoAepaLlyo
asua HaTpus. Ecnu aHann3 Npon3BoAMTCS He B AeHb B3STUS KPOBW, CbIBOPOTKY (M1asmy)
cnepyeT XpaHuTb npu Temnepatype -20 °C. [oBTopHOEe 3aMopaxuBaHue-oTTansaHue
06pasuoB CbIBOPOTKM (Ma3Mbl) KPOBM He AonyckaeTcs. [lonmyckaeTcs uccnenoBaHue
CbIBOPOTOK, XpaHeHuWe KOTOpbIX C MOMeHTa 3abopa KpOBM OCYLLECTBASANOCL MNpuU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VcknoyaeTca ncnonb3oBaHMe Ana aHanusa o6pasuoB CbIBOPOTKM (M1a3Mmbl)
KPOBW NtoAen, NonyyaBlmx B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE @aHTUTENa.

8.6. lNpn wncnonb3losaHnn Habopa Ana nNpoBeAeHUS HECKOSIbKMX HEe3aBUCUMMbIX
cepuil aHanM30B cneayeT UMeTb B BUAY, YTO ANS KaXXA0ro He3aBUCMMOro onpeaeneHus
Heob6xoAMMO  MOCTPOEHWEe HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOoro,
pekoMeHAyeTCs onpeaeneHne KoHueHTpauun obuwero mMmmyHornobynumHa knacca E
(IgE) B KOHTPONIbHOW CbIBOPOTKE.

8.7. [Ins nonyyeHns HadeXHbIX pe3ynbTaToB HeobxoaAnMmo cTporoe cobnwoaeHue
NHCTpyKUMK no npumeHeHuto Habopa.

8.8. He wncnonb3yiite KOMMOHEHTbI M3 APYrux HabopoB WAM M3 aHaNOrMYHbIX
HabopoB ApYyrmnx cepuii.
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10. OXKUQAEMbIE 3HAYEHUA U HOPMbI

10.1. OcHoBbIBasicb Ha pe3sysbTaTax MccrefoBaHuin, npoBeAeHHbix 000 «XEMA»,
peKkoMeHAyeM Mosb30BaTbCs HOpMaMu, TMpUBEAEHHbIMM HMXe. Bmecte ¢ Tewm,
B CoOTBeTCTBMW C npasunamum GLP (Xopowen nabopaTopHOM npakTukun), Kaxaas
nabopatopusi Ao/MKHA camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHme. 3HaveHUs KOHUeHTpaumi obwero IgE B mnccnepyembix obpasuax,
HaxoAsilMecss HUXe rpaHuubl 4yBcTBUTENbHOCTM Habopa (3.0 ME/Mn), a Takxe
npeBbillaloWmMe 3Ha4YeHne BepxHeln kanmbposouHoi npobbl (1000 ME/mMn) cneayet
npuBOAUTL B Crneaylowen gopme: B nccnegyemom obpasue X KOHUeHTpauus obliero
IgE Huxe 3.0 ME/Mn wnu Bbiwe 1000 ME/mn.

B Habope «O6wuii IgE-MDA» 3HaueHUs KOHLUEHTpauumin KanmbpoBOYHbIX MNpob
BblpaxxeHbl B ME/Mn. [Ana nepecyeta KOHUEHTpPaUMA B HI/M/, NONyYEHHOE 3HaveHune
KOHLUeHTpauum B ME/MN cneayeT YMHOXWUTb Ha 2.4.

1 ME/Mn = 2.4 Hr/mn

Eaunuybi, ME/mn Eauuuubl gon., Hr/mn

Wccnepyemasn rpynna = " = =
HuxHuii npepen Bepxuwuii npegen HuxHuii npepen BepxHuii npegen

[o 6 mecsues - 12 - 28.8
6-12 mecsaues - 30 - 72.0
1-3 roga - 45 - 108.0
4-6 net - 70 - 168.0
7-9 net - 90 - 216.0
10-15 net - 120 - 288
>15 net - 130 - 312.0

11. INTEPATYPA

1. Zetterstrom and Hohansson S.G.O. Allergy 1981; 36:537.

2. Buckley R. H. Immunopharmacology of Allergic Disease 1979; 117.

3. Michel f. B., Bousquet J. and Greilier P. J. Allergy Clin. Immunol. 1980; 64:422.
4. Ishizaka T. Ann Allergy 1982; 48: 313.

5. Kulczyski A. Jr. J. Allergy Clin. Immunol. 1981; 68:5.

Mo BonpocaM, kacawwmmcs kavectsa Habopa «O06wmnn IgE-UDA >,
cnepyet obpawaTtbcs B OO0 «XEMA» no aapecy:

105264, MockBa, a/a 58,

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

3M1eKTPOHHas noyTa: info@xema.ru; rgc@xema.ru
MHTEPHET: Www.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 TOTAL IgE IN HUMAN SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of total IgE 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

Total immunoglobulin E (IgE) serum level is widely reported as the laboratory
marker of atopic diseases such as atopic asthma, atopic dermatitis, and pollenosis.
Separately, high levels of total serum IgE are characteristic for parasitic infestations
and some other clinical disorders including superficial and systemic mycosis. Decreased
levels of IgE are found in cases of hypogammaglobulinemia, autoimmune diseases,
ulcerative colitis, and primary biliary cirrhosis.

In allergic patients, serum total IgE level in general corresponds to the severity
of the allergic disease and may be therefore used for monitoring of all kinds of anti-
allergic therapy or allergen elimination.

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 mAb to IgE epsilon. Antigen
from the specimen is captured by the antibodies coated onto the microwell surface.
Unbound material is removed by washing procedure. Second antibodies - rabbit
polyclonal antibodies to IgE, 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.
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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% 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 ul, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 ul;

Dry thermostat for 37 °C 0.1 °C;

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

5.3. Storage and stability of the Kit

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

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...425 °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.

7.4. Alternative units:

1 IU/ml = 2.4 ng/ml

Document: K200I Instruction version: 1901 Format version: 210
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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

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus total IgE concentration.

3. Determine the corresponding concentration of total IgE 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.

4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

Calibrators Value Abstizl;i:)n;:‘l)lmts wl ES
CAL 1 0 IU/ml 0.08 & .l
CAL 2 50 1U/ml 0.36 P
CAL 3 200 IU/ml 0.75 g8 " o
CAL 4 500 IU/ml 1.32 yp/ﬁ
CAL 5 1000 IU/ml 2.08 . / ‘ ‘ ‘ ‘
Document: K200I Instruction version: 1901 Format version: 210
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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
Total IgE. Based on data obtained by XEMA, the following normal range is recommended
(see below).

<6 months - 12 - 28.8
6-12 months - 30 - 72.0

1-3 years - 45 - 108.0
4-6 years - 70 - 168.0
7-9 years - 90 - 216.0
10-15 years - 120 - 288

>15 years - 130 - 312.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

I1gG <0.1
IgM <0.1
IgA <0.1

11.2. Analytical sensitivity.

Sensitivity of the assay was assessed as being 3.0 IU/ml.

11.3. Linearity.

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

11.4. Recovery.

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

12, LITERATURE

1. Zetterstrom and Hohansson S.G.O. Allergy 1981; 36:537.

2. Buckley R. H. Immunopharmacology of Allergic Disease 1979; 117.

3. Michel f. B., Bousquet J. and Greilier P. J. Allergy Clin. Immunol. 1980; 64:422.
4. Ishizaka T. Ann Allergy 1982; 48: 313.

5. Kulczyski A. Jr. 1. Allergy Clin. Immunol. 1981; 68:5.
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Mcnonb3oBaTh A0 (roa-mecsy) / Use By

S

OrpaHu4yeHune TemnepaTypbl / Temperature limitation

IVD

TonbKO ANS UH BUTPO ANArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumanwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npy HapyLEHWN LEeNOoCTHOCTU YNaKkoBKu /
Do not use if package damaged

SORB MTP

MnaHwert / EIA strips

0

AL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTponbHasi ceiBopoTka / Control sera

KoHbloraTt / Conjugate

SUBS TMB

PactBop cybcTpaTa TeTpameTunbeHsmamHa (TMB) /
Substrate solution

BUF WASH 26X

KOoHLeHTpaT OTMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

EL i

Cron-peareHT / Stop solution
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-
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NOA-Bydep / EIA buffer
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3aboneBaHuil npounsBoacTBa 000 «XEMA»
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K101 «Toxoplasma IgG-NOA» rT—
K101M «Toxoplasma IgM-NDA» e oden
K102 «Rubella IgG-VIOA»
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Instruction for use

XEMA

PYKOBOACTBO NMOJIb3OBATENA

HABOP PEATEHTOB

Aana UMMYHO®EPMEHTHOIO ONPEAENEHUA
TUPEOTPOMHOIO rOPMOHA B CbIBOPOTKE (MJ1IA3ME) KPOBU

«TTr-nodA»

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

TSHEIA

HOMEP MO KATANOTY K201
TY Ne 9398-201-18619450-2010

PETMCTPALUMOHHOE YOOCTOBEPEHWE
Ne OCP 2007/00665 oT 25 okTAbpa 2010 T.

AnTtnTena K BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTBYIOT
KOHTpOsbHble CbiIBOPOTKY, BXOAALIME B COCTaB Habopa, MHAKTUBMPOBaHbI.

W For 96 determinations/Ha 96 onpegeneHui

[Ons uH BUMPO AnMarHoCTUKM

“ C €
XEMA Co., Ltd.

A\ } The 9th Parkovaya str., 48 Authorized Representative in EU:
e 105264 Moscow, Russia Polmed.de

“ZZ@‘N¢ Telephone/fax: +7(495) 737-39-36; 737-00-40 Steinacker 20, D-73773

1 j e-mail: redkin@xema-medica.com Aichwald, Germany

K EX - internet: www.xema-medica.com e-mail: info@polmed.de
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HABOP PEATEHTOB
ans AMMYHO®EPMEHTHOIO OMNMPEAENIEHUA
TUPEOTPOIMHOIro rOPMOHA
B CbIBOPOTKE (MJIASBME) KPOBU «TTr-NdA»

1. HASBHAYEHME

1.1. Habop peareHtoB «TIT-UOA» npeaHasHayeH Ana  KOJIMYECTBEHHOMO
onpeaeneHns KOHUEeHTpauMm TUPEOTPOMNHOro ropMoHa B CbIBOPOTKE (Mnia3me) KpoBu
MeToA0M TBepA0da3HOro MUMMyHO(EPMEHTHOIO aHanm3a.

1.2. TupeoTponHbIit ropMoH (TTI) - FAMKONPOTEUH C MONIEKYNSAPHON Maccol OKOoJ10
30 k[da, cekpeTupyetcs nepegHen ponen runodusa. Monekyna TTI cocTouT U3 ABYX
HEKOBaJIEHTHO CBA3aHHbIX MNOAWMNENTUAHbLIX LUenen: anbda- n 6beta-cybbeanHuLbI.
CneumdnyHocTb U 6MONOrMYECKyld aKTUMBHOCTb TFOpMOHa onpegenser ero 6eta-
cybbeanHunua. TTT Bbi3biBAeT NPOAYKLUMIO U BblAENEHNE LUIMTOBUAHON XXene30M TMPOKCMHa
(T4) wn TpunoaTnpoHuHa (T3). lMpn yBenMyeHUM KOHLUEHTpauuMm 3TUX FOPMOHOB B
CbIBOPOTKE KpOBW cekpeumnsa TTI nHrnbumpyetcs; Ha060poT, Koraa ypoBeHb TMPEOUAHbBIX
rOPMOHOB YMeHbLUaeTcs, B runoduse ysennumsaetcs Bbibpoc TTI 1, cneaosaTesibHO,
yBennMymMBaeTcs MpovM3BOACTBO U BbIOPOC FOPMOHOB LUMTOBMAHON xenesbl. Cekpeuuns
TTT NOAYNHSAETCA LUMpKaAHbIM (OKOIOCYTOYHBIM) pUTMaM € akpodas3on B HOYHOE BpeMS.
Hanbonbwwuin yposeHb TTI Habnwopaetcs B yTpeHHue 4acbl (6 4yacoB). CyTO4Hble
KonebaHns He3HaunTeNbHbI, OAHAKO, €C/IN NOJlyYeHHble pe3ysibTaTbl HE COOTBETCTBYIOT
KIIMHUYECKOM KapTMHE 1 NapamMeTpaM APYrnX UCCIeA0BaHNI, PEKOMEHAYETCS MOBTOPHOE
nposefeHne aHanusa. [NokasaHuna K onpegeneHuio T1T:

1) AmarHocTuka HapylweHun GyHKUMK LWNTOBUAHOWM Xenesbl;

2) rmnotnpeos (yposeHb TTI noBblwaeTcs. [JuarHo3 MNOATBEPXAAETCA HU3KUMU
KOHUeHTpauusmMm obwero u cBO6OAHOMO TUPOKCMHA W  TPUMOATUPOHMHa. [lpu
CybKNMHNYECKOM NerkoM rmnoTupeose, korga ypoBHW T3 u T4 B npepenax HOpMbl,
onpegeneHune TTI S9BASETCA pellaloLWwmmM);

3) runeptupeo3 (cuMHTEe3 M cekpeuus TTT noAasneHbl); OLEHKa aAeKBaTHOCTU
3aMecTUTEeNbHOM Tepannn TUPOKCUHOM;

4) CKPVUHWHI BPOXAEHHOrO runotupeosa (Ha NATOM AHE >KM3HW ONpeaenstoT
ypoBeHb TT[ B NSATHE KPOBM Ha (punbTpoBanbHOW Gymare unm B CbIBOPOTKE KPOBW).
YpoBeHb TTI moBbiweH npu poxaeHun (go 35 MMEa/n), ogHako yepe3 HeCKOIbKMUX
AHen cHuxaeTtcs Ao 6a3anbHOro (Kak y Manb4ymKkoB, Tak U Y AEeBOYEK).

KoHueHTpaums TII yBenuumsaeTcs BO Bpema 6epeMeHHocTM. [loBbieHHOE
cojepxaHve ropMoHa Habnwpaetcs nocne  TXenblX  BU3MYECKMX  Harpysok.
MoHMXeHHOe AaBneHue U MOHMXEeHHasa TeMnepaTtypa TakKXe CTUMYIMPYIOT CEKpeLumio
TTI. KopTr301 M rOPMOH pocTa yrHeTatT cekpeuuto TTT. MNoHuKeHHoe coaepxaHune TTI
4yacTo HabnaaeTca y NOXUAbIX NoAeN, NPU XPOHUYECKOM NOYEeYHON He[0CTaTOYHOCTH,
LMppo3e neyvyeHu, 3amMeasieHHOM MO0BOM pa3BUTUW, BTOPUYHOM aMeHopee, CUHApOMe
KylwmnHra, akpomeranuu.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve TMPEOTPOMHOIrO FOPMOHAa OCHOBAHO Ha MCMOMb30BAHUN «CIHABUY»-
BapwaHTa TBepAoda3Horo UMMyHoMhepMeHTHOro aHannsa. Ha BHyTpeHHen NoBEPXHOCTH
JIYHOK MJaHLWeTa MMMObMAN30BaHbl MbIlUMHbIE MOHOKJ/IOHasbHbIE aHTUTeNa K 6eTa-uenu
TTlryenoBeka. BnyHkax nnaHweTa, npuaobasneHnmnccnegyemoro obpasua, nponcxoant
cBsA3bIlBaHWe TTI, coaepiallerocs B uccneayemom obpasue, C aHTUTENaMu Ha TBEpPAOM
¢aze. Obpa3oBaBLUMICSA KOMMIEKC BbISBASIOT C MOMOLbIO KOHbtoraTa (Fab2) pparmeHTa
MbILMHbBIX MOHOK/IOHaNbHbIX aHTUTen Kk 6erta-uenu TT[ 4yenoBeka C MepoKCUAA30M
XpeHa. B pesynbTaTe o6pasyeTcs CBA3aHHbIM C MIACTUKOM «C3HABWY», coaep Kalimin
nepokcmaasy. Bo Bpems mHkybaumm c pactBopoM cybcTpata TeTpameTunbeH3manHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B SIyHKaX. MHTEHCMBHOCTb OKpacKu NpsiMo
NponopuUnoHanbHa KOHLEHTpauMnm TUPEOTPONHOro ropMoHa B uccnegyemMom obpasue.
KoHLeHTpaunio TUPEeOTPONHOro ropMoHa B MccneayeMbix obpasuax onpeaenstoT Mo
KannbpoBOYHOMY rpaduKy 3aBMCUMOCTM OMNTUYECKOW MJIOTHOCTM OT COAepXaHus
TUPEOTPOMHOro ropMoHa B KaJIM6pPOBOYHbIX Npobax.

3. AHAJTUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOKJIOHAMbHbIX
aHTuTen Kk 6eta-uenu TTI c ApyruMun aHanutTamu npuseaeHa B Tabnuue:

Ananut NepekpecTHas peakuma, %
XTI <0.1
nr <0.1
OCr <0.1

3.2. BocnpomnsBoanUMOCTb.

KoadduruneHT Bapuaunm pesynbTaToB oOnpeaeneHus cogepxaHus TTT B OAHOM
1 TOM Xe obpasLe CbiIBOpOTKM (MnasMbl) KPOBM C Ucnosib3oBaHneM Habopa «TTIM-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun TTT B obpasuax CbIBOPOTKM (MasMmbl) KpOBU Mpwu
pa3BeAeHnn UX CbiIBOPOTKOW (Naa3Moi) KpoBK, He coaepxaliert TTI, UMeeT NNHEeNHbI’
XapakTep B AMana3oHe KoHueHTpauuii 0.2-20.0 MME/n u coctaBnsieT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIeTCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME W3MEPEHHOM KOHUeHTpauun TIT npeanncaHHON, MOJy4YeHHOW nyTeMm
CMelUMBaHMS paBHbIX 0H6BEMOB KOHTPOJSIbHOW CbIBOPOTKU W KasiMbpoBOYHON Mpobbl
1.0 MME/n. MpoueHT «oTKpbITMa» coctaBnseT 90-110%.

3.5. YyBCTBUTENIbHOCTb.

MuHuUManbHas AocToBepHO onpeaensieMas Habopom «TTM-UDA» koHueHTpaums TTI
B CbIBOPOTKE (Nnna3Mme) Kposu He npesblilwaet 0.04 MME/n.
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Komnnekrtauus 5
CumBon

Konnuectso
1 SORB MTP 5wt
2| cai-s B O 1o T e © ")
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn unn 2x30 mMn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl MPEAOCTOPOXXHOCTHU

5.1. lNMoTeHumanbHbIl puck npuMeHeHnst Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce koMmnoHeHTbl Habopa, 3a ucknouveHnem cron-peareHta (5.0% pacrteop
CEPHOWM KNUCNOTbI), B UCMONb3YEMbIX KOHLIEHTPaLMAX SABASIOTCA HETOKCUYHBLIMU.

PactBop cepHoOli kucnoTel obnagaer pasgpaxawowum aencresveM.  Usberatb
pa3bpbi3rMBaHns 1 NoNagaHns Ha KoXy 1 cimsncTble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NMOPAXXeHHbIN y4YacCToK CnefyeT NpoMbITb 60NbLUMM KONNMYECTBOM MPOTOYHONM BOAbI.

5.3. Mpwu pabote c Habopom cneayet cobnogaTth «[paBuna yCcTponcTBa, TEXHUKM
6e30nacHOCTM, MPOM3BOACTBEHHOMW CaHUTapuu, MNPOTUBOINUAEMUYECKOrO pexuMa W
JINYHOWN rurueHbl npu paboTte B nabopaTopusax (OTAeneHusx, oTAenax) CaHUTapHO-
3MNUAEMMOSIOTMYECKNX YUYpPEXAEHNI CcUCTEMbl MUHUCTEpCTBa 3apaBooxpaHeHns CCCP»
(Mockga, 1981 r.).

5.4. Npn pabote c Habopom crneayeT HajeBaTb OAHOPA30Bble Pe3VMHOBblE WM
N1acTUKOBbIE NepYaTKM, Tak Kak obpasubl KpOBKU YenoBeka cneayeT paccMaTpuBaTh Kak
noTeHunanbHO MHMOULMPOBaHHLIVA MaTepuarsn, CNoCobHbIN ANNTENbHOE BPEMSI COXPaHATb
v nepeaasaTb BUY, Bupyc renatuta unu ntobon aopyror Bo3byanTens BUPYCHOM MHDEKLMN.

6. OBOPYQIOBAHUE U MATEPUAJbI,
HEOBXOAWUMBIE NMPU PABOTE C HABOPOM
- ¢oTOMeTp BEpTMKANbHOIO CKaHMPOBaHUS, MO3BONSOWMIA N3MEPATL ONTUYECKYIO
NIOTHOCTb COAEPXMMOrO JIYHOK MiaHweTa npu AnnHe BofHbl 450 HM;
- TepMocCTaT, nojaepxuBatrownii Temnepatypy +37 °C £3 °C;
- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3sonswwme oTbmpatb 0b6beMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MEepHbI BMecTuMocTbio 1000 mn;
- BOAA AVUCTWI/IMPOBAHHAs;
-  nepyaTKy pe3nHOBbIE MUY NNACTUKOBbIE;
- bymara ¢punbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB AJiA AHAJIU3A

7.1. lNepepn nposeaeHneM aHanmsa KOMMNoHeHTbl Habopa un nccnepyemble obpasuibl
CbIBOPOTKM (MN1a3Mbl) KpOBWM CnedyeT BblAepXaTb MNpW  KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpuroToBJ/ieHMe NMJaHwWerTa.

BCKpbITb MakeT C MJaHWeTOM M YCTaHOBUTb Ha paMKy Heobxoammoe KOAM4ecTBO
cTpunoB. OcTaBLUMECS HENCMOJIb30BAHHbBIMW CTPUMbI, YTO6bI NPeAOTBPaTUTL BO3AENCTBUNE
Ha HUX BNaru, TWaTenbHO 3aKk1enTb Bymaron Ans 3aknemBaHuns niaHWweTa u XpaHUTb Npu
Temnepatype +2...+8 °C B Te4yeHne BCero cpoka rogHoctn Habopa.
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7.3. MNpurorossnieHne OTMbIBOYHOIO pacTBopa.

Coaepxunmoe dhnakoHa C KOHLEHTPATOM OTMbIBOYHOrO pactBopa (22 Mn), nepeHecTu
B MEpHbIA UMAMHAP BMecTuMocTbio 1000 Mn, gobaswute 550 Mn AucTMRnmMpoBaHHOM
BOAbl M TWATeNnbHO nepemelwwaTtb. B cnyyae apobHoro mcnonb3oBaHus Habopa cneayer
oTobpaTb HeobXoAMMOe KOSIMYECTBO KOHLIEHTpaTa OTMbIBOYHOMO pacTBOpa WM pa3BecTu
ONCTUNNMPOBAHHOW BoAoM B 26 pa3 (1 M/ KOHUeHTpaTa OTMbIBOYHOIO pactsopa + 25 mn
ANCTUNNIMPOBAHHOWN BOAbI).

8. YCJ/1I0BUA XPAHEHUA U SKCNJIYATALUU HABOPA

8.1. Habop peareHTtoB «TT-UDA» AO/MKEH XPaHUTbCS B YMaKOBKe MpeanpuaTus-
M3roToBUTENS NpU Temnepatype +2...+8 °C B TeueHue BCero Cpoka rogHoOCTH, yKa3aHHOro Ha
ynakoBke Habopa. lonyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu temnepaType 40
+25 °C He 6onee 15 cyTok. He gonyckaeTcsi 3amopaxuvBaHue Lenoro Habopa. flonyckaercs
oAHoKpaTHoe 3aMopaxuBaHue (-20 °C) kasM6pOBOYHbIX NPO6 M KOHTPONbHOM
CbIBOPOTKM B aJ/IMKBOTaX.

8.2. Habop paccumtaH Ha npoBeaeHwe aHanusa B Aybnukatax 41 wnccneayemoro
obpasua, 6 KanuMbpoBOYHbIX MNpo6 M 1 npobbl KOHTPONILHOM CbIBOPOTKU (BCEro
96 onpeneneHnit).

8.3. B cnyyae gpobHoro ucnonb3oBaHuMsa Habopa KOMMOHEHTbI cneayeT XpaHWTb
cneayowmm obpasom:

- OCTaBLUMECS HEeWCNOoNb30BaHHbIMK CTPWMbl HEOBXOAMMO TLLATENbHO 3aKIenTb

6yMaron Ans 3akjiemBaHus MNnaHweTa U XpaHuTb Npu Temnepatype +2..+8 °C
B TeYyeHue BCero cpoka rogHoctn Habopa;

- KOHBlOrar, cybcTpaT, cTon-peareHT nocse BCKpbITUSA GpyIakoHOB creayeT XpaHUTb
npu Temnepatype +2...+8 °C B Te4eHune BCero cpoka rogHoctn Habopa;

- KannmbpoBOYHble NPO6bI M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (h/1akoHOB
cnenyeT XpaHuTb npu TemnepaTtype +2...+8 °C He 6onee 2 MecsLeB;

—  OCTaBLUMIACS HEWUCMONIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa crneayet
XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne Bcero cpoka rogHoctn Habopa.
MpUroToBNEHHbIA OTMbIBOYHbLIA pPacTBOp cneayeT XpaHWUTb MpU  KOMHATHOWM
Temnepatype (+18..4+25 °C) He 6onee 15 cyTok wunu npu TeMmnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumeyvaHue. locne MCNonb30BaHWS peareHTa HeMeASIeHHO 3aKpblBaWTe KPbILIKY

dnakoHa. 3akpbiBaiTe Kaxabli prakoH CBOENM KPbILLIKOMN.

8.4. 1na nposefeHMa aHanu3a He CreayeT WCMo/b30BaTb MEMONU3MPOBAHHYIO,
MYTHYO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Nna3My) KpoBU, coAepiKallyto
asua HaTpusa. Ecnn aHanus NnponsBoanTCS He B IeHb B3STUS KPOBW, CbIBOPOTKY (Nia3my)
cnefyeT XxpaHutb npu TemnepaTtype -20 °C. MNoBTOpHOE 3aMOpaxuBaHWe-oTTamBaHue
06pasuoB CbIBOPOTKM (MNa3Mbl) KPOBW He AonyckaeTcs. [lonyckaeTcs uccnenosaHue
CbIBOPOTOK, XpaHeHWe KOTOpblX C MOMeHTa 3abopa KpOBM OCYLECTBAANOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. NckntovaeTca mncnonb3oBaHwe Ana aHanwmsa o6pasuoB CbiBOPOTKM (Ma3Mbl)
KPOBW NtOAeN, NONyYaBLWMX B LENsSX AMAarHOCTUKW WAM Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbILUWHbIE aHTUTENa.

8.6. MNpn wucnonb3oBaHMM Habopa Ans nNpoBeAeHUMS HECKOSbKMX He3aBUCUMbIX
cepuii aHanu3oB cneayeT UMeTb B BUAY, YTO AN KaXAOro He3aBMCMMOro ornpeaeneHus
Heo6Xx0AMMO NOCTPOEHME HOBOIO KaNnMbpOBOYHOIO rpadrka; KpoMe 3TOro, peKoOMeHAyeTCs
onpefeneHne KoHUeHTpauun TTI B KOHTPOJIbHOM CbIBOPOTKE.

8.7. [lna nonyyeHns HafeXHbIX pe3ysbTaToB HeobxoAMMO cTporoe cobniogeHue
PYKOBOACTBa Monb30oBaTens no npuMeHeHuto Habopa.

8.8. He ncnonb3yiite KOMNOHEHTbI U3 APYTrMX HAbOPOB MM N3 aHaNorMYHbIX Habopos
APYTUX Cepuit.
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10. OOXKMWAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCcb Ha pe3yfibTaTax uccnenoBaHuii, npoBefAeHHbIX 000 «XEMA»,
peKkoMeHAyeM MOosib30BaTbCA HOpMaMu, TMpUBEAEHHbIMKU HUxXe. BMecte c Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowen nabopaTopHOM MpakTUKK), Kaxaas
nabopatopusa Ao/HKHa Ccama onpefenuTb MNapaMeTpbl HOPMbl, XapaKTepHble ANns
obcneayemolii nonynsiumn.

MpumeuaHme. 3HayeHUa KOHUeHTpaumh TII B uccneayembix obpasuax,
HaxoAsilMecss HuXe rpaHuubl 4YyBCTBUTENbHOCTM Habopa (0.04 MME/n), a Takxe
npeBbillaloWme 3Ha4yeHne BepxHen KanmbposouHoi npobbl (20.0 MME/n) cneapyet
npuBOAUTL B Crieaytolein dopme: B uccnenyemom obpasue X KoHueHTpaumnsa TTT Huxe
0.04 MME/n vnu Bbiwe 20.0 MME/n.

Uccnepyeman Eauunubl, MME/n
ARyang Huxunit npegen Bepxuuii npepen
340poBble AOHOPbI 0.3 4.0
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF TSH
N HUMAN SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of TSH 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

Thyroid stimulating hormone (TSH) is a glycoprotein with molecular weight
ca.30 kDa which is secreted by hypophysis. A molecule of TSH consists of two
noncovalently bound subunits: a- and B-HCG. B-subunit determines biological activity
and immunological specificity of TSH.

TSH stimulates thyroid gland to secrete thyroid hormones. TSH secretion
in hypophysis is controlled by a negative feedback regulation by thyroid hormones. TSH
secretion is subject to circadian rhythms with highest levels seen early in the morning
(6 a.m.). Changes of TSH blood level during a day are not significant; nevertheless,
if the results do not correspond with clinical status and other laboratory data, it is
recommended to take and test another blood sample.

Determination of TSH level in serum is recommended in the following states and
conditions:

1. Diagnostics of dysfunction of the thyroid gland;

2. Hypothyroidism (TSH level is increased. The diagnosis is confirmed by low
concentrations of total and free T4 and T3. In mild subclinical forms when T4 and
T3 levels are within normal ranges, determination of TSH concentration is critical);

3. Hyperthyroidism (synthesis and secretion of TSH are inhibited); monitoring
of replacement therapy;

4. Screening for inherited hypothyroidism (on day 5 after birth TSH level in blood
is determined). TSH level is elevated just after birth but it comes within the normal
range in several days (both in boys and in girls).

Serum TSH level is elevated during pregnancy, after physical stress, in individuals
with lowered blood pressure and lowered temperature. Secretion of TSH is inhibited
by Cortisol and Growth hormone. Low TSH levels are often seen in elderly people,
in patients with chronic renal insufficiency, liver cirrhosis, in retardation of sexual
development, in secondary amenorrhea, Cushing syndrome, acromegaly.

In a present test system, B- chain specific monoclonal antibody XTB78 is used
as capture reagent; enzyme-labelled (Fab2)-fragment of another B- chain specific
monoclonal antibody XTB11 is used as tracer. This combination enables to minimize
both cross-reactive reactions with other pituitary hormones and false positivity caused
by anti-species antibodies.
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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
B chain human TSH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to (Fab2)-fragment of B chain human TSH, 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. 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, 100-250 ul, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 pl;

Dry thermostat for 37 °C £3 °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...+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.

N

7. TEST PROCEDURE

.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 total TSH concentration.

9.3. Determine the corresponding concentration of total TSH 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 Absczzl)sa;)nﬁiqL)Jnlts
CAL 1 0 mIU/I 0.08 o -
CAL 2 0.2 mIU/I 0.13 .
CAL 3 1 mIU/I 0.23 F -
CAL 4 5 miy/I 0.73
CAL5 [ 10 mIU/I 1.30 :
CAL 6 20 mIU/I 2.04
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
TSH. 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, miU/I
129 Lower limit Upper limit
Healthy donors 0.3 4.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
HCG <0.1
LH <0.1
FSH <0.1

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being 0.04 mIU/I.

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

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

3HauveHue cumBona / Symbolize

Mpowussoantens / Manufacturer

[Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

(o]

-

Homep cepwun / Batch code

3
3
2
z
H

Mcnonb3oBaTh Ao (roa-mecau) / Use By

OrpaHuueHne TemnepaTtypbl / Temperature limitation

-

VI

o

TONbKO ANSA VH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumaHue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIENOCTHOCTU yNaKoBKM /
Do not use if package damaged

I@%I%

SORB MTP

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTposnbHas ceiBopoTka / Control sera

KoHbloraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTta TeTpameTunbensmanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLLeHTpaT 0TMbIBOYHOIO pacTtsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

DIL

N®A-Bydep / EIA buffer




YBaxaembin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb NnacTrkoBble BaHHOUKM A1 KUAKMAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [J03aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B coctaB Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxogHble MaTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa Konnuyecrse.

Homep ropsaueii nuHUM TeXHUYECKO noaaepKku KnneHtos:
8 800505 23 45
Bce 3BOHKM Ha HOMep ropsaYen NMHKUK 6ecnnaTHbl s 3BOHALLEro ¢ 1toboro
MOOGUSIBHOIO UK CTauMoHapHoro TenedoHa no Bcel Tepputopumn Poccmm.

FTonoBHom oduc B Poccuiickon Pegepauuu, r. MockBa

000 «XEMA» &
Aépec AnAa KoppecnoHaeHuuun: 105264, r. Mocksa, a/a 58 Russian Diagnostic
105264, r. Mocksa, yn. 9-a MNapkosas, f. 48, 1 nog,, 5 3T. Manufacturersfssocaton

( +7495510-57-07

( 8800 505-23-45

P< sale@xema.ru

& www.xema-medica.com

ISSIAN ASSOCIATION POCCHICKAR ACCOLMALY

Bonpocbl coTpyaHuYecTBa Ha pbiHKax P®: OF NEDCAL LABRNORY VEAIHOLOA ASOPATOPNO
KocTpukuH Imutpuii Cepreesiy, K6H — —

( +7 985 888-77-00

D dmitry@xema.ru

P> dmitry.kostrikin@gmail.com

L) dmitry kostrikin

Bonpocbl MeXayHapoAHOro coTpyAHNYeCTBa

(cTpaHbI 6 0 U [ 0 3apy6 ):

PepbkuH AHzpeit MaBnoBuY, KMH
{ +7 903 723-19-81
P redkin@xema.ru

OTAEH KNINeHTCKOro cepsuca:
lop6aueB Mropb AnekcaHapoBuy
[ 88005052345
(+79852210885

P4 client@xema.ru
P<Jigogorbache@gmail.com

s xemahelp1

+7 9852210885
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

AnAa UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
JIOTEOTPOMHOIO rOPMOHA

B CbIBOPOTKE (MJIA3ME) KPOBU

«JIFNDA»

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

LH EIA

HOMEP MO KATAJIOTY K202
TY Ne 9398-202-18619450-2010

PErTMICTPALLMOHHOE YOOCTOBEPEHUE
Ne ®CP 2007/00620 ot 25 oktabpa 2010 T.

AnTnTena Kk BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTByioT
KOHTpOnbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, MHaKTUBUPOBaHbI.

W For 96 determinations/Ha 96 onpepenexui

[nsA uH BUMPO AMAarHOCTUKN

2 XEMA Co., Ltd.

ATY.
QMY Sk,

U The 9th Parkovaya str., 48 Authorized Representative in EU:
— 105264 Moscow, Russia Polmed.de

SR, Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773

£ j e-mail: redkin@xema-medica.com Aichwald, Germany

K & ¢ internet: www.xema-medica.com e-mail: info@polmed.de

cover 100 50 60 100
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K202I

MHCTPYKLUNA NO NPUMEHEHWUIO HABOPA PEATEHTOB Ans
MMMYHO®EPMEHTHOIO ONPEAEJIEHNA JIIOTEOTPOMHOIO
FTOPMOHA B CbiIBOPOTKE (MJIASME) KPOBWU «JIr-N®A>»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«JIT-U®A» npepgHasHayeH AN KOJIMYECTBEHHOrO
onpeaeneHns KOHLUEHTpauun NI0TEOTPOMHOro ropMoHa B CbiBOPOTKe (MiasMe) KpoBU
MeToAOM TBepA0(da3HOro MMMyHO(EPMEHTHOro aHanun3a.

1.2. JlioteoTponHbii ropMoH (JII) - ravkonpoTens C MOJEKYNspHOM Maccowm
okono 28000 [a. OH cekpeTupyeTcsa rOHaAOTPOMHbIMWM KIEeTKaMW nepeaHen [onuv
rmnodusza. Y xeHwmH JIT perynupyetr QyHKUMIO XeNnTtoro Tena W CTUMynupyeT
6uocmHTes nporectepoHa. Y MyxuumH JII cTumynmpyeT obpa3oBaHue TeCTOCTEpOHa
B MHTEPCTMUMANbHbIX KneTkax Jlenanra. YpoBeHb ropMOHa B TEYEHWE MEHCTPYaslbHOro
LMK@ OCTaeTCs HU3KMM, 3@ UCK/IIOYEHNEM CepeaMHbl LMKIa, KOraa ero KoHueHTpaunus
MOXeT Bo3pacTtaTb B 5-10 pas. lNpumepHo 3a 12 yacoB A0 BO3HUKHOBeHUs nuka JII emy
npeawecTesyeT MWK 3CTpaamona, a cama OBynsAuMsa npomcxoamT cnycts 12-20 vacos
nocne AOCTUXEHUS MakCMManbHOW KOHUeHTpauuu JII. Y XeHLWMH ropMOH CTUMYMpyeT
paspbiB SMYHUKA M obpasoBaHMe XenToro Tefna, KOTOpoe HayMHaeT CekpeTupoBaTb
B KPOBb MPOrecTepoH, yBennunsas Taknum obpasoM ero KOHUEeHTpaLUuIo B JIIOTENHOBYO
dazy. ConepxaHue JII B KPOBU KaK y MY>XUMH, TaK U Y XEHLINH 3aBUCUT OT CYyTOYHOrO
puTMa, MO3TOMY oOrfpejefieHne 3TOro ropMoHa creayeT MpoBOAUTL B OAHO U TO Xe
BpeMs. lMNepunoanueckne yBennmyeHuns KoHueHTpauuun JII 6onee BblpaXeHbl Y XEeHLMH
(B 3aBMCMMOCTM OT CTaAUM MEHCTpyasbHOro umkna). Tak, konebaHns ypoBHS rOpMOHa
CT@HOBATCSA MeHee YacTbIMW B KOHLLE TIOTENHOBOW CTaAMMU, @ UX BbIPAXXEHHOCTb — B KOHLE
doNNnKynMHOBOW. YBenuyeHwe KoHueHTpauum JII Habnogaetcs npu nNepBUYHONM
OMCOHYHKLUMN MOMOBbIX Xene3; amMeHopee, BbI3BAaHHOW HeAOCTaTOYHOCTbIO SIMYHWUKOB;
cnHapoMme LteriHa-JleBeHTans; meHonay3e. CHMXeHne KoHueHTpauuu J1IIN HabnoaaeTtcs
npu HapyweHun dyHKUMKM runodmsa wauM runotanamyca; CUHAPOME ranakTopen-
aMeHoppeun; M301MPOBaHHOM AeduunTe roHAAOTPOMHbIX FOPMOHOB; W30/IMPOBAHHOM
aedunumte JII («dDepTunbHbIA €BHYX»); HEBPOTUYECKON aHOPEKCUN; 3a4epXKe pocTa 1
NosI0OBOr0 CO3peBaHUs; NpueMe ANroKCUHa, Merectpona, eHoTnasnHa, NporecTepoxa,
3CTPOreHoB.
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2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve NOTEOTPOMHOrO FOPMOHA OCHOBAHO Ha WCMOJIb30BaHWUM «CIHABUY» -
BapvaHTa TBepA0da3HOro MMMYHO(MEPMEHTHOr0O aHanm3a. Ha BHyTpeHHel NOBEPXHOCTH
JIYHOK NjaHLWeTa MMMOBMIN30BaHbl MbIlUMHbIE MOHOKJ/IOHA/bHbIE aHTUTENa K 6eTa-uenu
JIr yenoseka. B nyHkax nnaHweTa, npu aobasneHnn nccnenyemoro obpasua, npomcxoant
cBsA3bIiBaHue JIIT, coaepxallerocsi B uccreayemom obpasue, ¢ aHTUTENaMu Ha TBepAoM
¢daze. O6pa30BaBLUNIACS KOMMIEKC BbISBASIOT C TMOMOLLbI KOHblOraTta MbIWMHbIX
MOHOKJIOHasNbHbIX aHTuTen kK anbda-uenun J1II/OCI/XI 4yenoBeka C nepokcuaason
XpeHa. B pe3synbtate obpasyeTcsi CBA3aHHbIA C NNACTUKOM «CIHABUY», COAEpXalunn
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3uanHa
(TMB) nponcxoauT oKpallmBaHWe pacTBOPOB B JIyHKaX. MHTEHCMBHOCTb OKpacKu NpsiMo
NponopuUmnoHarnbHa KOHLEHTpauMu IOTEOTPOMNHOro ropMoHa B MccrieayeMoM obpasue.
KoHLEeHTpaunio NTEOTPONHONO FOpPMOHa B wccnenyeMblix obpasuax onpeaenstoT
no KannbpoBOYHOMY rpaduKy 3aBMCMMOCTU OMTUYECKON MSOTHOCTU OT COAEPXaHWUS
NOTEOTPONHOrO FOPMOHa B KanimbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneumncUUYHOCTD.
lMepekpecTHass peakuusi MbIWMHbLIX MOHOK/IOHaNIbHbIX aHTMTen Kk 6eta-uenu JII
C ApYrMMW aHanMTamMn nNpuBeAeHa B Tabnuue:

Ananut MepekpecrHas peakuua, %
Xr <0.1
oCr <0.1
T <0.1

3.2. Bocnpou3BoanMOCTb.

KoadduruneHT Bapnaumm pesynbTaToB onpeaeneHuns cogepxanusa J1I B 04AHOM
TOM >xe obpasue CbiIBOPOoTKM (M1a3mbl) KPOBU C MCNoSb30BaHMeM Habopa «JIM-UDA» He
npesbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHUeHTpauuu JII B obpasuax cbiBOPOTKU (MnasMbl) KPOBU MNpu
pa3BefeHUM MX CbIBOPOTKOM (Na3Moit) KpoBu, He coaepxawen JII, uMeeT NINHEHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-100 ME/n n coctasnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpoOBEPSIeTCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME W3MEPEHHOW KOHUeHTpaumn JII npeanucaHHon, MNONyYeHHOW nyTem
CMeLMBaHUA paBHbIX OHBbEMOB KOHTPOJIbHOM CbIBOPOTKM WM KannbpoBOYHOW Mpobbl
25 ME/n. MpoueHT «oTKpbITUa» coctaBnsier 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHMManbHaa AOCTOBepHO onpeaensiemast Habopom «JIM-U®A» koHueHTpauusa JIT
B CbIBOpOTKe (Mnna3Me) KpoBu He npesblwaeTt 0.15 ME/n.
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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.

PactBop cepHO kucnoTbl obnagaer pasgpaxarowmMm agenctemeM. Wsberatb
pasbpbI3rMBaHna M nonagaHus Ha KOXy W ciu3ucTble. MNpu nonagaHun Ha KOXy W
C/IN3UCTbIE MOPaXKEHHbI Y4acTOK ciefyeT NPOMbITb 60bWMM KOSIMYECTBOM MPOTOYHOM
BOAbl.

5.3. MNpu pabote ¢ Habopom cnepyet cobnogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTN, MNPOU3BOACTBEHHOW CaHWUTapuu, NPOTUBOIMUAEMUYECKOTO pexuma u
JINYHOWN rurneHbl npu paboTte B nabopaTtopusx (oTaeneHusiX, oTAesnax) CaHUTapHO-
3NUAEMUNONONMYECKUX YUPEXAEHUI cUCTeMbl MUHWUCTEpCcTBa 34paBooxpaHeHus CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote c Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbIE WU
nnacTMKoBble MepyaTKy, Tak Kak 0bpasubl KPOBWM 4YenoBeka cliefyeT paccMaTpuBaTtbh
Kak noTeHuMasnbHO WHMUUUPOBAHHbLIA MaTepuasn, CrnocobHbIi AnUTEeNbHOE Bpems
coxpaHaTb W nepepasatb BWY, Bupyc renatuta wnum nwobon ppyrov Bo3byauTtenb
BUPYCHOM MHPEKLMN.

6. OBOPYAOBAHUE U MATEPUAJbI,
HEOBXOAWMUMBbIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKAIbHOIO CKaHMPOBaHWS, MO3BOISOLWMNIA N3MEPATb ONTUYECKYO
NIOTHOCTb COAEPXMMOrO JIYHOK MaHLweTa npu AnvHe BoAHbl 450 HM;

- TepMocTaT, noaaepxusatrowmi Temnepatypy +37 °C +£0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolme oTbupaTb 06bEMbI
B Anana3soHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTMMocTbio 1000 mn;

- BOJa AUCTUINIMPOBaHHas;

- nep4yaTku pe3nHOBble UM NNACTUKOBbIE;

- bymara dunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. Mepen npoBefeHWeM aHanM3a KOMMNoHeHTbl Habopa n nccneayemslie obpasubl
CbIBOPOTKM (NNnasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NjaHLWeTa.

BCKpbITb MakeT C NiaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOMMYecTBO
ctpyno. OcTaBlWwMecs  HEWCNOSb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO3JENCTBME Ha HUX BRaru, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuUTb Npu TemnepaType +2...4+8 °C B TeueHune Bcero cpoka rogHoctu Habopa.

7.3. MpurotoBsieHNne OTMbIBOYHOIO pacreopa.

Copepxumoe dnakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MepHbI UMAMHAP BMecTuMocTbio 1000 mn, pobasutb 550 Mn anctmnnmpoBaHHOWN
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3osaHua Habopa cnepyer
oTobpaTb Heo6xoAMMOe KOMMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa W pasBecTy
OANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOIO pacrteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «JI-UDA» [OMKEH XPaHUTLCS B YyMNakoBKe MpeanpusTus-
M3roToBuTENS NpU TemnepaType +2...+8 °C B TeueHune BCero cpoka rogHOCTM, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannb6poBOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBoYHbIX Npob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayer
XpaHuTb npu Temnepatype +2...+8 °C B TeyeHue BCero Cpoka rOAHOCTU
Habopa;

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

—  OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu Temnepatype +2...+8 °C B TeueHMe BCero cpoka rogHocTn Habopa.
MpUroTOBAEHHbIN OTMbIBOYHbIN pPacTBOp CrefyeT XpPaHuTb MpPU KOMHATHOW
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHMS peareHTa HeMeA/IeHHO 3aKpbiBalTe KPbILKY

¢nakoHa. 3akpblBaliTe Kaxabli hf1akoH CBOEN KpPbILLIKON.

8.4. 1ns npoBeAeHWs aHanuM3a He cneayeT MCMNo/b30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYI CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Ms1iasMy) KpoBU, coaepKallyto
asua HaTpus. Ecnu aHann3 npon3BoAnTCS He B AeHb B3SITUS KPOBM, CbIBOPOTKY (Ma3my)
cnepnyet xpaHuTb npu TemnepaTtype -20 °C. MoBTOpHOe 3aMopa)XkMBaHue-oTTanBaHue
06pa3uoB CbIBOPOTKM (MAasMbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccrnefoBaHue
CbIBOPOTOK, XpaHEeHMWe KOTOpbiIX C MOMeHTa 3abopa KpOBM OCYLLECTBASNOCL MNpuU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (M1a3Mmbl)
KPOBW NtoAer, NonyyaBlwmx B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE @aHTUTeNa.

8.6. lNMpn wncnonb3oBaHnn Habopa Ana nNpoBeAEHUS HECKONbKMX HEe3aBUCUMMbIX
cepuil aHanu30B cneayeT UMeTb B BUAY, YTO ANSt KaXA0ro He3aBUCMMOro onpeaeneHuns
HeobxoAMMO  MOCTpPOEHWEe HOBOro  KanmMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs onpeaenieHne KOHLUEHTpaunn NioTeOTPONHOrO rOPMOHa B KOHTPOJIbHOM
CbIBOpOTKE.

8.7. [Ins nony4yeHns HadeXHbIX pe3ynbTaToB HeobxoaAuMmo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHuto Habopa.

8.8. He wucnonb3yiiTe KOMMOHEHTbI M3 ApYyrnx HabopoB WM M3 aHaNOrMyHbIX
HabopoB ApYyrUX CEPUIA.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OOcHoBbIBasiCb Ha pe3yfbTaTaxX MccnenoBaHuin, npoeaeHHbix 000 «XEMA»,
pekoMeHAyeM Mosb30BaTbCs HOpPMaMu, NpuBeAEeHHbIMM HWxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamum GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpefennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHue. 3HadyeHus KoHueHTpauuii JIF B wuccneayembix obpasuax,
HaxoAsilmMecs HUXe TrpaHuubl 4yBCTBUTENbHOCTM Habopa (0.15 ME/n), a Takxe
npeBbillalOWMe 3HaYeHne BepxHeln kanubposouHoW npobbl (100 ME/n) cneapyert
npuBOAUTL B crieaytowen opme: B nccnegyemom obpasue X koHueHTpauus JII Huxe
0.15 ME/n wnu Bbiwe 100 ME/n.

Epunuupbi: MEg/n

Wcecnepyemas rpynna ” "

HwxHuit npegen Bepxuwuii npegen
Oetv po 11 net 1.0 5.0
My>X4YNHBbI 1.5 9.0

XKeHWwmnHbI

®a3bl unkna:
donnmkynapHas 2.0 9.5
OBY/1ALMSA 10.0 45
NIOTENHOBASA 0.5 17
MeHonay3a 5.0 57

11. INTEPATYPA
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Mo Bonpocam, kacarwmumcsa kayectsa Habopa «JIFr-UDA>»,

cnepyet obpawaTtbes B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a MNapkosas, 4. 48, 1- noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)

3/1eKTPOHHAasa noyta: info@xema.ru; rgc@xema.ru
MHTEPHET: Www.Xema.ru; www.xema-medica.com
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of LH 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

Luteinizing hormone (LH) is produced in both men and women by the anterior
pituitary gland in response to Iuteinizing hormone-releasing hormone (LH-RH
or Gn-RH), which is released by the hypothalamus. LH, also called interstitial cell-
stimulating hormone (ICSH) in men, is a glycoprotein with a molecular weight
of approximately 30,000 daltons. It is composed of two noncovalently associated amino
acid chains: alpha and beta.

The basal secretion of LH in men is episodic and has the primary function
of stimulating the interstitial cells (Leydig cells) to produce testosterone. The variation
in LH concentrations in women is subject to the complex ovulatory cycle of healthy
menstruating women, and depends on sequence of hormonal events along the gonado-
hypothalamus-pituitary axis. During the cycle, LH level is low except for the middle
of the cycle when its concentration may increase up to 5-10 fold. LH peak is preceeded
by a peak of Estradiol which occurs approximately 12 hours earlier. Ovulation occurs
12-120 hrs after LH peak. When the ovum is released, the corpus luteum is formed
which secretes progesterone and estradiol, these latter exerting negative feedback
effects on LH and FSH levels through hypothalamo-pituitary axis.

LH concentration in blood is subject to circadian rhythms; therefore blood sample
for LH assay should always be taken at the same time of the day. Circadian variations
of LH level are more pronounced in women depending of the stage of menstrual cycle:
they become less frequent at the end of luteinic phase and less pronounced - at the
end of follicular stage. Increased LH levels are found in primary dysfunction of gonadal
glands, in amenorrhea caused by ovarian insufficiency, in Stein-Leventhal syndrome,
after menopause. Increased concentrations of LH are also present during renal failure,
cirrhosis, hyperthyroidism, and severe starvation.

Decreased LH concentrations are seen in dysfunction of hypophysis or hypothalamus,
in galactorrhea-amenorrhea syndrome, in isolated decrease of gonadotropins,
in isolated LH decrease; in neurotic anorexia, in patients with retardation of growth and
sexual development, after intake of digoxin, phenotiazine, progesterone, estrogens.

In the differential diagnosis of hypothalamic, pituitary, or gonadal dysfunction,
assays of LH concentration are routinely performed in conjugation with FSH assays
since their roles are closely interrelated. Furthermore, the hormone levels are used
to determine menopause, pinpoint ovulation, and monitor endocrine therapy.
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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 B chain human LH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to a chain human LH/FSH/HCG, 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. 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, 100-250 ul, 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...4+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

.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...4+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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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 LH concentration.
9.3. Determine the corresponding concentration of LH 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 Abso(r4bsaon;:‘l)lmts Wl T
CAL 1 0 1U/I 0.09
CAL 2 5 10/I 0.24 P E//
CAL 3 25 1U/I 0.85 W
CAL 4 50 I1U/I 1.57 N
CAL 5 100 IU/I 2.39 e

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 LH. 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.

e Units, 1IU/1
' Lower limit Upper limit
Children under 11 yrs 1.0 5.0
Males 1.5 9.0
Females
Menstrual cycle:
follicular phase 2.0 9.5
luteinic phase 0.5 17
ovulation 10.0 45
post menopausal 5.0 57
Document: K202I Instruction version: 1901 Format version: 610
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11. PERFORMANCE CHARACTERISTIC
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt

HCG <0.1
FSH <0.1
TSH <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.15 IU/I.

11.3. Linearity

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

11.4. Recovery

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

12, LITERATURE

1. Pierce, J.G. and Parsons, T.F. Glycoprotein hormones: Structure and Function, Annual
Rev. Biochem., 50, 465-495 (1981).
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3. Knobil, E., The Neuroendocrine Control of the Menstrual Cycle, Rec. Prog. Horm Res.,
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CTOM-peareHT), BXxogawwmx B coctaB Habopa, npocrm Bac 06patnTbca K nocTaBLymKy npogykummn OO0
«XEMA» B Balwem pervoHe.

Bce ykasaHHble pacxogHble maTepuasbl NpefocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans
\nposeneva aHanunsa Konnvecrse. )
MNepeueHb HabopoB peareHTOB ANA ANArHOCTUKN NHGEKLMOHHBIX N\
3aboneBaHuil npounsBoacTBa 000 «XEMA»

N2 no katanory HanmeHoBaHue

K101 «Toxoplasma IgG-NOA» rT—
K101M «Toxoplasma IgM-NDA» e oden
K102 «Rubella IgG-VIOA»

K102M «Rubella IgM-NDA»

K103 «Cytomegalovirus IgG-MOA» JRUsSmLASSOCATON |
K103M «Cytomegalovirus IgM-VIOA» —
K104 «HSV 1,2 IgG-MDA»
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LieHTpanbHblin opuc 000 «XEMA»

Anpec Ana KoppecroHAeHLnu:

105264, r. MockBa, a/a 58, yn. 9-a MNapkosas, A. 48, 1-# nop., 5 atax
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 «Xeman, Ten.: +7 (812) 271-24-41

191144, CankT-MeTepbypr, LertapHbiii nep., a. 8-10, nutep A
e-mail: spp@xema.ru
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e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB
OOJUTUKYNTOCTUMYJTUPYIOLLEEFO FOPMOHA
B CbIBOPOTKE (MJ1IA3SME) KPOBU

«OCr-NOA»

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

FSH EIA

HOMEP MO KATASTOTY K203
TY Ne 9398-203-18619450-2010

PETMCTPALVMOHHOE YAOOCTOBEPEHME
Ne OCP 2007/00664 ot 25 oktAbpa 2010 T.

AnTtuTena Kk BUY 1,2, Bupycy renatuta C n HBsAg otcyTcTBYIOT
KOHTponbHble CbIBOPOTKY, BXOAALLME B COCTaB Habopa, NHAaKTVBUPOBaHbI.

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

“ C €
XEMA Co., Ltd.

Gy,

?’&—\Q\%

@\ ) The 9th Parkovaya str., 48 Authorized Representative in EU:
— 105264 Moscow, Russia Polmed.de

SR, Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773

K j e-mail: redkin@xema-medica.com Aichwald, Germany

K & ¢ internet: www.xema-medica.com e-mail: info@polmed.de
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«YTBEPXJEHA»
Mpuka3 PocaapaBHaaszopa N2 10003-Mp/10 ot 25 okTabps 2010 r.
KPA 61740 ot 21.09.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
OOJIJTUKYJTOCTUMYJINPYIOLLLETrO rOPMOHA
B CbIBOPOTKE (NMJIASME) KPOBU «®CIr-dA»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«OCM-MOA» npepgHasHayeH ANA  KOJMYECTBEHHOro
onpeaeneHnss KOHUEeHTpauumn QOonNIMKyN0CTUMYNNPYIOLWEro ropMoOHa B CbIBOPOTKE
(nna3sme) KpoBM MeToAOM TBEPAOMDA3HOr0 MMMYHOMEPMEHTHOIO aHanusa.

1.2. donnmkynoctumynupytowmii ropmoH (OCI) - raMkonpoTens C MOeKysSpHON
Maccon okonio 30000 Aa. OH cekpeTtupyeTcs 6a30PuibHbIMM KeTKaMu afeHornno-
duza. Y xeHwnH OCIT KOHTPONMPYET UMKINYECKME U3MEHEHUS B SSUYHMKAX BO BpeMms
HOPMaNbHOrO MEHCTPyasnbHOro umknia. ¥ MyxunH O®CI KOHTPOMPYET poCT U PyHKLUMIO
CeMeHHbIX KaHasnbLleB, 0CO6eHHO crnepmaTtoreHe3 B kneTkax CepTonu. B Hauvane Hop-
MasibHOr0 MEHCTpYasibHOro umkna yposeHb ®CI Bbille, YeM B 3aK/IOYUTENLHON CTaanmn
donnunkynapHon dasbl. Mk koHueHTpauun OCI HabnogaeTcs B cepeavHe unkna, oa-
HOBpEeMeHHO € NuKoM JII'. B noTenHOBOM (pa3e KOHLEHTpauusa ropMoHa najaeT B OTBET
Ha NpoAYyKLWIO 3CTpaamnosia U NporecTepoHa XesnTbiM TesIoM. CHMKEHME KOHUEHTpauum
3CTPOreHOB U NMporectepoHa B KOHLLEe MEHCTPYyasibHOro LMKIa NPUBOAUT K MOBbILEHUIO
ypoBHsa ®CI" (no npuHumny obpaTHOM CBA3M), N HAYNMHAETCS HOBbIM LMK, [OBbIWEHHbIE
KOHUeHTpauun ®CIT onpefensoTcs Npu ANCreHe3nn CEMEHHbLIX KaHanbLeB, 3aJepXKKe
NOSIOBOr0 CO3pEBaHMWS, NEPBUYHON HEAOCTATOYHOCTU (DYHKLUMU AnMYeK, HeAOCTaTOYHO-
CT knetok CepTonun y MyX4YWH; MeHonayse, npexneBpeMeHHOM yracaHun dyHKuuun
ANYHWKOB, areHe3nn SUYHMKOB Y XEHLLMH; ANCHYHKUMKN runodu3a; npueme knomude-
Ha, nesogona. CHMxXeHHble KoHUeHTpaumn OCI onpeaensoTcs Npu rmnonuTynTapusMe;
npueme nepopasbHbIX KOHLEHTPaLENTUBOB, PEHOTMA3NHOB, 3CTPOreHOB.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve GONANKYIOCTUMYUPYIOLWEro ropMoHa OCHOBAHO Ha MCMNOSb30BaHUN
«C3HABWY»-BapunaHTa TBepAoda3HOro UMMyHoMEpPMEHTHOro aHanmnsa. Ha BHyTpeHHeW
MOBEPXHOCTU JIYHOK MJlaHWeTa WMMOOUIM30BaHbl MbIWWHbIE MOHOKJIOHAa/bHbIE
aHTuTena k 6eta-uenn @OCI yenoseka. B nyHkax nnaHweTa, npu pobaBneHumn
nccneayemoro  obpasua, npoucxoauT  cBa3dbiBaHuMe OCI, copepxauwierocss B
nccneayemom obpasue, ¢ aHTUTeNnamMm Ha TBepaol dase. O6pa3oBaBLUMACA KOMMIEKC
BbISIB/ISIKOT C MOMOLLbI KOHbOraTa MbIWWMHbBIX MOHOKIOHANbHbIX aHTUTEN K anbda-uenu
Nr/oCr/Xr yenoseka € nepokcuaason xpeHa. B pesynbraTe obpasyeTcs CBA3aHHbIN
C nNNacTUKOM «C3HABWUY», coaepXawwuin nepokcmaasy. Bo Bpems wuHkybauuum
Cc pacTtBopoM cybcTpata TeTpametunbensmamHa (TMB) npoucxoamT okpallvBaHue
pacTBOPOB B JTlyHKax. MIHTEHCMBHOCTb OKpaCcKu MNpsiMO MPONOpUMOHanbHa KOHLEHTpaLmm
bONNNKYNOCTUMYIMPYIOWEro ropMoHa B uccneayemoMm obpasue. KoHueHTpauuto
dOoNNNKYNnoCTUMYIMpYIOWEro ropMoHa B uccnedyemblx obpasuax onpegensoT
no KanubpoBOYHOMY rpacduKy 3aBUCMMOCTU OMTUYECKOW MJOTHOCTU OT COAEepXKaHWs
bONANKYNOCTUMYIMPYIOLLEro rOPMOHa B KaSIMGPOBOYHbIX Npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneuncpnUUYHOCTD.
MepekpecTHas peakums MbILMHbIX MOHOKJIOHANIbHbIX aHTUTEN Kk 6eta-uenu ®CI ¢
APYrMMK aHanuMTaMu nNpuseaeHa B Tabnuue:

Ananut NepekpectHas peakuma, %
T <0.1
nr <0.1
Xr <0.1

3.2. Bocnpou3BOAUMOCTbD.

KoaddurumeHT Bapmauum pesynbTaToB onpeaeneHus coaepxarHuna OCI B 04HOM un
TOM >e obpasue CbIBOPOTKKU (Ma3Mbl) KPOBM C Mcnosb3oBaHneM Habopa «OCr-NOA»
He npesBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpaumn OCI B obpasuax CbIBOPOTKM (Maa3Mbl) KPOBWU Mpwu
pa3BefeHnn UX CbIBOPOTKOM (Na1a3Mon) KpoBU, He coaepxallen OCI, nmeeT NIMHENHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-100 ME/n n coctasnset £10.0%.

3.4. TOYHOCTb.

[aHHbIi  aHaNUTMYeCKMIi napaMeTp MpPOBEPSETCA TECTOM Ha <«OTKpbITMEe» -
COOTBETCTBME M3MepeHHON KoHueHTpauum OCI npeanucaHHoM, MNOJSIlyYeHHOW MyTeM
CMeLlUMBaHUS pPaBHbIX 06BHEMOB KOHTPOJIbHOW CbIBOPOTKM M KanMbpoBOYHONK MpobbI
25 ME/n. MNpoueHT «oTKpbITUs» coctaBnsetT 90-110%.

3.5. YyBCTBUTENBHOCTb.

MuHMManbHasi aocToBepHo onpeaensiemMas Habopom «PCM-NDA» KOHLEHTpauums
®CI B cbiBOpOTKE (nnia3me) KpoBu He npesbiwaet 0.15 ME/n.
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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.

PactBop cepHO kucnoTbl obnagaer pasgpaxarowmMm agenctemeM. Wsberatb
pa3bpbi3rMBaHns M MnonagaHna Ha KOXYy W cnu3uctblie. Mpu nonagaHumM Ha KOXYy U
C/IN3UCTbIE MOPaXKEHHbI Y4acTOK ciefyeT NPOMbITb 60bWMM KOSIMYECTBOM MPOTOYHOM
BOAbl.

5.3. MNpu pabote ¢ Habopom cnepyet cobnogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTN, MNPOU3BOACTBEHHOW CaHWUTapuu, NPOTUBOIMUAEMUYECKOTO pexuma u
JINYHOWN rurneHbl npu paboTte B nabopaTtopusx (oTaeneHusiX, oTAesnax) CaHUTapHO-
3NUAEMUNONONMYECKUX YUPEXAEHUI cUCTeMbl MUHWUCTEpCcTBa 34paBooxpaHeHus CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote c Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbIE WU
naacTUKOBbIE MepyaTKu, Tak Kak 06pasLbl KpOBW YenoBeKka cnefyeT paccMaTpuBaTh Kak
noTeHuManbHO MHMOULMPOBAHHLIA MaTepuan, CNoCobHbI ANNTENbHOE BPEMSI COXPaHSTb
n nepegasatb BWY, Bupyc renatuta wunm nwboi gpyroi Bo3byauTenb BUPYCHOMN
nHbekumn.

6. OBOPYAOBAHUE U MATEPWUAJbI,
HEOBXOAWMUMBbIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKAIbHOIO CKaHMPOBaHWS, MO3BOSOLWMNIA N3MEPATb ONTUYECKYO
NIOTHOCTb COAEPXMMOrO JIYHOK MaHLweTa npu AnvHe BoAHbl 450 HM;

- TepMocTaT, noaaepxusatowmi Temnepatypy +37 °C +£0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3Bonswolwme oTbupaTb 06bEMbI
B Anana3soHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTMMocTbio 1000 mn;

- BOJa AUCTUINIMPOBaHHas;

- nep4yaTku pe3nHOBble UM NNACTUKOBbIE;

- bymara dunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. Mepen npoBefeHWeM aHanm3a KOMMNoHeHTbl Habopa n nccneayemsie obpasubl
CbIBOPOTKM (NNasMbl) KpPOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroTtoBJsieHUe NjaHLWeTa.

BCKpbITb MakeT C NiaHWeTOM W YCTaHOBWUTb Ha paMKy Heob6xoAmMoe KOIMYecTBO
ctpynosB.  OcTaBlWMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO3JENCTBME Ha HUX BRaru, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuUTb Npu TemnepaType +2...4+8 °C B TeueHune Bcero cpoka rogHoctun Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Copepxumoe dnakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MepHbI UMAMHAP BMecTuMocTbio 1000 mn, pobasutb 550 Mn anctmnnmpoBaHHOWN
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3osaHua Habopa cnepyer
oTobpaTb Heo6xoAMMOe KOMMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa W pasBecTy
OANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOIO pacrteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «DCIr-NDA» fonKeH XpaHUTbCA B yMNakoBKe Mpeanpustus-
M3roToBuTENS Npu TemnepaType +2...+8 °C B TeueHune BCero cpoka rogHOCTH, YKa3aHHOro
Ha ynakoBke 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;

- KOHbtoraTt, cybcTpaTt, cTon-peareHT mnocne BCKpbITUS (IakoHOB cneayer
XpaHuUTb npu Temnepatype +2...+8 °C B TeuyeHMe BCero cpoka rogHOCTU
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,
peKoMeHAyeTCs onpeaeneHne KOHUEHTpauun GOonInKya0CTUMYIMPYIOLWEro ropMoHa
B KOHTPOJIbHOW CbIBOPOTKE.

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

8.8. He wucnonb3yinte KOMMOHEHTbI M3 APYrMX HabopoB WM M3 aHANOrMYHbIX
HabopoB Apyrnx cepum.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OOcHoBbIBasiCb Ha pe3yfbTaTaxX MccnenoBaHuin, npoeaeHHbix 000 «XEMA»,
pekoMeHAyeM Mosb30BaTbCs HOpPMaMu, NpuBeAEeHHbIMM HWxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamum GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpefennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHue. 3HauveHuss KoHuUeHTpaumn OCI B wuccnegyemblx obpasuax,
HaxoAsilmMecs HUXe TrpaHuubl 4yBCTBUTENbHOCTM Habopa (0.15 ME/n), a Takxe
npeBbillalOWMe 3HaYeHne BepxHeln kanubposouHoW npobbl (100 ME/n) cneapyert
npuBOAMTbL B cneaytoller dopme: B nccriegyemom obpasue X koHueHTpaums ®CI Huxe
0.15 ME/n wnu Bbiwe 100 ME/n.

Eaunnupi, ME/n
Wcenepyemas rpynna = "
HwxHuii npepen Bepxuuii npegen
Oetn po 11 net - 4.0
My>X4YnHbI 0.8 25
XKeHuWwmnHbI
®asbl unkna:
donnnkynapHas 3.0 12
NroTeEMHOBAs 2.0 12
oByNnAUMUSA 6.0 25
MeHonay3sa 10.0 150
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. Shome, B. and Parlow, A. F.: ]J. Clin. Endocrinol. Metab., 39, 199 (1974).
. Lundy, L. E., Lee, S. G., Levy, W., et al.: Obstet. Gynecol., 44, 14 (1974).
. Speroff, L.: CI|n|c Gynecol Endocrlnol and Infert., Chapter 3, Ed: L. Speroff, R. H.
Iass and M. G. Kase, Williams & Wilkins Baltimore (1978)

ONouhr,wWN D

Mo BonpocaM, kacatowmmcs kadectsa Habopa «®Cr-UdA»,

cneayet obpawaTtbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/s 58

105264, r. MockBa, yn. 9-a Napkosas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)

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

PykoBoauTenb cnyxbbl knueHTckoro cepsnca 000 «XEMA»,
K. 6. H. [. C. KOoCTpuKnH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of FSH 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

Follicle stimulating hormone (FSH) is a glycoprotein with molecular weight 28 kDa
secreted by basophil cells in hypophysis. Gonadotropin releasing hormone (GnRH)
produced by the hypothalamus controls the release of FSH from anterior pituitary.
Follicle-stimulating hormone (FSH) and Luteinizing hormone (LH) are intimately
involved in the control of the growth and reproductive activities of the gonadal tissues,
which synthesize and secrete male and female sex hormones. The levels of circulating
FSH and LH are controlled by these sex hormones through a negative feedback. Like
LH, TSH and HCG, FSH consists of two subunits — alpha and beta, its biological and
immunological properties being dependent on the hormone-specific beta subunit.

In females, FSH stimulates the growth and maturation of ovarian follicles. At the
beginning of normal menstrual cycle FSH level is higher that at the final stage of
follicular phase. Peak FSH levels are seen in the middle of the cycle concomitantly
with LH peak levels. Increased estradiol and progesterone production during luteinic
phase leads to decreased FSH blood concentrations by negative feedback mechanism.
The same mechanism leads to elevation of FSH levels at the end of the cycle due to
decreased estrogen and progesterone concentrations, and the new cycle is initiated.

In men, FSH regulates growth of seminiferous tubules and maintenance of
spermatogenesis. However, androgens, unlike estrogen, do not lower FSH level,
therefore demonstrating a feedback relationship only with serum LH. High levels of
FSH in women are seen in menopause, preliminary ovarian failure, agenesia of ovaries;
in men elevated FSH levels may be found in primary testicular failure, dysgenesia of
seminiferous tubules, delayed sexual maturation, and Klinefelter syndrome. Elevated
concentrations are also found in cases of starvation, renal failure, hyperthyroidism,
cirrhosis and after intake of clomifen, I-DOPA.

Decreased FSH levels are found in hypopituitarism and after intake of oral
contraceptives, phenotiazine, estrogens.
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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 B chain human FSH-antibodies. Antigen from the specimen is captured
by the antibodies coated onto the microwell surface. Second antibodies - murine
monocnoclonal to a chain human LH/FSH/HCG, 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. 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, 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...4+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...+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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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 FSH concentration.

9.3. Determine the corresponding concentration of FSH 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 Abso(;bsaon:i:'e“l)lnlts | P
CAL 1 01U/l 0.05 8l -
CAL 2 51U/ 0.27 I
CAL3 25 1U/1 0.87 S /
CAL 4 50 1U/I 1.40 o
CAL 5 100 1U/I 2.41 e e e e

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
FSH. 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.

e Units, 1U/I
’ Lower limit Upper limit
Children under 11 yrs - 4.0
Males 0.8 25
Females
Menstrual cycle:
follicular phase 3.0 12
luteinic phase 2.0 12
ovulation 6.0 25
post menopausal 10.0 150
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11. PERFORMANCE CHARACTERISTIC
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt

TSH <0.1
LH <0.1
HCG <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.15 IU/I.

11.3. Linearity

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

11.4. Recovery

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

12, LITERATURE

1. Ross, F. T., Vande Wiele, R. L. and Franty, A. G.: Text of Endocrinol., Chapter 7, Ed.:
R. H. Williams,W .B. Saunders, Philadelphia (1981).

2. Marshall, J. C.: Clinic in Endocrinol. Metab., 4, 545 (1975).

3. Jeffcoate, S. L.: Clinic. in Endocrinol. Metab. 4, 521 (1975).

4, Cohen, K. L.: Metabolism, 26, 1165 (1977).

5. Shome, B. and Parlow, A. F.: J. Clin. Endocrinol. Metab., 39, 199 (1974).

6. Lundy, L. E., Lee, S. G., Levy, W., et al.: Obstet. Gynecol., 44, 14 (1974).

7. Speroff, L.: Clinic. Gynecol. Endocrinol. and Infert., Chapter 3, Ed: L. Speroff, R. H.
Glass and M. G. Kase, Williams & Wilkins Baltimore (1978).
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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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Instruction for use

HABOP PEATEHTOB
Ana UMMYHO®EPMEHTHOIO OMNMPEAENIEHNA
MPOJIAKTUHA B CbIBOPOTKE (IMJIASME) KPOBU

«MPONTAKTUH-UDA»

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

Prolactin EIA

HOMEP O KATASIOTY K206
TY Ne 9398-206-18619450-2010

PEFMCTPALUMNOHHOE YOOCTOBEPEHUE
Ne ®CP 2010/09710 ot 30 gekabps 2010 T.

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

XEMA Co., Ltd.

Gy,

?’&_.%%

@\ } The 9th Parkovaya str., 48 Authorized Representative in EU:
— 105264 Moscow, Russia Polmed.de

SR, Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773

K j e-mail: redkin@xema-medica.com Aichwald, Germany

K & ¢ internet: www.xema-medica.com e-mail: info@polmed.de
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XEMA

COAEPXXAHMUE

HA3HAYEHUE

MPUHLUWMM PABOTbl HABOPA

AHANTUTUYECKUE XAPAKTEPUCTUKN

COCTAB HABOPA

MEPbI MPEAOCTOPOXXHOCTHU

OBOPYAOBAHUE N MATEPWAJbI, HEOBXOAUMBIE MNMPN PABOTE C HABOPOM
NOArOTOBKA PEATEHTOB /14 AHAJTIN3A
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MPOBEAEHWNE AHAJTIN3A
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«YTBEPXJEHA»
Mpuka3 PocaapaBHaasopa N2 11660-Mp/10 ot 30 fekabps 2010 r.
KPA 72851 ot 03.12.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA NMPOJIAKTUHA
B CbIBOPOTKE (MJIASME) KPOBU «MPOJIAKTUH-N®DA»

1. HABHAYEHMUE

1.1. Habop peareHTtoB «IMPOJIAKTUH-UOA» npeaHa3HayeH ANs KOJIMYECTBEHHOrO
ornpefeneHns KOHUEeHTpauuu MposakTuHa B CbIBOPOTKE (nsa3Me) KpoBWM MeToAOM
TBEpAO(a3HOro MMMYHO(EPMEHTHOIrO aHanun3a.

1.2, MponakTnH npeacrasnsetr cobor nonunentua w3 198 amuHOKMCNOT
C MOJIEKyNspHON Maccon okono 22500 [a, cekpeTupyembliii 303MHOGUNaMN nepegHen
fonu runogusa. OAHOM M3 OCHOBHbIX MPUYMH 6ecnnoans ABASIOTCA runepnaas’uvs
N ageHoMmbl runodusa. Kpome TOro, ¢yHKUMOHaNbHble W3MEHEHWS B perynauum
penpoAyKTUBHON (OYHKLNM TaKXe CBA3aHbl C HAPYLUEHUSIMU B CEKpeLnmn rmnodusapHbiX
ropMoHoB. OAHWM M3 MapKepoB 3TUX HapyLUIEHUN SBNSETCA HapylUeHHas Cekpeuus
nponakTuHa. B cBa3u ¢ atum BO3 pekoMeHaoBana ucnonb3oBaTh onpeaeneHne ypoBHS
NnposlakTUHa B KPOBM B KayeCTBe CKPUHWHIOBOrO TecTa Npu NepBUYHOM obcrnenoBaHum
cynpyros, obpalialomxca B MeAULMHCKME ydepexaHus no noeoady 6ecnnoaus.
[o HacTynneHuss MeHapxe YypOBeHb MNPOJSIaKTMHA B KPOBW HU3KMA M MOBbILIAETCSH
B nybepTaTHbI nepuod. B 37O BpeMs NponakTUH CTUMYNMPYeT pa3BUTUE MOJIOYHbIX
xenes. B TeyeHue MEHCTpyasibHOro UMK/Ia YPOBEHb MpOsiakTUHa HEMNOCTOSHEH.
OH noBbIWAETCA B MEPUOBYIATOPHbIN NMEpPUOL U BO BTOPYHK MOSIOBMHY JIOTEMHOBOM
¢a3bl (ero yposeHb MoxeT gocturate 900 MMEa/n), nosTtoMy onpenensitb ypOBeHb
nposlakTMHa peKoMeHAyeTCs B NepByto a3y umkna. Bo Bpems 6epeMeHHOCTM 1 nakTaumm
cekpeuusi ropMoHa Bo3pacTtaeT. Kpome Toro, gusnonornyeckas runepnponakTmHeMums
HabnogaeTca nNpu CTPeccoBOM cuTyaumm wn npu dusndeckon Harpyske. Cekpeuwus
NposakTUHa OCYLLECTB/IAETCS B ONPeAEe/IEHHOM CYTOYHOM PUTME: MaKCMMYM MPUXOANTCSH
Ha nepuopj cHa (B 3—7 pas Bbllle, YEM B TeUeHue AHs). B CBA3M C 3TUM OYeHb BaXKHbIM
aBnsieTcs BpeMms otbopa ob6pasLoB KPOBM ANS aHanu3a. YBeNMYeHUe KOHUeHTpauus
npofsiakTMHa OTMEYEHO MpW  MNPONAKTUHNPOAYUMPYIOLMX OMyxXonsx runodusa;
NAMoNaTMYecKmMxX ruUnNepnponakTUHEMMAX (CUMMTOMbI: Y J>KEHLWWH — HapyleHue
MEHCTpyauumr, Yy MYXYMH — UMMOTEHUMS); TFUNOodyHKUMN LINMTOBUAHOW IKenesbl;
NOYeYyHON HeAOoCTaTOYHOCTW; MpMeMe MpOM3BOAHbIX (eHoTMasnHa, ranonepuaona,
MMU3MHA, 3CTPOreHOB, MNepopasibHbIX KOHTPAaLenTUBOB, TMMCTAaMWHHBLIX MpenapaTos,
OonnaToB; MOCTUHCY/IMHOBOW MMMNOMIMKEMUN. YMEHbLUEHME KOHUEHTpauuu nponakTtuHa
HabnojaeTcs Npu: XMpPYpruyeckoMm yaaneHum runodpusa; nevyeHnmn 6poMOKpUNTUHOM;
npueme TUPOKCWHA; peHTreHoTepanuu.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve nponakTMHa OCHOBAHO Ha WCMOJSIb30BaHUM <«CIHABUY»-BapuaHTa
TBepA0dazHoOro MMMyHodbepMeHTHOro aHanmsa. Ha BHyTpeHHel MOBEepPXHOCTU JIYHOK
nnaHweTa MMMO6MIM30BaHbl MbIUWHbIE MOHOKJ/IOHAJIbHbIE aHTUTENa K MpONaKTUHY
yenoseka. B nyHkax nnaHweta, npu gobasneHun nccnegyemoro obpasua, NnpoMcxoant
CBSI3blBaHWe NpoJsiakTUHa, coAepXallerocs B uccnenyemoMm obpasue, C aHTuTenamu
Ha TBepaoW ¢ase. O6pa30BaBLUIMACA KOMMIEKC BbIABASAIOT C MOMOLLbIO KOHbOraTa
MbILWWHbBIX MOHOK/IOHA/IbHbIX aHTUTEN K MpONaKTUHY u4efnoBeka C MepoKCuAason
XpeHa. B pe3synbTtate obpasyeTrcsi CBA3aHHbIA C MNACTUKOM «C3IHABUY», COAEPXKALUUN
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3uanHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B JIyHKaX. MHTEHCMBHOCTb OKpPacKu NpsiMo
NponopunoHasnbHa KOHLEHTpaumn NposiakTuHa B uccreayemMom obpasue. KoHueHTpaunio
nponakTuHa B uccneayembix obpasuax onpenensioT no KanmbpoBOYHOMY rpaduky
3aBMCMMOCTM OMTMYECKOM MNOTHOCTU OT COAEPXaHWS MpONakTUHa B KasMOPOBOYUHbIX
npobax.

3. AHAJTUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTEN K NPOSIaKTUHY YesnioBeKa C APYrvMM aHanMTaMu npuseaeHa B tabnuue:

Ananut NepekpecTHan peakuus, %
rOPMOH poCTa <0.1
niaueHTapHbI NakTorex <0.1
T <0.1
nar <0.1
®dCr <0.1

3.2. BocnpousBOAUMOCTbD.

KoaddununeHT Bapuauumn pesynbTaToB OMpeaesieHns CoAepXaHus nponakTuHa
B OAHOM W TOM e obpa3ue CbIBOPOTKM (Ma3Mbl) KpOBM C Mcnosib3oBaHueM Habopa
«[MPONAKTUH-N®A» He npesbiwaeT 8.0 %.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHLUEHTpaLuMm nNponakTuHa B obpasuax CbiIBOPOTKM (Ma3Mbl) KPOBU
npu pasBefeHnn UX CbIBOPOTKOW (MS1a3MOM) KpOBM, HE coaepiKallen NponakTuH, umeet
NMHENHbI XapakTep B AWanasoHe KoHueHTpauui 100-2000 MME/n u coctaBnset
+10.0 %.

3.4. To4yHOCTb.

[aHHbI aHaNUTUYECKUII napaMeTp MpOBEpPSieTCHd TEeCTOM Ha <«OTKpbITUEe» -
COOTBETCTBME M3MEPEHHOW KOHLUEHTpauuu MNponakTuHa MpearnnucaHHOM, MONy4YeHHOMN
nyTeM CMELWBAHUSA paBHbIX O0ObEMOB KOHTPOJSIbHOM CbIBOPOTKU M KanMbpoBOYHOM
npo6bl 200 MME/n. MpoueHT «oTKpbITUS» cocTaBnsetT 90-110 %.

3.5. HyBCTBUTEJIbHOCTD.

MuHumanbHaa  goctoBepHo  onpepensemas Habopom  «MPOJIAKTUH-UOA»
KOHUEHTpaumMs nNposiakTMHa B CbIBOPOTKe (Mna3me) KpoBu He npesbiwaeTt 5.0 MME/n.
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5. MEPbI MPEAOCTOPOXXHOCTHU

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

5.2. Bce komMnoHeHTbl Habopa, 3a uckniodyeHnem cron-peareHTta (5.0 % pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, NPOU3BOACTBEHHOW CaHUTapuWu, MPOTUBOIMUAEMUYECKOrO pexmMa
W NIMYHOW rurveHbl npu pabote B nabopaTtopuax (OTAENEHUAX, OTAenax) CaHUTapHo-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. MNpu pabote c Habopom cneayeT HageBaTb O4HOPA30Bble PE3UHOBbLIE UAW Ma-
CTMKOBble MepyaTku, Tak Kak obpasLbl KpOBWU YenoBeka creayeT paccMaTpuBaTth Kak Mo-
TeHUManbHO MHPUUMPOBaHHbIV MaTepuan, CnocobHbIN ANUTeNbHOE BpeMs COXPaHsThb U ne-
penasatb B/Y, Bupyc renatuta unm noboii apyron Bo3byanTens BUPYCHON MHMEKLNN.

6. OBOPYJOBAHUE U MATEPUAIJbI,
HEOBXOAWMMBDbIE NPU PABOTE C HABOPOM

- (doTOMETp BEpTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNI U3MEPATb ONTUYECKY O
MAOTHOCTb COAEPXKMMOrO JIYHOK MaHLWweTa nNpu ASIMHE BOSIHbI 450 HM;

- TepMocTaT, noaaepxuBarowmin Temnepatypy +37 °C £0.1 °C;

—  [03aTopbl CO CMEHHbIMW HaKOHEe4YHMKaMW, Mo3Bonswwme oTbéupate 06beMbI
B AnanasoHe 25-250 mkn;

- UWAMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AVCTWIMPOBaHHas;

—  nepyaTKu pe3nHOBble WU MacTUKOBbIE;

- bymMmara dunbTpoBasbHas.

7. NOArOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. Nepen npoBeaeHMeM aHanmsa KOMMNoHeHTbl Habopa n uccnegyembie obpasupbl
CbIBOPOTKM (NNnasMbl) KpOBM ClieAyeT BblAepXaTb MNPy KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NaaHLueTa.

BCKpbITb MakeT C NAaHLWeETOM U YCTaHOBWUTb Ha paMKy Heob6XoAMMOe KOIMYecTBO
ctpunos. OcCTaBLUMECS  HEUCNONb30BaHHbIMM  CTPUNbl, 4TOBbl  MNpeaoTBpaTUTL
BO34ENCTBME Ha HUX BNaru, TwaTenbHO 3aknenTb byMaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...+8 °C B TedyeHune Bcero cpoka rogHoctu Habopa.

7.3. MpurortoBsieHne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHectun
B MEpHbIV UmMAnHAp BMectuMocTbto 1000 mn, nobasutb 550 Mn AMCTMNANMPOBAHHONM BOAbI
W TWwaTenbHO nepeMewaTtb. B cnyyae apobHoro ucnonb3oBaHus Habopa cneayeT oTo-
6paTb HeobxoaMMoe KOMYECTBO KOHLIeHTpaTa OTMbIBOYHOrO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHON BoAoM 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 «[POJTAKTUH-UD®A» pomkeH XpaHUTbCS B yMakKoBKe
npeanpuaTUA-nU3roToBuTens npu TemnepaTtype +2...+8 °C B TeyeHwe BCeEro cpoka
roAHOCTM, yKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBoYHbIX Npob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayer
XpaHuTb Npu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka roAHOCTU
Habopa;

- KannbpoBoYHble NPO6bI U KOHTPOJIbHY CbIBOPOTKY MOCNEe BCKPbITUS (h1akoOHOB
crnepyeT XpaHuTb nNpu Temnepatype +2...+8 °C He 6onee 2 Mecsaues;

- OCTaBLUMIACS HEUCMOSIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa creayet
XpaHuUTb Npu TemnepaType +2...+8 °C B TeueHue BCcero cpoka rogHoctn Habopa;

-  TMPUrOTOBJIEHHbIN OTMbIBOYHbIA PacTBOp ClefyeT XpaHWTb MpU KOMHATHOMN
Temnepatype (+18...+25°C) He 6onee 15 cyToKk uaM npu TemnepaType
+2...48 °C He bonee 45 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/IeHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpblBaliTe Kaxabli hf1akoH CBOEN KPbILLIKON.

8.4. ins npoBeAeHWs aHanuM3a He cneayeT MCMNofb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYH CbIBOPOTKY (M/1a3My) KPOBM, @ TakxKe CbIBOPOTKY (Ms1iasMy) KpoBU, coaepKallyto
asua HaTpus. Ecnu aHann3 npon3BoAnTCSA He B AeHb B3STUS KPOBM, CbIBOPOTKY (M1asmy)
cnepnyet xpaHuTb Npu Temnepatype -20 °C. [MoBTOpHOe 3aMopa)kMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (NS1a3Mbl) KPOBU HE AOMyCKaeTcs.

8.5. VckntoyaeTcs nMcnosb3oBaHMe Ana aHanu3a ob6pasuoB CbIBOPOTKM (Ma3Mmbl)
KPOBW NtoAen, Nony4yasBlwmMx B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MblLUNHbIE @aHTUTENa.

8.6. Mpn wucnonbloBaHun Habopa Ana nNpoBeAeHUS HECKOSIbKUX HEe3aBUCUMMbIX
cepuil aHanu30B cneayeT UMeTb B BMAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHms
Heob6XoAMMO  MOCTPOEHWE HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs onpeaeneHne KOHUEHTPaumMm NnposiakTuHa B KOHTPOJIbHOW CbIBOPOTKE.

8.7. Ins nony4yeHns HadeXHbIX pe3ynbTaToB HeobxoaAnMmo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHuto Habopa.

8.8. He wucnonb3yiiTe KOMMOHEHTbI M3 ApYyrnx HabopoB WM M3 aHaNOrMyHbIX
HabopoB ApYyrUX CEPUIA.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OOcHoBbIBasicb Ha pe3yfbTaTaxX mccnenoBaHuin, npoeaeHHbix 000 «XEMA»,
pekoMeHAyeM Mofb30BaTbCd HOpPMaMu, MpUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
COOTBETCTBUM C npaBunamu GLP (Xopowen nabopaTOpHOW MpakTUKK), Kaxkaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumMmeuaHue. 3HayYeHUs KOHLEHTpauuin NMponakTuHa B uccneayeMbix obpasuax,
HaxoAsilmecs HuXe rpaHuubl 4yyscTBuTenbHoctM Habopa (5.0 MME/n), a Takxe
npeBbillalOWMe 3Ha4YyeHne BepxHeln kanmbposouHoin npobbl (2000 MME/n) cnepyet
NpuBOAMUTb B cneaytower dopme: B nccnenyeMom obpasue X KOHUeHTpaLums NnpoaakTuHa
Huxe 5.0 MME/n nnu Bbiwe 2000 MME/n.

Eaunuypbi, MME/n
Ncenepyemasn rpynna — —
Huxuuii npepen |  Bepxuuii npepgen
My>XUmMHbI 60 560
XKeHLWMnHbI
bepeMeHHble:
1- TpumecTp - 2000
2- TpumMecTp - 6000
3-1 TpumMecTp - 10000
®dasbl unkna:
donnunkynsapHas 60 600
JNIOTENHOBas 120 900
MeHonaysa 40 550
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1. Caufriez A. Menstrual disorders associated with hyperprolactinemia. Hormone Res.
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2. Niall, M.D. et al, «The Chemistry of Growth Hormone and the Lactogenic Hormones»;
Recent Progr. Horm. Res. 29,471 (1974).

3. Frantz A.G. Physiology in medicine: prolactin. New Engl. J Med 1978; 298: 201-7.
4. Kato Y. et al. Regulation of prolactin secretion. In: The Pituitary Gland. Ed. H. Imura.
New York, Raven Press. 1985; pp.261-278.

5. Thorner, M.O., Edwards, C.R.W., Hanker, J.P., Abraham, G., and Besser, G.M., «The
Testes in Normal and Infertile Men», Troen, P. and Nankin, H.R. (eds.), Raven Press
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’

Mo Bonpocam, kacatowmumcsa kayectsa Habopa «MPOJIAKTUH-N®A >,
cnenyet obpawaTtbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, 4. 48, 1-n noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasibHbIi)

3/1eKTPOHHas noyta: info@xema.ru; rgc@xema.ru
VHTEPHET: www.xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KoCTpnkunH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of Prolactin 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

Prolactin is a 198 aminoacids polypeptide with molecular weight ca. 22.5 kDa which
is secreted by eosinophil cells of hypophysis.

Hyperplasia and adenomas of hypophysis are the main causes of infertility.
Functional changes in regulation of reproductory function are also caused by alterations
in secretion of hormones of hypophysis. One of markers of such alterations is changes
in Prolactin secretion. That is why WHO recommended to use determination of Prolactin
level as a screening test in primary laboratory investigation of couples claiming for
infertility.

In women Prolactin level remains low before menarche and elevates during
puberty. During this period, Prolactin stimulates development of mammary glands.
Prolactin level changes during menstrual cycle with elevations up to 900 mIU/I seen
during periovulatory period and the second stage of luteinic phase. That is why it is
recommended to evaluate Prolactin level during the first stage of the cycle. Besides,
physiological hyperprolactinemia is seen in stress conditions and after physical
exercises.

Prolactin secretion is subject to circadian rhythms with maximal levels found
during the night (3-7 fold higher than during the day). That is why time of sampling is
extremely important.

Elevated Prolactin levels are seen in Prolactin-producing tumours of hypophysis,
idiopathic hyperprolactinemias (symptoms: in women - alteration of menstrual cycle,
in men - impotence), hypofunction of the thyroid gland, renal insufficiency, after intake
of phenothiazine derivatives, haloperidol, estrogens, oral contraceptives, histamine
preparations, opiates, in hypoglycemia caused by insuline intake.

Low Prolactin levels are found after surgical resection of hypophysis, after X-ray
therapy, after bromocriptin therapy, after intake of T4.

Document: K206I Instruction version: 1901 Format version: 702
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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
Prolactin-antibodies. Antigen from the specimen is captured by the antibodies coated
onto the microwell surface. Second antibodies — murine monocnoclonal to human
Prolactin, 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. 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, 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...4+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...+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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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 Prolactin concentration.

9.3. Determine the corresponding concentration of Prolactin 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 Absozbs%n;:'l)lmts
CAL 1 0 mIU/I 0.06
CAL2 100 mIU/| 0.33 i
CAL 3 200 mIu/I 0.61 =
CAL 4 1000 mIU/I 1.57 a
CAL 5 2000 mIU/I 2.21

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
Prolactin. 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, mlU/I
Sex, age . .
Lower limit Upper limit
Males 60 560
Females
Pregnancy week:
1st trimester - 2000
2nd trimester - 6000
3rd trimester - 10000
Menstrual cycle:
follicular phase 60 600
luteinic phase 120 900
post menopausal 40 550
Document: K206I Instruction version: 1901 Format version: 702
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11. PERFORMANCE CHARACTERISTIC
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
hGH <0.1
lactogen <0.1
TSH <0.1
LH <0.1
FSH <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 5.0 mIU/I.

11.3. Linearity

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

11.4. Recovery

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

12, LITERATURE

1. Caufriez A. Menstrual disorders associated with hyperprolactinemia. Hormone Res.
1985; 22:209-14.

2. Niall, M.D. et al, «The Chemistry of Growth Hormone and the Lactogenic Hormones»;
Recent Progr. Horm. Res. 29,471 (1974).

3. Frantz A.G. Physiology in medicine: prolactin. New Engl. J Med 1978; 298: 201-7.
4, Kato Y. et al. Regulation of prolactin secretion. In: The Pituitary Gland. Ed. H. Imura.
New York, Raven Press. 1985; pp.261-278.

5. Thorner, M.O., Edwards, C.R.W., Hanker, J.P., Abraham, G., and Besser, G.M., «The
Testes in Normal and Infertile Men», Troen, P. and Nankin, H.R. (eds.), Raven Press,
New York, 351-366, (1977).

6. Daughday, W.H., «The Adenohypophysis, Textbook of Endocrinology»; Williams, 6th
Ed., Chapter 3, 87-87, (1981).
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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;

03176, 1. Knes, yn. Akapgemvika Edpemosa, 4. 23;
e-mail: info@xema.com.ua
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XEMA

MHCTPYKUIA NO NMPUMEHEHUIO HABOPA PEATEHTOB
ana UMMYHO®EPMEHTHOIO OMNMPEAEJIEHNA MPOTECTEPOHA B
CbIBOPOTKE (MJIA3BME) KPOBU

«MPOTECTEPOH-UODA»

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

PROGESTERONE EIA

HOMEP MO KATANOTY K207
TY Ne 9398-036-18619450-2007

PErTMCTPALMIOHHOE YOOCTOBEPEHUE
Ne OCP 2009/04162 ot 3 ceHTs6pa 2013 T.

W For 96 determinations/Ha 96 onpepenexui

[inA uH 8UMPO ANArHOCTUKM
C €

CERTIFICY),
%5 &2

_\ u XEMA Co,, Ltd.
The 9th Parkovaya str., 48

105264 Moscow, Russia

ST\ Tel./fax: +7(495) 510-57-07

e-mail: redkin@xema-medica.com
B internet: www.xema-medica.com
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Authorized Representative in EU:
Polmed.de

Steinacker 20, D-73773
Aichwald, Germany

e-mail: info@polmed.de
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K2071

«YTBEPXOEHA»
Mpukas PocagpasHaasopa N2 1334-Mp/09 ot 20 despans 2009 r.
KPA N2 59498 ot 25.12.2008

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEAEJIEHNA
MPONECTEPOHA B CbIBOPOTKE (MNMJIASME) KPOBM
«MPOrECTEPOH-N®A>»

1. HABHAYEHMUE

1.1. Habop peareHToB «[MPOrECTEPOH-NDA» npeaHasHaveH ans
KOJIMYECTBEHHOIO onpeaeneHns KOHUEeHTpauumM nNporectepoHa B CbiBOpPOTKe (Mnnasme)
KpOBW MeToAOM TBepAodasHOro MMMyHO(EPMEHTHOro aHanun3a.

1.2. MporecTtepoH - recrareH C MofnekynapHonm Maccor 314.5 panbToH,
CeKpeTupyeMblii XeNTbiM Te/IOM, @ TakXe KOpO HaAMOYEeUYHMKOB U SUYKaMn; aBnsieTcs
npealwecTBeHHNUKOM AN 6MOCMHTE3a KOPTUKOCTEPOMAOB W aHAPOreHoB. $BNSSACh
@HTAroHWCTOM 3CTPOreHOB, MPOrecTepoH BbI3bIBAET XapaKTEPHble WU3MEHeHUs
SHAOMETpUS, HeobxoaAuMble AN UMMAaHTauMu  OMNJIOAOTBOPEHHON  ANMLIEKNETKW.
B TeyeHne HopMasibHOro MEHCTPYasibHOMO LMKIa KOHLEHTPaLMsa NporecTepoHa ocTaeTcs
HU3KOM A0 MOMeHTa OKOH4YaHus nuka J1I; ogHoBpeMeHHO c nukom JII HabnpaeTcs
HebonbLloe, HO AOCTOBEPHOE MNOBbILIEHNE KOHLEHTPaLMM NporectepoHa C NocieayoLmnm
CHWXeHneM. Bo BTOpYo NOMOBUHY LMK/Ia YPOBEHb MporectepoHa BMECTe C 3CTPaAMO0SIoM
HauMHaeT CHOBa MOAHWMMATbCS, 3aBepluas AoTenHu3aumioo. K KOHUY LMKIa ypOBEHb
nporectepoHa CHoBa NajaeT A0 3HayeHuMh QOSIMKYNINHOBOM ¢a3bl. ITO pe3koe
YMEHbLUEHNE YPOBHS MpOorecTtepoHa Bbl3bIBAET MEHCTPYasibHOE KpoBOTEYEHUE. B nepuoa
6epeMeHHOCTN KOHLUEeHTpauus nporectepoHa HapacTaeT, OH Bbi3blBAaeT nponudepaumio
N pasBUTME MOJOYHbLIX >Xene3 W CnocobCTBYEeT YrHETeHMK rMpouecca OBYNsAUUK.
B nepBOoM TpuMecTpe nporectepoH CEKpPeTUpPYeTCs B >XXeNToM Tene 6epeMeHHOCTH,
a ¢ 3-4 mecsiua - B MUTOXoHApUAX Tpodobnacra. CoaepxkaHne nporectepoHa B KpOBM
MaTepu ObICTPO yBeNMYMBAETCs, MOBbIWAsACb B 2 pasa K 7-8 Hegene, n npoaosmkaer
rnocreneHHo pactn Ao 37-38 Hepenu. CHMXeHWEe ypoBHS MporectepoHa yKasbliBaeT
Ha naTtonornio 6epeMeHHOCTW, a YyBeNWYEeHWe YPOBHSA FOPMOHa — Ha MOYEYHYI
HefoCTaTOYHOCTb.MOoBbIWEHMEe  KOHLEHTpauuu nporectepoHa Habnwogaertca npu
6epeMeHHOCTN; Onyxonax HaAMoOYEeYHUKOB M AnYeK; JNUMUAOKIETOYHON OMnyXxXoam
AVYHUKA; XOPUOH3MUTENNOME; MNPUEMe JieKapCTBEHHbIX MNpenapaToB MnporecrepoHa
N ero aHanoroB. CHMXeHWe KOHLEeHTpauMu nporectepoHa HabnwaaeTcs npu yrpose
BbIKMAbIWA; CUHAPOME ranakTopen-aMeHopewn; 3aMeplleinn 6epeMeHHOCTW; npueme
aMnuuuIIvMHa, AMHONPOCTa, TPOMETALMHa, 3CTPaanona, nepopasnbHbiX KOHTPALLENTUBOB.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve nporectepoHa OCHOBAHO Ha WCMOJ/Ib30BaHUM  KOHKYPEHTHOro
MMMYHOMEPMEHTHOr0 aHanu3a. Ha BHyTpeHHel MOBEpXHOCTW JIYHOK MJaHLWeTa
MMMO6MNN30BaHbI MbIWWHbIE MOHOK/IOHA/IbHbIE @HTUTENA K MporecTepoHy. MporecrtepoH
n3 obpasua KOHKYpuMpyeT C KOHBbIOFMPOBAHHLIM MPOrecCTEPOHOM 3a CBSA3blBaHWE
C aHTUTEeNnaMm Ha NOBEPXHOCTU NIYHKU. B pe3ynbTaTe 06pasyeTcs CBA3aHHbIV C M1aCTUKOM
«C3OHABUY», copepxalumii nepokcuaasy. Bo Bpemsi uHkybaumm ¢ pactBopoM cybcTpaTa
TeTpameTunbensmamHa (TMB) npoucxoauT oOKpalmBaHME pacTBOPOB B  JIYHKaX.
MHTEHCMBHOCTb OKpackyM o6paTHO MponopuMoHanibHa KOHLUEHTpauuuM nporectepoHa
B uccneayemom obpasue. KoHueHTpauuto nporectepoHa B wuccnesyembix obpasuax
onpeaensioT no KannbpoBoyHOMY rpaduKy 3aBMCUMOCTM OMTUYECKOW MIOTHOCTK
OT COAEpXaHUS NMporecTtepoHa B KarmMbpoBoYHbIX rMpobax.

3. AHAJTUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTEN K NporecTepoHy C APyrMMM aHanutTamu npusegeHa B Tabnuue:

Ananut NepekpecrHas peakuus, %
MporectepoH 100
17-OH lMporectepoH 1.0
11-OH MporectepoH 25
KopTnkocTepoH 0.01
[MperHeHo0H 0.9
[ eoKCnKopTUKOCTEPOH 0.3
[JeokcnkopTturson 0.03
KopTunson 0.002

3.2. BocnpousBoaAUMOCTb.

KoadduruneHT Bapuaumn pesynbTaToB onpeAefieHns coaep)kaHus nporectepoHa
B OAHOM M TOM >e obpasue cbiIBOPOTKM (Mna3Mbl) KPOBWU C MCMOSb30BaHMeM Habopa
«MPOMECTEPOH-N®A» He npesbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBMCUMOCTb KOHLEHTPaLumnm nporectepoHa B o6pa3suax CbiBOPOTKM (NaasMbl) KpOBU
npu pasBeAeHMN MX CbIBOPOTKOM (Mna3Moii) KpoBW, He coaepxkallein lporecTtepoH,
MMeeT NIMHENHbIN XapakTep B Auana3oHe KoHueHTpaumin 1-300 HMoOnb/n u coctaBnseT
+10.0 %.

3.4. TOYHOCTb.

[aHHbIA  aHanuUTM4YecKMii napaMmeTp MpoBepsieTCs TeCTOM Ha <«OTKpbITMe» —
COOTBETCTBME M3MEPEHHOM KOHUEHTpauuu nporectepoHa npearnvcaHHomn, nosnyyeHHomn
nyTeM CMEelMBaHUSA paBHbIX 06bEMOB KOHTPOJSIbHOW CbIBOPOTKM W KanavbpoBOYHOM
npo6bl 3 HMoNb/N. MNMpoueHT «oTKpbITUS» cocTasnseT 90-110%.

3.5. YyBCTBUTENbHOCTb.

MuHuMManbHast goctoBepHo onpegensiemas Habopom «[MPOFECTEPOH-UOA»
KOHLEHTpaumMsa nporecTepoHa B CbIBOPOTKe (Ms1ia3me) KpoBK He npesblwaeT 0.25 HMonb/n.
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5. MEPbI NPEAOCTOPOXXHOCTU

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

5.2. Bce komnoHeHTbl Habopa, 3a ncknw4yeHnem crton-peareHta (5.0 % pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMEeTp BEpTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSHbI 450 HM;
- TepMocCTaT, noaaepxuBarwmin Temnepatypy +37 °C £0.1 °C;
— [A03aTopbl CO CMEHHbIMM HaKOHEe4YHMKaMW, Mo3Bonswme oTbupatb 06bEMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAa AVUCTWIIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOoTOBKA PEAFEHTOB A4J11 AHAJIU3A

7.1. lMepen npoBeneHWeM aHanm3a KOMNoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBJsieHMe NaaHLWIeTa.

BCKpbITb MakeT C NaaHWeTOM U YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMYyecTBO
ctpunoB. OcCTaBlWIMeCs  HEUCNOSb30BaHHbIMKM  CTpUMbl, 4TObObl  MNpeanoTBpaTUTb
BO34EeNCTBME Ha HMX BNaru, TwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHms NaaHWeTa
M XpaHuUTb NMpu TemnepaType +2...+8 °C B TedeHuMe BCero cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Coaepxumoe dakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHecTn
B MepHbI UmMAnHAp BMecTuMocTbto 1000 mn, nobasutb 550 Mn AMCTUNANMPOBAHHONM BOAbI
W TWaTenbHO nepeMewaTtb. B cnyyae gpobHoro ucnonb3oBaHus Habopa cnegyer oTo-
6paTb HeobxoAMMoe KOMMYEeCTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHON BOAOM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
ANCTUNNNPOBAHHON BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHToB «[POFECTEPOH-U®A» [0O/MKEH XpaHUTbCS B yMakKoBKe
npeanpusaTMA-U3roToBuTens npu TemnepaTtype +2..+8 °C B TeueHne BCEro cpoka
roOAHOCTM, yKa3aHHOro Ha ynakoeke Habopa. [lonyckaeTcs XxpaHeHue (TpaHCNOpTUPOBKa)
Habopa npu TemnepaTtype o +25 °C He 6osee 15 cyTok. He gonyckaeTcs 3aMopaxunBaHue
uenoro Habopa.

8.2. Habop paccuuTtaH Ha npoBefaeHue aHanusa B aybnukatax 40 uccnegyembix
06bpasuoB, 7 KanMbpoBOYHbLIX Mpo6 M 1 Npobbl KOHTPOSIbHOM CbIBOPOTKM (BCEro
96 onpepeneHuni).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHuTb
cneaytowmm obpasom:

- OCTaBLUMECS HEUCnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

bymaron ansa 3aknemBaHus niaHweTa u XpaHuTb Npu Temnepatype +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT nocne BCKpbITUS (nakoHOB cneayer
XpaHuTb Npu TemnepaTtype +2...+8 °C B TeueHune BCero cpoka rogHoctu Habopa;

- KanubpoBOYHble NPObbl U KOHTPOJIbHYHO CbIBOPOTKY MOC/AE BCKPbITUS (P/laKOHOB
cneanyeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecaues;

- OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb nNpu TemnepaTtype +2..+8 °C B TeuyeHWe BCero cpoka roAHOCTU
Habopa;

-  MPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOpP CrefyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18..+425°C) He 6onee 15 cyTok wAM nNpu TemnepaType
+2...48 °C He 6onee 45 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KpbILWKY

dnakoHa. 3akpblBanTe Kaxablih h1akoH CBOEW KPbILLKOM.

8.4. 1ns npoBeAeHWa aHanuM3a He cneayeT UCMNOo/b30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3My) KpoBM, CoAepKaLlyo
asua HaTpus. Ecnu aHann3 Npon3BoANTCS He B AeHb B3STUS KPOBW, CbIBOPOTKY (M1asmy)
cnepnyet xpaHuTb npu Temnepatype -20 °C. [oBTOpHOe 3aMOpa)XkuBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (NS1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknoyaeTcsa nMcnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAen, Nony4yasBlmMX B LensxX AMarHOCTUKM MW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOASAT MbIlWHbIE @aHTUTENa.

8.6. Mpn wucnonbloBaHun Habopa Ana npoBeAeHUS HECKONbKUX He3aBUCUMMbIX
Ccepui aHanu3oB cneayeT UMeTb B BUAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHums
Heo6XxoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs  onpeaeneHue  KOHLEeHTpauuu nporectepoHa B KOHTPOJIbHOM
CbIBOPOTKE.

8.7. Ins nonyyeHns HadexXHbIX pe3ynbTaToB HeobxoAnMo cTporoe cobnwaeHne
NHCTpYKUMK No npuMeHeHuto Habopa.

8.8. He wucnonb3ayinte KOMMNOHEHTbI M3 APYrMX HabopoB WAM W3 aHaNOrMYHbIX
HabopoB Apyrux cepui.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mosb30BaTbCs HOpPMaMu, MpuBeAEeHHbIMM HWMxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamu GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnenyemon nonynsaunn.

MpumeuaHue. 3HadeHUs KOHUEHTpauui nporectepoHa B  MCCneayeMbix
obpasuax, HaxoAsWMecs HuUxe rpaHuulbl YyyBcTBUTeNnbHoOCTM Habopa (0.25 HMonb/n),
a TaKXe MnpeBbllarwmne 3HayeHne BepxHen kanubposouyHol npobbl (300 HMonb/n)
cnefyeT NpuBoAUTbL B crneaytowein dopme: B uccnenyemMom obpasue X KOHUeHTpauus
nporectepoHa Hmxe 0.25 HMonb/n unu Bbiwe 300 HMONb/N.

10.2. B Habope «MPOFECTEPOH-N®A» 3Ha4yeHnsa KOHLEHTpaunim KkannmbpoBOYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecdeTa KOHUEHTpauui B HI/MA, MOSyyYeHHoe
3HaYeHMe KOHUEHTpauMn B HMOMb/N cnegyeT YMHOXUTb Ha 0.318.

1 HMonb/n = 0.318 Hr/Mn

Eaunmubl, HMmonb/n Eaunuupb! gon., Hr/mn
Ncenepyemasn rpynna — — — —
HwxHuii npepen BepxHuii npepen HwxHuit npepen BepxHuii npepen
My>KUMHBbI - 4.0 - 1.27
12-17 net 0.3 4.3 0.1 1.37
KeHLWMHbI
12-17 net 0.3 41 0.1 13
MeHonaysa - 2.3 - 0.73
BepemeHHble:
1-1 TpumecTp 36 240 11.4 76.3
2- TpUMecTp 60 240 19.1 76.3
3-1 TpumecTp 156 722 49.6 229.6
®a3bl Uukna:
donnunkynspHas 0.6 4.6 0.19 1.46
N0TENHOBAs 7.5 80 2.39 25.4
oBYyNAUMSA 11 80 3.5 25.4
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11. JINTEPATYPA

1. Christian De Geyter, Maria De Geyter, Peter R. Huber, Eberhard Nieschlag,
and Wolfgang Holzgreve - Progesterone serum levels during the follicular phase
of the menstrual cycle originate from the crosstalk between the ovaries and the adrenal
cortex. Hum. Reprod., Apr 2002; 17: 933 - 939.

2. J. Jaroslav Stern, F. Voss, and C. B. Coulam - Early diagnosis of ectopic pregnancy
using receiver — operator characteristic curves of serum progesterone concentrations.
Hum. Reprod., May 1993; 8: 775 - 779.

3. B. Gellersen, M. S. Fernandes, and J. J. Brosens - Non-genomic progesterone actions
in female reproduction. Hum. Reprod. Update, Jan 2009; 15: 119 - 138.

4. ]. Dinny Graham and Christine L. Clarke — Physiological Action of Progesterone in
Target Tissues. Endocr. Rev., Aug 1997; 18: 502 - 519.

Mo Bonpocam, kacatowmmcsa kayectsa Habopa «MPOFECTEPOH-U®DA >,
cnenyet obpawaTtbcst B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, a. 48, 1-n noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasbHbli)

3M1eKTPOHHAasa noyTa: info@xema.ru; rqc@xema.ru
WHTEpHEeT: www.Xema.ru; www.xema-medica.com

PykoBoauTtenb cnyx6bbl knueHTckoro cepsuca OO0 «XEMA»,
K. 6. H. [. C. KOCTpUKHH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of progesterone 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

Progesterone is a gestagen with a MW of 314.5 Dalton. Progesterone is secreted by
corpus luteum, adrenals and testis; it plays a role of a precursor for corticosteroids and
androgens. Being an estrogen antagonist, Progesterony induces characteristic changes
in endometrium necessary for implantation of an impregnated ovum.

During normal menstrual cycle, Progesterone level remains low until LH peak level
begins to drop: only slight but statistically significant elevation of Progesterone level
occurs concomitantly with LH peak followed by a decrease of Progesterone concentration.
During second stage of the cycle, Progesterone and Estradiol levels increase again
to complete luteinization. By the end of the cycle, Progesterone level drops again up
to levels seen during follicular phase. This quick drop causes menstrual bleeding.

During pregnancy, Progesterone concentration continuously increases, and
it induces proliferation and development of mammary glands and inhibits ovulation.
During the first trimester, Progesterone is secreted by corpus luteum while from
month 3-4 - by mitochondria of the trophoblast. Progesterone level in maternal blood
increases rapidly - by week 7-8 it increases 2-fold and continues to increase by week
37-38. Decreased Progesterone levels indicate pathology of pregnancy while elevated
levels suggest renal insufficiency.

Elevated Progesterone levels are found in pregnancy, tumours of adrenals
or testicles, chorionepithelioma, in lipid tumours of ovaries as well as after intake
of preparations of Progesterone or its analogues.

Decreased Progesterone levels are seen in galactorrhea-amenorrhea syndrome,
in pregnant women at risk of premature delivery, and in persons taking some drugs
such as oral contraceptives, ampicilline, ethynilestradiol.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to progesterone-
antibodies simultaneously with conjugated Progesterone-peroxidase. Progesterone
from the specimen competes with the conjugated Progesterone for coating antibodies.
After washing procedure, the remaining enzymatic activity bound to the microwell
surface is detected and quantified by addition of chromogen-substrate mixture, stop
solution and photometry at 450 nm. Optical density in the microwell is inversely related
to the quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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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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...+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.

7.4. Alternative units:

1 nmol/l = 0.318 ng/ml
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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

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus progesterone concentration.

3. Determine the corresponding concentration of progesterone 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.

4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

Calibrators Value A(Iz;((),r:amn)c: 1Uo':,'(t,s ] ”i”
CAL1 | 0 nmol/l 2473 =1 R
CAL2 | 1nmol/l 2315 w0 |- s
CAL 3 3 nmol/I 2007 oo | S
CAL4 | 10 nmol/l 1769 R
CAL5 | 30 nmol/I 1427 = f -
CAL 6 |100 nmol/I 942 o . " P
CAL7 |300 nmol/l 464

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 Progesterone. 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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Sex, age Units, nmol/I Units alternative, ng/ml
' Lower limit Upper limit Lower limit Upper limit
Males - 4.0 - 1.27
12-17 yrs 0.3 4.3 0.1 1.37
Females
12-17 yrs 0.3 41 0.1 13
post menopausal - 2.3 - 0.73
Pregnancy:
1st trimester 36 240 11.4 76.3
2nd trimester 60 240 19.1 76.3
3rd trimester 156 722 49.6 229.6
Menstrual cycle:

follicular phase 0.6 4.6 0.19 1.46
luteinic phase 7.5 80 2.39 25.4
ovulation 11 80 3.5 25.4

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
Progesterone 100
17-Hydroxyprogesterone 1
11-Hydroxyprogesterone 25
Corticosterone 0.01
Pregnenolone 0.9
Deoxycorticosterone 0.3
Deoxycortisol 0.03
Cortisol 0.002

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being
0.25 nmol/I.

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

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

12. LITERATURE

1. Christian De Geyter, Maria De Geyter, Peter R. Huber, Eberhard Nieschlag, and Wolfgang
Holzgreve - Progesterone serum levels during the follicular phase of the menstrual cycle originate
from the crosstalk between the ovaries and the adrenal cortex. Hum. Reprod., Apr 2002; 17:
933-939.

2. 1. Jaroslav Stern, F. Voss, and C.B. Coulam - Early diagnosis of ectopic pregnancy using receiver -
operator characteristic curves of serum progesterone concentrations. Hum. Reprod., May 1993; 8:
775 - 779.

3. B. Gellersen, M.S. Fernandes, and J.]J. Brosens - Non-genomic progesterone actions in female
reproduction. Hum. Reprod. Update, Jan 2009; 15: 119 - 138.

4. J. Dinny Graham and Christine L. Clarke - Physiological Action of Progesterone in Target Tissues.
Endocr. Rev., Aug 1997; 18: 502 - 519.
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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;

03176, 1. Knes, yn. Akapgemvika Edpemosa, 4. 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEAFEHTOB

Ana UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
3CTPALNOIJIA B CbIBOPOTKE (MJIASME) KPOBU

«3CTPAANON-UDA»

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

ESTRADIOL EIA

HOMEP MO KATASTOTY K208
TY Ne 9398-032-18619450-2007

PETMICTPALIMOHHOE YOOCTOBEPEHWE
Ne ®CP 2007/00736 ot 04 ceHTA6Gps 2013 roga

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

8 XEMA Co., Ltd.

EANG mj The 9th Parkovaya str., 48 Authorized Representative in EU:
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K208I

«YTBEPXJEHA»
Mpuka3 PocaapaBHaasopa N2 4612-Mp/13 ot 04 ceHTs6pa 2013 r.
N P-1458/22235 o1 23.08.2013

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAENIEHNA 3CTPAANOJIA
B CbIBOPOTKE (MJIASME) KPOBWU «3CTPAANOJI-UDA »

1. HABHAYEHMUE

1.1. Habop peareHToB «2CTPAANOJI-UDA» npeaHa3HayeH ANa KOJMYECTBEHHOrO
onpefeneHns KOHLUEeHTpauuu 3CTpaavona B CbiBOPOTKe (Mna3Me) KpoBM METOAOM
TBEepAoda3HOro MMMyHo(EPMEHTHOrO aHanus3a.

1.2. 3ctpaanon (E2) - cteponaHbIi FOPMOH C MONEKYSipHbIM BecoM 272.4 la. 310
Hanbonee aKTMBHbIA U3 3CTPOreHOB B OpraHu3Me yenoseka. CUMTAETCH, YTO Y MY>XYUH
He3HauMTeNbHOEe KONIMYEeCTBO 3CTpaaunona BbipabaTbiBaeTcs B KOpe HaAMOYeYHUKOB U
B An4Kax. B xxeHCkoM opraHm3me oH obpasyeTcsa B AMYHUKaX, 060104Ke 1 rpaHyne3HbIX
knetkax donnukynos. ®usnonorvyeckas ponb E2 3akntodaetcs B popMMpoBaHUM
cneumduyecknx GYHKUMIA XKeHckoro opraHumsma. Cekpeums E2  perynupyetcs
B3aMMOAENCTBMEM FOPMOHOB runoTanamyca, rmnodusa uM SUYHUKOB MpU yyacTum
nnbepunHOB, rOHaAOTPONMHOB, NPOSIAKTUHA W MOJIOBbIX CTEPONAOB. YPOBEHb 3CTpaanoia
OCTaeTCA HU3KMM B Havane W cepeanHe dONANKYNSPHOM dasbl HOPMasbHOro
MeHCTpyanbHoro umkna. 3a 3-5 gHelt go nuka J1I yposeHb E2 HaunHaeT pactn n gocturaeTt
MaKCMMasIbHOro 3Ha4YeHus NpMMepHo 3a 12 yacos Ao nuka JII. MNocne pe3koro nageHus
A0 MUHUMasnbHbIX 3HadyeHun (cnycts 48 yacoB nocne nuka JIIM), ypoBeHb E2 HaunHaeT
CHOBa pacTn. MakcMManbHas KOHLEHTpaLmsa ropMoHa B IOTEMHOBOM a3e HabnaaeTcs
Ha 9-1 AeHb nocne 0BYNALMMK, @ K KOHLY LiMK/Aa BHOBb MaAaeT No Mepe aTpe3nn XenToro
Tena. Bo BpeMs 6epeMeHHOCTN onpefeneHne ypoBHSA 3CTpaAnosa B KpPOBM MO3BONSET
KOHTPONIMPOBaTb COCTOsSIHME deTonnaueHTapHon cuctembl. CoaepxxaHne E2 B KpoBu
MaTepu B Hayane 6epeMeHHOCTM COOTBETCTBYET ero CoAepXXaHuio y HebepeMeHHbIX
XEHLMH BO BpeMsa OBYNsAUMKW. Pe3knii nogbeM ero ypoBHs Habnwogaetcs K 9-11 — 10-#
Henene (B 12 pas), 3aTeM NOCTEMEHHO YyBeNMuMBaeTCsa A0 KoHua 6epeMeHHOCTW.
CHUXeHMe KOHLEeHTpauuu 3CTpaguona npuv AWMHAMUYECKOM WCCNefoBaHWW SBNSETCA
nokasaTeneM HapyleHus pa3Butus nnoga. [loBbllEHHbIE YPOBHW 3CTpagunona
B CbIBOPOTKE KPOBW HaboaatTCs Npy MaTOYHbIX KPOBOTEUYEHUAX B MEPUOA MEHOMAY3bI;
rMnepnnasun Haano4YeyHUKOB; SCTPOreHNPOAYLIMPYIOLUMX OMYXOSaX; LMPPO3Ee NeYeHun;
demMnHnsaumnn y aeten; npueme roHagoTponmHOB, KinoMudeHa, scTporeHos. CHUxXeHne
YPOBHSA 3CTpaguona Habnwgaercs npu cuHapome TepHepa, NePBUYHOM M BTOPUYHOM
rmnoroHagmsme, repmadpoauMTMaMe, KIANMMaKTEPUYECKOM W MOCTKIMMaKTEPUYECKOM
CMHAPOMaXx, HapyLUEHWUM COCTOSHUSA naoja BO BpeMs 6epeMeHHOCTH, Npueme opasbHbIX
KOHTpaLenTUBOB.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpegeneHve 3CTpaauMonia  OCHOBAHO Ha  MCMOJSIb30BaHMM  KOHKYPEHTHOMO
MMMYHO(EPMEHTHOrO aHanusa. Ha BHyTpeHHel MOBEepXHOCTM JIYHOK MJaHweTa
MMMO6MIN30BaHbl KPOSINMYbWU MOJSIMKIOHAJIbHbIE aHTUTENa K 3CTpaauony. SCTpaavon
M3 obpasua KOHKYpUPYeT C KOHbIOMMPOBaHHbIM 3CTPAAMOSIOM 3@ CBsi3blBaHue
C aHTUTENaMM Ha MOBEpPXHOCTU JIyHKWM. B pesynbrate o06pasyetcs CBs3aHHbIN
C NMaCTUKOM «C3HABWY», CoAepXKalLmii nepokcmaasy. Bo BpemMs nHky6aumnm c pacteopom
cybctpata TeTpametunbeHsmamHa (TMB) npoucxoAWT OKpaluvBaHWe pacTBOPOB
B JlyHKax. VHTEHCMBHOCTb OKpackyM 06paTHO MPOMOpUMOHaibHA KOHLUEHTpaumm
3CcTpaavona B uccneayemoMm obpasue. KoHUeHTpauuilo 3cTpaaumona B UCCieayeMmblX
obpasuax onpeaensoT Mo KanubpoBOoYHOMY rpacdvKy 3aBUCMMOCTM OMTUUYECKOW
MAOTHOCTM OT COAEPXKaHUsi 3CTPaAMoa B KaiMbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHas peakuus KposnUybUX MOANKIOHANbHbIX
aHTUTEN K 3CTpPaanony € ApyruMu aHanutamu npuseaeHa B Tabnuue:

Ananut MepekpecTHas peakuus, %
DcTpaauon 100
DCTPOH 0.2
ScTpuon 0.6
KopTtuson 0.06
MpeaHW3010H 0.09
KopTukoctepoH <0.01
MporectepoH <0.01
17-OH MporectepoH <0.05
MperHeHonoH <0.05
TecTtocTepoH <0.01

3.2. Bocnpou3BoanMOCTb.

KoadduruneHT Bapmauumn pesynbTaToB ONpeAesieHns CoAepXaHus 3cTpaavona
B O4HOM M TOM Xe obpa3sue CbIBOPOTKM (MasMbl) KpOBU C MCMosib3oBaHMeM Habopa
«DCTPAANOI-NDA» He npeBblwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCMMOCTb KOHLIEHTpaumMm 3cTpaguona B obpasuax CbIBOPOTKM (Mna3Mbl) KPOBUM
npu pasBeaeHun MX CbIBOPOTKOM (Mia3Moii) KpOBM, He coeplKallen 3CTpaanon, MMeet
NIMHENHbIN XapakTep B AnanasoHe KoHueHTpaunun 0,1-20 HMonb/n n coctasnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpoOBeEPSieTCS TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME M3MEPEHHOW KOHLEHTpauun 3CTpagvona npeanucaHHon, MosyyYyeHHOMu
NnyTeM CMeLWMBaHUS paBHbIX OH6bEMOB KOHTPOJIbHOM CbIBOPOTKM WM KannbpoBOYHOW
npobbl 0.3 HMONb/ . MNMpoUEeHT «OTKpPbITUS» cocTaBnsieT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa  focToBepHO  onpegensemas Habopom  «3CTPAANO-UDA»
KOHLeHTpaumMs 3CTpaavona B CbiBOPOTKe (nna3Me) KpoOBM He  MpeBbllUaeT
0.025 Hmonb/n.
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM

- doTOMETp BEpPTUKANbHOIO CKaHWpPOBaHWS, MO3BONSIOWMA U3MEPSTb OMTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu AsIMHE BONHbl 450 HM;

- TepMmocTaT, noaaepxuBatmowuin Temnepatypy +37 °C £0.1 °C (unm TepMmocTa-
TUPYEMbIN LEKep);

— [03aTopbl CO CMEHHbIMUW HaKOHEYHWKaMu, Mno3Boaswwme oTbupatb 06bEMbI
B AmanasoHe 25-250 MKkn;

- UWIMHAP MepHbIn BMecTuMocTbio 1000 mn;

- BOAa AUCTWIIMPOBaHHas;

- nep4yaTKu pe3nHOBble UM NIACTUKOBbIE;

- bymara dwunbTpoBasnbHas.

7. NOANOTOBKA PEAFEHTOB AJid AHAJIU3A

7.1. Nepen npoBeaeHMeM aHanmsa KOMMNoHeHTbl Habopa n uccnegyembie obpasupbl
CbIBOPOTKM (NNasMbl) KpOBM CclieAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NiaHLIeTa.

BCKpbITb MakeT C NiaHLWeTOM U YCTaHOBWUTb Ha paMKy Heob6XoAMMOe KOIMYecTBO
ctpunos. OcCTaBLUMECS  HEUCMONb30BaHHbIMM  CTpUNbl, 4TOBbl  NpeaoTBpaTUTb
BO34ENCTBUE Ha HMX BNaru, TwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne BCero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHMne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHectun
B MepHbI UMAMHAP BMecTuMocTbio 1000 mn, pobasute 550 Mn AMCTUANMPOBAHHOW
BOAbI M TLWATeNbHO nepemewaTb. B cnyyae apobHoro ucnonb3osanns Habopa cnenyet
oTobpaTb HeobxoAMMOE KOMIMYECTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOW B 26 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOIO pacTtsopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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K208I

8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHtoB «3CTPAANO-UDA» ponxkeH XpaHUTbCA B YyMakKoBKe
npeanpuaTUA-U3rotToBuTens npu Temnepatype +2...+8 °C B TeueHue BCero cpoka
roOAHOCTM, yKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcrnopTupoBka) Habopa npu TemnepaType go +25 °C
He 6onee 15 cyTok. He gonyckaeTcs 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTcsa oqHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B aybnukatax 41 uccnegyembix
obpasuoB, 6 kKanMbpoBOYHbIX Npo6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLlUMECS HeMCMnOosb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

6ymaror Ans 3aknevBaHus niaHweTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

- KOHbBbtOraT, cybcTpaTt, cTon-peareHT MocCne BCKPbITUS (dNAaKoHOB cneadyet
XpaHuTb npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka roAHOCTU
Habopa;

- KanmbpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (DIaKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He bonee 2 Mecsues;

-  OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TeMnepaType +2...+8 °C B TeueHne BCcero cpoka rogHoctu Habopa.
MpUroTOBNEHHbIN OTMbIBOYHbIM pPacTBOp CreAyeT XpPaHuTb MNpPU KOMHATHOWN
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpbiBaliTe KaxAabln hfakoH CBOEN KPbILLIKON.

8.4. Ina nposefeHWa aHanusa He cneayeT WCMoJib30BaTb FEMOSIM3UPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3sMy) KpoBM, coaepikallyio
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCA He B AeHb B3ATUSA KPOBWU, CbIBOPOTKY (M1a3my)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMopa)kMBaHue-oTTamBaHune
06pa3LoB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa o6pasuoB CbIBOPOTKM (Ma3Mmbl)
KpOBW NtoAeN, NoNy4vaBLIMX B Lensax AMarHOCTUKM UAW Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE @aHTUTENa.

8.6. lNMpn wncnonb3losaHnn Habopa AnNa NpoBeAEHUS HECKOSIbKMX HEe3aBUCUMMbIX
Cepuin aHanNn3o0B cneayeT UMEeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHuns
Heob6xoAMMO  MOCTpPOEHWEe HOBOro  KanmMbpoBOYHOro rpaduka; Kpome 3TOoro,
pekoMeHAyeTCs onpeaeneHne KOHUeHTpauum 3CTpaamona B KOHTPOJIbHOW CbIBOPOTKeE.

8.7. [Ins nony4vyeHus HadexHbIX pe3ynbTaToB HeobXoAMMO cTporoe cobniogeHue
NHCTpyKUMM no npumeHeHuto Habopa.

8.8. He wucnonb3yinTe KOMMOHEHTbl W3 ApPYyrnx HabopoB WM U3 aHanOrMyHbIX
HabopoB ApyrUX Ccepuii.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCs HOpMaMu, NpUBEAEHHbIMU HMXe. BMecTe ¢ TeM, B COOT-
BETCTBMMU C npaBuiamMmn GLP (Xopoliei nabopaTopHON NpakTukn), kaxaas nabopatopus
OO/DKHa caMa onpefenuTb napamMeTpbl HOPMbl, XapakTepHble Ans obcneayemor nony-
nauum.

MpumeuaHue. 3HayeHUs KOHUEHTpauui acTpaamona B uccnenyembix obpasuax,
HaxoAsilWMecs HMXe rpaHuubl YyBCcTBUTENbHOCTM Habopa (0.025 HMonb/n), a Takxe
npeBbillalOWmMe 3HavyeHue BepxHer KannmbposouyHor npobbl (20 HMonb/n) crnepyert
NpuBOAMUTL B Ccreaytolen popme: B nccneayemom obpasue X KoHLeHTpauus actpaanona
Huxe 0.025 HMonb/n unu Bbilie 20 HMONb/N.

10.2. B Habope «3CTPAANOJI-UDA» 3HayeHMs KOHLEHTpaumin KannbpoBOYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecdeTa KOHUEHTpauui B MNr/Ma, nonyyeHHoe
3HayeHne KOHLEeHTpauMn B HMOb/N cneayeT YMHOXUTb Ha 272.

1 HMONb/N = 272 nr/mMn

Necnepyeman EnuHuubl, HMonb/n EpuHunup! gon., nr/mn
rpynna Huxuuii npepen | Bepxuuit npepen | Hukuuii npepen | Bepxuuii npegen
aetn go 11 net - 0.2 - 54.4
My>XUMHBbI 0.029 0.3 7.9 81.6
XKeHLWmnHbI
BepemMeHHble:
1-11 TpuMecTp 0.1 10.5 27 2856
2- TpUMecTp 3.0 21 816 5712
3-i TpumecTp 6.0 80 1632 21760
®asbl unkna:
donnukynapHas 0.05 0.7 13.6 190.4
noTenHosas 0.1 1.1 27.2 299.2
oBynauuns 0.34 1.8 92.5 489.6
MeHonay3sa - 0.23 - 62.6
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «3CTPAAUOI-UDA »,
cnenyet obpawartbcs 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 (MHOrokaHanbHbI)

3MEeKTPOHHas noyta: info@xema.ru; rgc@xema.ru
VHTEPHET: www.xema.ru; www.xema-medica.com

PykoBoauTenb ciyx6bl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KoCcTpukunH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of estradiol 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

Estradiol (E2) is a steroid hormone with molecular weight 272.4 Da. In humans,
E2 shows the highest physiological activity among the estrogens. In males, minor
quantities of E2 are producyd by adrenals and testicles. In females, E2 is produced by
ovarian follicles. The physiological activity of E2 involves multiple functions in female
reproductive system. Regulation of E2 production and secretion is complex and depends
on pituitary and ovarian hormones.

Serum E2 level is low in follicular phase of the menstrual cycle; 3-5 days before
serum LH peak, serum E2 level begins to rise and reaches a maximum ca. 12 hours
before LH peak. After LH peak, E2 level drops dramatically to the minimal level and
starts to rise again. The maximal E2 level in serum is observed in luteal phase, at
day 9 after ovulation; then the decline of serum E2 reflects the degradation of corpus
luteum.

During pregnancy, the determination of serum E2 reflects the status of fetoplacental
system. In first trimester, serum E2 level is in the range corresponding to the ovulation
levels. Sharp increase of serum E2 in pregnant women is observed between 9th and
10th week; then the increase continues less sharply by the end of pregnancy.

Increased levels of serum estradiol are characteristic for metrorrhagias in post-
menopausal age; adrenal hyperplasia; estrogen-secreting tumours; liver cirrhosis;
feminization in children and males; intake of gonadotropins and estrogens.

Decreased levels of serum estradiol are observed in Turner syndrome, primary
or secondary hypogonadism; germaphroditism; post-climacteric syndrome; fetal
dysfunctions; intake of oral contraceptives.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific rabbit polyclonal to estradiol-antibodies
simultaneously with conjugated Estradiol-peroxidase. Estradiol from the specimen
competes with the conjugated Estradiol for coating antibodies. After washing procedure,
the remaining enzymatic activity bound to the microwell surface is detected and
quantified by addition of chromogen-substrate mixture, stop solution and photometry
at 450 nm. Optical density in the microwell is inversely related to the quantity of the
measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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, 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 (optional: with shaking 600 rpm);
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...+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.

See the example of calibration graphic in Quality Control data sheet.

7.3. Assay flowchart

1 nmol/l = 272 pg/ml
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9. CALCULATION OF RESULTS

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus estradiol concentration.

3. Determine the corresponding concentration of estradiol 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.

4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

; Absorbance Units (450 nm
Calibrators Value x1000 ( )
CAL 1 0 nmol/I 2579 A N
CAL 2 0.1 nmol/I 2408 SN
CAL3  [0.3 nmol/I 1766
CAL 4 1 nmol/I 1300 1!
CAL 5 3 nmol/I 934 ,
CAL 6 20 nmol/I 352 e c

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
Estradiol. 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.

N Units, nmol/I Units alternative, pg/ml
Lower limit | Upper limit | Lower limit | Upper limit
Children under 11 yrs - 0.2 - 54.4
Males 0.029 0.3 7.9 81.6
Females
Pregnancy week:
1st trimester 0.1 10.5 27 2856
2nd trimester 3.0 21 816 5712
3rd trimester 6.0 80 1632 21760
Menstrual cycle:
follicular phase 0.05 0.70 13.6 190.4
luteinic phase 0.1 1.10 27.2 299.2
ovulation 0.34 1.80 92.5 489.6
post menopausal - 0.23 - 62.6
Document: K208I Instruction version: 1901 Format version: 612
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11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
Estradiol 100
Estrone 0.2
Estriol 0.6
Cortisol 0.06
Prednisolone 0.09
Corticosterone <0.01
Progesterone <0.01
17-Hydroxyprogesterone <0.05
Pregnenolone <0.05
Testosterone <0.01

11.2. Analytical sensitivity.

Sensitivity of the assay was assessed as being 0.025 nmol/I.

11.3. Linearity.

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

11.4. Recovery.

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

12. LITERATURE

1. Hall, P.F, Testicular Steroid Synthesis: Organization and Regulation.
In: The Physiology of Reproduction, Ed.: Knobil, E., and Neill, J. et al., pp 975-98.
Raven Press, New York (1988).

2. Tsang, B. K., Armstrong, D. T. and Whitfield, J. F.,, Steroid biosyntheses by isolated
human ovarian follicular cells in vitro, J. Clin. Endocrinol. Metab. 51:1407 - 11 (1980).
3. Gore-Langton, R. E. and Armstrong, D. T., Follicular steroidogenesis and its control.
In: The physiology of Reproduction, Ed.: Knobil, E., and Neill, J. et al., pp. 331-85.
Raven Press, New York (1988).

4. Siiteri, P. K. Murai, J. T., Hammond, G. L., Nisker, J. A., Raymoure, W. J. and Kuhn,
R. W., The serum transport of steroid hormones, Rec. Prog. Horm. Res. 38:457 - 510
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5. Martin, B., Rotten, D., Jolivet, A. and Gautray, J-P-. Binding of steroids by proteins in
follicular fluid of the human ovary, J.Clin. Endicrinol. Metab. 35: 443-47 (1981).

6. Baird, D.T.,, Ovarian steroid secretion and metabolism in women.
In: The Endocrine Function of the Human Ovary. Eds.: James, V.H:T., Serio, M. and Giusti,
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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;
03176, r. Kues, yn. Akagemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKUMA NO MPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
TECTOCTEPOHA B CbIBOPOTKE (MJIA3ME) KPOBU

«TECTOCTEPOH-UODA»

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

Testosterone EIA

HOMEP MO KATASTOTY K209
TY Ne 9398-039-18619450-2007

PETMICTPALIMOHHOE YOOCTOBEPEHWE
Ne ®CP 2008/02859 ot 2 okTA6pa 2013 roga

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

XEMA Co., Ltd.

S TN
5 ’\ ) The 9th Parkovaya str., 48 Authorized Representative in EU:
e, 105264 Moscow, Russia Polmed.de
«Z;\\«N% Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
K e-mail: redkin@xema-medica.com Aichwald, Germany
K @ internet: www.xema-medica.com e-mail: info@polmed.de
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K2091I

«YTBEPXJEHA»

npukasom PocsgpasHaasopa

N2 4495-MNp/08 ot 10 moHsA 2008 roaa
KP N° 10619 ot 13 mapTta 2008 roaa

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ansa AMMYHO®EPMEHTHOIO OMNPEAENEHNA TECTOCTEPOHA
B CbIBOPOTKE (NMJIASME) KPOBU «TECTOCTEPOH-N®A »

1. HABHAYEHMUE

1.1. Habop peareHtoB «TECTOCTEPOH-U®A» npeaHa3sHayeH ANs KOJIMYECTBEH-
HOro onpejesieHns KOHLUEHTpauuuM TeCTOCTEpOHa B CbIBOPOTKe (Mn1a3Me) KpoBMU
MeToA0M TBepAodha3HOro UMMyHoMhEepPMEeHTHOro aHannsa.

1.2. TecToCTEpOH - cTepoui C MosiekynsapHoh Maccoi 288.4 [la. OCHOBHbIM
MecToM ob6pa3oBaHMs TECTOCTEpPOHa B CEMEHHMKax SABASTCS KneTku Jlenaura
(MHTepcTUUManbHas TKaHb). Y XXeHLWH TECTOCTEPOH CMHTE3MPYETCA B HaAMOYeYHUKax,
a KOHTPOJ/b 3a ero NpoAyKuMeln OCyLeCTBASET NIOTENHU3UPYIOWMA FOPMOH. TecTo-
CTEPOH CTUMYUPYET pPa3BUTUE MYXCKWUX MOJSIOBbIX OPraHOB M BTOPUYHbBIX MOJSIOBbIX
npu3sHakoB. Cekpeuusi TecToCTepoHa WMeeT OnpeAeneHHbI UMpKaAHbIA pPUTM.
HauBbiClIMIA ypOBEHb rOPMOHa OTMeYaeTcs B 6 4acoB yTpa, HauMeHbLlWnin — B 20 4acos.
Y >KeHWWH npoayKLUMSA TeCcTOCTEPOHA 3aBUCUT OT (asbl MEHCTPyaslbHOro uukna:
MaKcuMasnbHoe obpa3oBaHMe rOpMOHa NMPOUCXOAMT B JIIOTENHOBOM da3e n B nepuos
osynaumn. Mpu onyxonsax M3 kKnetok Jlenaunra nsbbiTOK TeCcToCTepoHa Bbi3blBaeT Yy
Manb4YnMKoOB CMMNTOM «MNaaeHua-fepakna». MoBbilWEeHHasA KOHLEHTPauna TeCTOCTEPOHA
B NJasMe C/yXUT onpeaensiowmm dakTopoM MaCcKyIMHU3aUUK Y XEHLNH. Y AeBoYeK
N36bITOKTECTOCTEPOHABOPraHM3Me Bceraa aBAseTcsa ceAcTBUEM HAapyLWeHN PYHKLMK
HaAMOYEYHMKOB, @ Y XEeHLWH MOXEeT ObITb CBA3aH Takxe C 3aboneBaHNsIMN ANYHNKOB.
Mpy 3TOM MOXET NpeKpaTUTLCA OBYNALMSA N MPOSABUTCH TUMUYHOE A1 MYXUYUH CTpoe-
HMe Tena. HefoCTaTOYHOCTb TECTOCTEPOHA Y MYXUYUH BeAEeT K PasBUTUIO XXEHCKOIro
TUna TenocnoxeHus. Npu 3ToM y ManbyYnkoB HabnopaeTcs HeAOpa3BUTUE MONOBbIX
opraHos. B uensax anddepeHunanbHOW ANArHOCTUKU MEPBUYHOrO M BTOPUYHOMO
rMNOroHaAn3Ma KOHLUEHTpaLumio TeCTOCTEPOHa He06X0AMMO onpeaensaTb B KOMMieKce
c nccnepgosanunamu JIir n OCT. MoBbIWEHHbIE YPOBHU TECTOCTEPOHA OTMEYAKTCS MpU:
cnHapome lTenHa-/leBeHTans; y MyxXu4umH c kapuotunom XYY; npexieBpeMeHHOM
CO3peBaHUM y MasibiMKOB; OMYyX0JIAX KOPbl HAAMNOYEYHUKOB; NMPUEME JleKapCTBEHHbIX
npenapaToB (bapbuTypaToB, KioMUdEHa, 3CTPOreHoB, TOHAAOTPOMNMHA, NEPOPabHbIX
KOHTpauenTuBOB); WMAMONATUYECKOM TrUpcyTuaMe.CHMXKEHNE YPOBHS TECTOCTEpOHa
oTMeYaeTCs Npu ypeMmnn; MMOTOHNYECKON ANCTPODUMN; NEYEHOYHOM HEAOCTAaTOYHOCTH;
cnHapome KnanHdentepa; KpUMNTOpX1M3Me; NEPBUYHOM U BTOPUYHOM TMMOroHaAn3Me;
cnHapome KannMmaHa; npveMe aHApPOreHoB, AeKcaMmMeTa3OHa, AMIOKCWMHAa, 3TaHona,
ranoTtaHa.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpefeneHne TeCcTOCTEpOHa OCHOBAHO Ha MWCMOMb30BaHUN KOHKYPEHTHOMO
MMMYHOMEPMEHTHOMO aHanM3a. Ha BHyTpeHHEen NOBEPXHOCTM IYHOK MaHLweTa MUMMo—
6UNN30BaHbl MbILNHbIE MOHOKJIOHAJIbHbIE @HTUTENA K TECTOCTEPOHY. TeCcTOCTepoH
13 obpasua KOHKYPUPYET C KOHBLIOFMPOBAHHbIM TECTOCTEPOHOM 3a CBs3blBaHME
C aHTUTEeNnaMy Ha MOBEpPXHOCTU NyHKU. B pesynbraTe o6pasyercsi CBA3AHHbIA C
NAacTUKOM «C3HABWUY», COAEPXKALLUI Nnepokcmasy. Bo BpeMsi nHky6auum ¢ pacTBOpomM
cybcTpata TeTpameTunbeHsnamHa (TMB) npoucxoauT oOKpaluMBaHMe pacTBOPOB
B JIyHKaxX. WHTEHCMBHOCTb OKpackuM 06paTHO MNpOMopuUMOHanbHa KOHLEHTpauuu
TEeCcToCTEpPOHa B Ucc/ieayeMoM obpasLie. KOHLEHTpaLuio TECTOCTEPOHA B UCCNIeyEeMbIX
obpasuax onpenensioT Mo KanubpoBOYHOMY rpaduKky 3aBUCMMOCTM OMTUYECKOMN
MAOTHOCTM OT COAEPXKAaHMS TECTOCTEPOHA B KaJIM6POBOYHbIX Npobax.

3. AHAJTUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTEN K TeCTOCTEPOHY C APYrvMU aHanuTaMun npuseaeHa B Tabnuue:

Ananur NepekpectHas peakuus, %
TecTocTepoH 100
5-anbda-aernapoTecTtocTepoH 16
AHApOCTEHAMON 1.0
AHAPOCTEHANOH 0.4
AHAPOCTEPOH <0.1
LernapoannaHapocTepoH <0.1
MporectepoH <0.1
DCTpaamon, scTpuon <0.01
KopTuson, nperHeHos10H <0.01

3.2. BocnpousBoaUMOCTb.

KoadduruneHT Bapuaunm pesynbTaToB OMNpeaeneHns COAEpXaHUs TeCTOCTepOoHa
B OAHOM M TOM e obpa3sue CbIBOPOTKM (MasMbl) KpOBU C McCnosib3oBaHMeM Habopa
«TECTOCTEPOH-N®A» He npesbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHLIEHTPaLMK TeCTocTepoHa B obpasuax CbIBOPOTKM (MNia3Mbl) KPOBU
npuv pasBefeHun UX CbIBOPOTKOM (Ma3mMoi) KpoBM, He codepXKallen TeCTOCTEPOH, nMeeT
JNIMHENHbIN XapakTep B AnanasoHe KoHueHTpaunin 1.0-40 HMonb/n n coctasnset £10.0%.

3.4. ToyHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napaMeTp MpPOBEPSETCS TEeCTOM Ha <«OTKpbITME» -
COOTBETCTBUE M3MEPEHHOW KOHLEHTPauuu TeCTOCTepPOHa MpeAnnuCaHHOW, MosyyYeHHOMU
NnyTeM CMeLWMBaHUA PpaBHbIX O6bEMOB KOHTPOJSIbHOW CbIBOPOTKM M KannbpoBO4YHOM
npobbl 5 HMONbL/N. MpoueHT «OTKpbITUA» coctasnseT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHMManbHass AocToBepHo onpegensemas Habopom «TECTOCTEPOH-U®A»
KOHLIeHTpaLuus TeCTOCTEPOHA B CbIBOPOTKe (Nna3Me) Kposu He npesbiwaeT 0.15 Hmonb/ .
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5. MEPbI NPEAOCTOPOXXHOCTU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM
- (doTOMEeTp BEpTUKANbHOIO0 CKAHNMPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSHbI 450 HM;
- TepMocCTaT, noaaepxuBarwmin Temnepatypy +37 °C £0.1 °C;
— [A03aTopbl CO CMEHHbIMM HaKOHEe4YHMKaMW, Mo3Bonswme oTbupatb 06bEMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MepHbIN BMecTuMocTbio 1000 mn;
- BOAa AVUCTWIIMPOBaHHas;
-  repyaTku pe3nHOBblE UK MIACTUKOBbLIE;
- bymMmara dwunbTpoBasnbHas.

7. NOArOTOBKA PEAFEHTOB A/i1 AHAJIU3A

7.1. Mepen npoBefeHneM aHanm3a KOMMNOHeHTbl Habopa n nccneayemsie obpasubl
CbIBOPOTKM (NNasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpuroToBJsieHMe NaaHLWIeTa.

BCKpbITb MakeT C NaaHWeTOM U YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOIMYyecTBO
ctpunos. OcTaBlWMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTObBbI  NpeaoTBpaTUTb
BO3JENCTBME Ha HMX BRarv, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuUTb NMpu TemnepaType +2...+8 °C B TedeHuMe BCero cpoka rogHoctn Habopa.

7.3. MpurotoBsieHne OTMbIBOYHOIO pacreopa.

Copepxumoe nakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MEpHbI LUMAMHAP BMecTuMocTbio 1000 mn, pobasute 550 Mn aAncTunnvpoBaHHOWN
BOAbl U TWaTeNbHO nepeMewwaTtb. B cnyyae apobHoro ncnonb3osaHus Habopa cneayer
oTobpaTb HEO6X0AMMOE KOMMYECTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBoOpa M pa3BecTy
OVCTUNNMPOBaHHONM BoAON B 26 pa3 (1 Mn KOHUeEeHTpaTa OTMbIBOYHOrO pacrtesopa + 25
M AUCTUNNMPOBAHHOM BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHToB «TECTOCTEPOH-U®A» [o/MmKeH XpaHUTbCS B yMakKoBKe
npeanpuaTUS-U3roToBMTENS Npu Temnepatype +2...4+8 °C B TeueHune BCero Cpoka rogHocTy,
YyKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 15 cyTok. He gonyckaetcs 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTcsa ofqHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

8.2. Habop paccumTtaH Ha npoBefeHue aHanusa B aybnukatax 40 mccnegyembix
obpasuoB, 6 KanMbpoBOYHbIX Npo6 M 2 Npobbl KOHTPOSBLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

byMaroii ons 3akiemBaHus NaaHWeTa U XpaHuUTb Npu TeMnepaType +2...4+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT Mocfe BCKpbITUS (nakoHOB cneayet
XpaHuUTb Npu Temnepatype +2...+8 °C B TeyeHune Bcero cpoka rogHoctn Habopa;

- KanubpoBOYHble NPObbI N KOHTPOJIbHYIO CbIBOPOTKY MOC/AE BCKPbITUS P/TaKOHOB
cnepyeT XpaHuTb nNpu Temnepatype +2...+8 °C He 6onee 2 MecsiLEB;

- OCTaBLUMINCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHuTb nNpu TemnepaTtype +2..+8 °C B TeyeHwe BCEro Cpoka rOAHOCTU
Habopa;

—  MPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp CrnefyeT XPaHWUTb MNpuY KOMHaTHOWM
Temnepatype (+18..+25°C) He 6onee 15 cyToKk wnn npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpbiBaliTe KaxAabln hfakoH CBOEN KPbILLIKON.

8.4. [ins npoBeAeHWs aHanuM3a He cneayeT WCMNoJfb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M1a3My) KpOBM, @ Takxe CbIBOPOTKY (Mna3My) KpoBM, coaepikallyio
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3ATUSA KPOBU, CbIBOPOTKY (M1a3my)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMoOpa)kMBaHue-oTTamBaHue
06pa3L0oB CbIBOPOTKU (N1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknoyaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (M1asMmbl)
KPOBW NtoAen, NonyyasBlmMx B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlWMHbIE aHTUTENa.

8.6. lNpn wncnonb3osaHnn Habopa AnNa NpoBeAEHUS HECKOSIbKMX HEe3aBUCUMMbIX
cepuil aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXXA0ro He3aBUCMMOro onpeaeneHus
Heob6XoAMMO MNOCTpOeHWe HOBOro KanmbpoBOYHOro rpaduka; KpoMme 3TOro, peko-—
MeHAyeTCs onpeAefieHne KOHLEHTpaunn TeCTOCTEPOHA B KOHTPOJIbHOM CbIBOPOTKE.

8.7. Ins nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoaAnMo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHunto Habopa.

8.8. He wucnonb3ynTe KOMMOHEHTbI M3 ApPYyrnx HabopoB WM U3 aHaNOrMyHbIX
HabopoB ApYrUX CEPUiA.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Nosb30BaTbCs HOPMaMuU, NPUBEAEHHBIMU HUXeE. BMecTe C TeM, B COOTBET—
cTBuM c npaBunamm GLP (Xopoweli nabopaTopHOli NpakTuku), Kaxaas nabopatopus
[OMKHa caMa onpeaenuTb MNapaMeTpbl HOPMbl, XapakTepHble Ans obcneayemon
nonynaumu.

MpuMmeyaHmne. 3HayeHMs  KOHLEHTPauWi TecTocTepoHa B  UCCeAyeMbIX
obpasuax, HaxoAsWMecs HuUxXe rpaHuubl YyyBcTBuTenbHocTM Habopa (0.15 Hmonb/n),
a TaKXe MnpeBbllalwmne 3HayeHne BepxHen kKanubposouyHolr npobbl (100 HMonb/n)
cnefyeT NpuBoAUTbL B crneaytowei dopme: B uccnegyemMom obpasue X KOHUEeHTpauus
TecTtocTepoHa Huxe 0.15 HMonb/n unu Bbiwe 100 HMONb/N.

10.2. B Habope «TECTOCTEPOH-N®A» 3Ha4yeHns KOHLEHTpaunim KkannmbpoBoYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecyeTa KOHUEHTpauui B HI/MA, MOnyyYeHHoe
3HayYeHne KOHLEHTPauUun B HMOJb/N crefyeT YMHOXUTL Ha 0.29.

1 HMonb/n = 0.29 Hr/Mn

EavHULbI, HMONb/N EavHuubI fon., Hr/mn

Wccnepyemas rpynna " = = "
Huwxnnit npepen | Bepxuuitnpepen | Hwxuuit npepen | BepxHuii npegen

My>XUMHBbI
20-39 net 9.0 38 2.6 11
40-55 net 6.9 21 2.0 6.1
cTapwe 55 net 5.9 18.1 1.7 5.2
XKeHWmHbI - 4.6 - 1.3

11. INTEPATYPA

. Tietz, N.W. Textbook of Clinical Chemistry. Saunders, 1986.

. Joshi, U. M., et al. Steroids 34 (1) 35 (1979)

. Turkes, A., et al. J Endocrinol. 81 (2) P165 (1979)

. Ismail, A. A., Niswender, G. D. Midgley, A. R. J. Clin. Endocr. Metab. 34, 177 - 184
(1972)

5. Rajkowski,K. M.,Cittanova N.,Desfosses, B.and Jayle, M.F. Steroids 29 no 5 1977
6. Widsdom G. B. Clin. Chem. 22/8, 1243 - 1255 (1976)

A WNH

Mo BonpocaMm, kacawwmmcs kadectsa Habopa «TECTOCTEPOH-UDA »,
cnepyet obpawaTtbcs B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a NapkoBas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasnbHbIN)

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

PykoBoauTenb cnyx6bl knneHTckoro cepnca OO0 «XEMA»,
K. 6. H. []. C. KocTpuknH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of testosterone 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 40 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Testosterone is a steroid with a MW of 288.4 Dalton. The main sites of testosterone
secretion are Leidig cells in interstitial tissue of testicles in men. In women testosterone
is secreted in the adrenals and is controlled by luteinizing hormone. Testosterone
stimulates development of male genital organs and formation of secondary sexual
features.

In males, Testosterone secretion undergoes circadian rhythms with maximal
concentrations seen in the morning (6 am) and minimal - in the evening (8 pm).
In females, Testosterone secretion is regulated by menstrual cycle with maximal levels
found in luteinic phase and during ovulation.

Leidig cell tumours producing high levels of serum testosterone in young boys lead
to development of “little Hercules” syndrome. Elevated testosterone level in women
causes the clinical signs of masculinization.

In men, decreased Testosterone levels may lead to female habitus
or underdevelopment of male genital organs in boys. To differentiate between primary
and secondary hypogonadism, Testosterone should be assayed in conjunction with LH
and FSH.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to testosterone-
antibodies simultaneously with conjugated Testosterone-peroxidase. Testosterone
from the specimen competes with the conjugated Testosterone for coating antibodies.
After washing procedure, the remaining enzymatic activity bound to the microwell
surface is detected and quantified by addition of chromogen-substrate mixture, stop
solution and photometry at 450 nm. Optical density in the microwell is inversely related
to the quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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.

5.3.

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 ul;
Dry thermostat for 37 °C 0.1 °C;
Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

Storage and stability of the Kit

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

Afte

r opening the pouch keep unused microtiter wells TIGHTLY SEALED

BY ADHESIVE TAPE (INCLUDED) to minimize exposure to moisture.

This

hemolyti

6. SPECIMEN COLLECTION AND STORAGE

kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
ic, 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
thawing

7.1.

7.2.
Itis
within 3
See
7.3.

storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
should be avoided.

7. TEST PROCEDURE

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.

Procedural Note:
recommended that pipetting of all calibrators and samples should be completed
minutes.

the example of calibration graphic in Quality Control data sheet.

Alternative units:

1 nmol/l = 0.29 ng/ml
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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:
concentration.

9.3. Determine the corresponding concentration of testosterone 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!

OD versus testosterone

Calibrators Value I}l;s;ar:::;c;lll‘;:)i‘t)s :::2 Lo

CAL 1 0 nmol/I 2030 .

CAL 2 1 nmol/I 1619 T

CAL 3 3 nmol/I 1282 g oer S
CAL 4 10 nmol/I 1094 T
CAL S 30 nmol/I 889 , ‘ ‘

CAL 6 100 nmol/I 554 " Ui

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 Testosterone. 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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Males

20-39 yrs 9.0 38 2.6 11
40-55 yrs 6.9 21 2.0 6.1
>55 yrs 5.9 18.1 1.7 5.2
Females - 4.6 - 1.3

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Testosterone 100
5-alpha-dehydrotestosterone 16
Androstendiol 1.0
Androstendione 0.4
Androsterone <0.1
Dehydroepiandrosterone <0.1
Progesterone <0.1
Estradiol, Estriol <0.01
Cortisol, Pregnenolone <0.01

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.15 nmol/I.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE
1. Tietz, N. W. Textbook of Clinical Chemistry. Saunders, 1986.
2. Joshi, U. M., et al. Steroids 34 (1) 35 (1979)
3. Turkes, A., et al. J Endocrinol. 81 (2) P165 (1979)
4. Ismail, A. A., Niswender, G. D. Midgley, A. R. J. Clin. Endocr. Metab. 34, 177 - 184
(1972)

5. Rajkowski, K. M.,Cittanova N., Desfosses, B.and Jayle, M. F. Steroids 29 no 5 1977
6. Widsdom G. B. Clin. Chem. 22/8, 1243 - 1255 (1976)
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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;
03176, r. Kues, yn. Akagemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua




4]

Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEAFEHTOB

Ana UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
KOPTU3O0JIA B CbIBOPOTKE (MJIA3ME) KPOBU

«Koptuson-MOA»

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

CORTISOL EIA

HOMEP MO KATAJTOTY K210

TY 9398-210-18619450-2010
Ne ®CP 2010/09709 ot 30 fekabpa 2010 T.

W For 96 determinations

[ns uH BUMPO AMAarHOCTUKN

2 XEMA Co., Ltd.

¥ Sy,

AT
o

5 ’\ The 9-ya Parkovaya str., 48 Authorized Representative in EU:
— 105043 Moscow, Russia Polmed.de
G520, Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
£ i& e-mail: redkin@xema-medica.com Aichwald, Germany
K & internet: www.xema-medica.com e-mail: info@polmed.de
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COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MNPMHUMN PABOTbI HABOPA 3
3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTU3A 5
8. YCNoBuA XPAHEHWSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 8
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7. TEST PROCEDURE 12
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WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K210I

«YTBEPXOAKO»
Mpuka3 PocaapasHaasopa N2 11663-Mp/10 ot 30 pekabps 2010 r.
KPA 72848 ot 03.12.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHNA KOPTU3O0J1A
B CbIBOPOTKE (MJIABME) KPOBU «KOPTU3O0J1-UDA»

1. HABHAYEHMUE

1.1. Habop peareHtoB «KOPTU30J1-UDA» npeaHasHayeH AN KOJMYECTBEHHOrO
ornpefeneHns KOHUEHTpauuuM KOpTu3ona B CbIBOPOTKE (nNja3Me) KpoBM MeToAOM
TBEpAO(a3HOro MMMYHO(EPMEHTHOIrO aHanun3a.

1.2. KopTn3on - [/IIOKOKOPTUKOMNA C MOJIeKynspHoOM maccon 362.5 [anbToH.
OH 4BNSeTCS OCHOBHbIM T[OPMOHOM KOpbl HaAMo4YyeyHUKoB. B nepudepuyeckon
KPOBW UMPKYAUPYyeT rnaBHbIM 06pasoM B QOpMe, CBA3@HHOMW C TPaHCKOPTUHOM.
Cekpeumnsa KOpTM30/sa B TeYeHne CyTOK HEOAMHAKOBa M MOAYMHSETCS onpeaenieHHOMY
CYyTOYHOMY puUTMYy. Y 4enoBeka MaKCUMalbHble  KOHLUEHTpauum KOpTu3ona
(ok. 450 HMonb/n) oTMevatoTcs Mexay 6 M 9 yacamm yTpa, Toraa Kak K MoJlyHouu
cofepXaHue KopTulona pe3ko noHwmxaetcs (ok. 140 Hmonb/n). lMoBblweHWe ypOBHS
KOpTU30/1a B KPOBWU HabnoAaeTcs Npu Ceayowmx COCTOSHUSX: TOPMOHaNbHO-aKTUBHOM
OMyX0/IM KOpbl HaAMOYEYHNKOB; BUPWUAN3UPYIOLLEN rMnepnaasmm Kopbl HaANOYEYHNKOB,
cnHgpoMe  MueHko-KywwuHra, AKTI-npoayuupytowern onyxonu, XuUpypruyeckon
onepaumm cepAeyHOW HeAOoCTaTOYHOCTWM, caxapHoM auabeTte, oxorax, ocTpoin 6onwm,
3/1eKTPOCTUMYIALMU, UHCYIMHOBOM KOMe, MHMEKLMOHHbIX 3aboneBaHuax, 6epemeH-
HOCTM, 3cTporeHoTepanuu. Coaep>xaHne KOpTU30/la MOBbIWAETCA TakxXe npu npuveme
AKTI, KopTuKOCTEpOWAOB, 3TaHoMa, HWUKOTMHA, MNepopasbHbIX KOHTPALENTUBOB.
CHMXeHMe YpOBHS KOpTM30/7a B KPOBM OTMeyeHO npu 6onesnn ApavcoHa,
alpeHOreHnTaNbHOM CUHAPOME, runonuTyuTapuame. [lTOHWXEHne KOHUeHTpauuun
KOpTM30/a BbI3blBaeT AeKcaMeTa3OH, MeTUpanoH, fieBojona, 3TakpuHOBas KucnoTa.
MOHMXXeHHble ypOBHW KOPTU30/a BO BpeMsi 6epeMeHHOCTM MOryT CBMAETEeNbCTBOBATb
06 aH3HUedanuu nnoaa.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve KOpTU30/1@ OCHOBAHO Ha  MCMOMb30BaHUM  KOHKYPEHTHOro
MMMYHO(MEpPMEHTHOr0 aHanusa. Ha BHyTpeHHel MOBEpPXHOCTM JIYHOK MJaHLWeTa
MMMO6MNN30BaHbl MbllLMHbIE MOHOK/IOHA/IbHblE aHTUTena K KopTusony. KopTuson
M3 obpasua KOHKYpuUpyeT C KOHbIOrMPOBAHHbLIM KOPTU30/10M 3a CBSA3blBaHWE
C aHTMTeNnaMum Ha MNOBEPXHOCTU NyHKM. B pesynbtate ob6pa3yeTcss CBA3aHHbIN
C NNACTUKOM «C3HABMY», COAEpXKaLLMI Nepokcmaasy. Bo Bpemsa nHkybaumm c pactsopom
cybctpata TeTpametunbeHsmamHa (TMB) npoucxoauT oOKpalmBaHUE pacTBOpPOB B
NyHKax. IHTEHCMBHOCTb OKpackn 06paTHO NPONOpLMOHanbHa KOHLUEHTPaLum KopTnsona
B uccnegyemoMm obpasue. KoHueHTpauuito KopTusona B uccrieayeMmblx obpasuax
onpeaensioT no KannbpoBoYHOMY rpaduKy 3aBUMCUMMOCTM OMTUYECKOM MIOTHOCTU
OT coAepi>kaHuns KopTusona B KanmbpoBOUHbIX npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTEN K KOPTU30/Y C APYrMMUW aHanuTaMu npuseaeHa B tabnuue:

Ananut NepekpectHas peakuma, %
KopTtuson 100
11-Je3oKkcnkoTmM3on 0.9
MpeaHn3onoH 5.6
KopTukoctepoH 0.6
11-/1e30KCUKOPTUKOCTEPOH <0.1
[MporectepoH <0.1
17-TnppokcunporectepoH <0.1
TecToCcTepoH, 2CTpaanon, 3cTpuon <0.1
HaHazon <0.01

3.2. BocnpousBoanMOCTb.

KoadduuneHT Bapuaumm pe3ynbTaToB OMNpeaeseHust COoAepXXaHus KopTusona
B OAHOM M TOM e obpasue CbIBOPOTKM (Masmbl) KpPOBM C Mcnosb3oBaHnem Habopa
«KOPTN30/1-NDA» He npeBbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBUCUMOCTb KOHLEHTpauMM KopTM3osa B obpasuax CbiIBOPOTKM (MiasMbl) KPOBM
npu pasBeAeHMU UX CbIBOPOTKOM (Mna3Moi) KpOBWM, HE coaepikalleil KoOpTu3o/, MMeeT
JNIMHENHbIN XapaKTep B Avana3oHe KoHueHTpauuin 40-2000 HMonb/n u coctasnseT £10.0%.

3.4. TOYHOCTb.

[aHHbI  aHanuUTMYecKuMii napameTp MNPOBEPSeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME W3MEPEHHOW KOHLEHTpauuuM KOpTU3ona npeanucaHHOM, MOSyYeHHOM
nyTeM CMeLMBaHUSA paBHbIX 06bEMOB KOHTPOJSIbHOM CbIBOPOTKM U KanMbpoBOYHOM
npo6bl 80 HMONb/A. MNMpoLUEHT «OTKPbITUS» cocTaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTD.

MuHuManbHaa  [OCTOBepHO  onpepensieMas  Habopom  «KOPTU3OJ/1-UDA»
KOHLIEHTPaLUMsa KOpTU30/a B CbiIBOPOTKe (M1a3mMe) KpoBW He npesbiwaeT 6.0 HMoMb/ .
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5. MEPbI NPEAOCTOPOXXHOCTU

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

5.2. Bce koMnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUUSAX ABASIOTCA HETOKCUYHBIMMU.

PactBop cepHoOW kucnoTbl obnajaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CIN3UCTble
MOPaXeHHbIN y4acTOK cneayeT NpoMbiTb H0MbLINMM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPONCTBa, TEXHUKHU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuma u
NMYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeNeHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneayeT HageBaTb OA4HOPA30Bble pPE3UHOBbIE WU
nJacTMKOBbIEe NMepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTb Kak
noTeHuManbHO MHOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSTb
n nepepjasaTtb BWY, Bupyc rematuta wunu nwobon apyron Bo36yAuMTENb BUPYCHOM
MHDEKLMN.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAUWMBIE NMPU PABOTE C HABOPOM

- doTOMETp BEpPTUKANbHOIO CKaHWpPOBaHWS, MO3BONSIOWMA U3MEPSTb OMTUYECKYIO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu AsIMHE BONHbl 450 HM;

- TepMmocTaT, noaaepxuBawwmin TemnepaTtypy +37 °C = 0.1 °C (unm TepMmocTa-
TUPYEMbIN LEKep);

— [03aTopbl CO CMEHHbIMUW HaKOHEYHWKaMu, Mno3Boaswwme oTbupatb 06bEMbI
B AmanasoHe 25-250 MKkn;

- UWIMHAP MepHbIn BMecTuMocTbio 1000 mn;

- BOAa AUCTWIIMPOBaHHas;

- nep4yaTKu pe3nHOBble UM NIACTUKOBbIE;

- bymara dwunbTpoBasnbHas.

7. NOANOTOBKA PEAFEHTOB AJid AHAJIU3A

7.1. Nepen npoBeaeHMeM aHanmsa KOMMNoHeHTbl Habopa n uccnegyembie obpasupbl
CbIBOPOTKM (NNasMbl) KpOBM CclieAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NiaHLIeTa.

BCKpbITb MakeT C NiaHLWeTOM U YCTaHOBWUTb Ha paMKy Heob6XoAMMOe KOIMYecTBO
ctpunos. OcCTaBLUMECS  HEUCMONb30BaHHbIMM  CTpUNbl, 4TOBbl  NpeaoTBpaTUTb
BO34ENCTBUE Ha HMX BNaru, TwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne BCero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHMne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHectun
B MepHbIM LnMnnHAp sMectumocTbto 1000 mn, aobasute 550 MA ANCTUNNMPOBAHHOM BOAbI
W TwaTtenbHO nepeMewatb. B cnyyae apobHoro ucnonb3osaHus Habopa cneayer oTo-
6paTb HeobxoAMMOe KOMYECTBO KOHLIEHTpaTa OTMbIBOYHOrO pacTBoOpa M pa3BecTu Auc-
TUNANMpoBaHHOM BoAoM B 26 pa3 (1 MN KOHUEHTpaTa OTMbIBOYHOrO pacTtsopa + 25 Mn
OVCTUAIMPOBAHHOM BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHToB «KOPTU3ON-UDA» [OOMKEH XpaHUTbCS B yMNakKoBKe
npeanpusaTMA-U3rotToBuTens npu TemnepaTtype +2...+8 °C B TeyeHwe BCeEro cpoka
rOAHOCTM, yKasaHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 15 cyTok. He gonyckaetcs 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTcsa ofqHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B aybnukatax 41 uccnegyembix
obpasuoB, 6 kKanMbpoBOYHbIX Npo6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLlUMECS HeMCMnOosb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

6ymaror Ans 3aknevBaHus niaHweTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctn Habopa;

- KOHbBbtOraT, cybcTpaTt, cTon-peareHT MocCne BCKPbITUS (dNAaKoHOB cneadyet
XpaHuTb npu TemnepaTtype +2...+8 °C B TeuyeHue BCero cpoka roAHOCTU
Habopa;

- KanmbpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (DIaKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He bonee 2 Mecsues;

-  OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TeMnepaType +2...+8 °C B TeueHne BCcero cpoka rogHoctu Habopa.
MpUroTOBNEHHbIN OTMbIBOYHbIM pPacTBOp CreAyeT XpPaHuTb MNpPU KOMHATHOWN
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/leHHO 3aKpbiBalTe KPbILWKY

¢nakoHa. 3akpbiBaliTe KaxAabln hfakoH CBOEN KPbILLIKON.

8.4. Ina nposefeHWa aHanusa He cneayeT WCMoJib30BaTb FEMOSIM3UPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3sMy) KpoBM, coaepikallyio
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCA He B AeHb B3ATUSA KPOBWU, CbIBOPOTKY (M1a3my)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMopa)kMBaHue-oTTamBaHune
06pa3LoB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa o6pasuoB CbIBOPOTKM (Ma3Mmbl)
KpOBW NtoAeN, NoNy4vaBLIMX B Lensax AMarHOCTUKM UAW Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE @aHTUTENa.

8.6. lNMpn wncnonb3losaHnn Habopa AnNa NpoBeAEHUS HECKOSIbKMX HEe3aBUCUMMbIX
Cepuin aHanNn3o0B cneayeT UMEeTb B BUAY, YTO A5 KaXA0ro He3aBMCMMOro onpeaeneHuns
Heob6xoAMMO  MOCTpPOEHWEe HOBOro  KanmMbpoBOYHOro rpaduka; Kpome 3TOoro,
peKkoMeHAyeTCs onpefeneHne KOHLUEHTPaumm KopTn3ona B KOHTPOJIbHOM CbIBOPOTKE.

8.7. [Ins nony4yeHus HadexHbIX pe3ynbTaToB HeobXoAMMO cTporoe cobniogeHve
NHCTpyKuMM no npumeHeHuto Habopa.

8.8. He wucnonb3yinTe KOMMOHEHTbI M3 ApPYyrnx HabopoB WM U3 aHanOrMyHbIX
HabopoB ApyrUX Ccepuii.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasACb Ha pe3yfbTaTax uccnenoBaHuii, npoBedeHHbIX 000 «XEMA»,
pekoMeHAyeM Mosb30BaTbCs HOpPMaMu, MpuBeAEeHHbIMM HWxe. Bmecte ¢ TeMm, B
cooTBeTCcTBUM C npaBuiamu GLP (Xopower nabopaTopHOM NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpeaennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnenyemMon nonynsaunn.

MpumMmeuaHue. 3HayeHUs KOHUEHTpauui KopTM3ofia B uccneayeMbix obpasuax,
HaxoAslWmMecss HWxXe rpaHuubl 4YyBcTBUTENbHOCTM Habopa (6.0 HMonb/n), a Takxe
npeBbillaloWmMe 3HadYeHne BepxHen kanmbposoyHon npobbl (2000 HMonb/n) cnepyet
NpuBOAMTbL B crieaytollen popme: B nccnegyemMom obpasue X KoOHLEeHTpaunus KopTusona
Huxe 6.0 HMonb/n unu Bbiwe 2000 HMONb/N.

Eaunmubl, HMmonb/n
Huxuuit npepen BepxHuii npepen
3[10pOBbIe OHOPbI 140 600

Nccnepyemasn rpynna

11. INTEPATYPA

. L. Thomas, Labor und Diagnose, 4. Auflage, 1992

. Tietz, N.W., Textbook of Clinical Chemistry, Saunders, 1968

. Foster, L. B. and Dunn, R.T. Clin. Chem: 20/3, 365 (1974)

. De Lacerda, L., Kowarski, A., and Migeon, C.J. J. Clin. Endocr. and Metab: 36, 227
(1973)

5. Rolleri, E., Zannino, M., Orlandini, S., Malvano,R. Clin chim Acta 66 319 (1976)

6. Kobayashi, Y., et al Steroids, 32 no. 1 (1978)

7. Arakawa, H., Maeda, M., Tsuji, A. Anal. Biochem. 97 248 (1979)

A WNHE

Mo BonpocaM, kacawwmmcs kadectsa Habopa «KOPTU3OJ1-UDA>»,
cnepyet obpawartbca B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

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

PykoBoauTenb cnyx6bl knueHTckoro 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 CORTISOL
IN HUMAN SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of cortisol 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

Cortisol is a glucocorticoid with a MW of 362.5 Dalton. Cortisol is the major hormone
secreted by adrenals. In blood, cortisol is found mostly in a bound form, transcortin
being the carrier. Cortisol secretion undergoes circadian rhythms with maximal
(up to 700 nmol/l) concentrations seen in the morning (6-9 am) and minimal (up to
55 nmol/l) - in the midnight.

During pregnancy, Cortisol blood level is continuously increasing by up to 5-fold of
initial concentration before delivery, its circadian rhythm being altered. Cortisol plays
an important role in development of alveolar epithelium and surfactant secretion, this
being of major importance for the first inhale of a newborn.

Elevated Cortisol concentrations in blood are found in secreting tumours of adrenals,
in virilizing hyperplasia of adrenals, in Cushing syndrome, in ACTH-producing tumours,
during surgical stress, in cardiac insufficiency, diabetes, burns, pains, during pregnancy,
during estrogen therapy, etc. Cortisol blood level may be increased by intake of ACTH,
Cortisol, alcohol, nicotine, oral contraceptives.

Decreased Cortisol levels are found in Addison syndrome, adrenogenital syndrome,
hypopituitarism. Some drugs may decrease Cortisol level in blood, such as: L-DOPA,
dexamethasone, etc. Decreased Cortisol level during pregnancy may indicate
anencephaly of the fetus.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to cortisol-antibodies
simultaneously with conjugated Cortisol-peroxidase. Cortisol from the specimen
competes with the conjugated Cortisol for coating antibodies. After washing procedure,
the remaining enzymatic activity bound to the microwell surface is detected and
quantified by addition of chromogen-substrate mixture, stop solution and photometry
at 450 nm. Optical density in the microwell is inversely related to the quantity of the
measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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

5.3.

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 ul;

Dry thermostat for +37 °C £0.1 °C (optional: with shaking 600 rpm);
Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

Storage and stability of the Kit

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

Afte

ropening the pouch keep unused microtiter wells TIGHTLY SEALED BY ADHESIVE

TAPE (INCLUDED) to minimize exposure to moisture.

This

hemolyti

6. SPECIMEN COLLECTION AND STORAGE

kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
ic, 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
thawing

storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
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.
- Itis 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.
Document: K210I Instruction version: 1901 Format version: 711
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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 cortisol concentration.

9.3. Determine the corresponding concentration of cortisol 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 ‘}2;%’::1")‘:1“‘;355 ”D N
CAL 1 0 nmol/I 3120 e |
CAL 2 40 nmol/! 2092 N
CAL 3 80 nmol/I 1440 § ooy .
CAL 4 200 nmol/I 780 e |
CAL 5 600 nmol/I 335 o -~ m\m"' 7
CAL 6 2000 nmol/I 138 concatration

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
Cortisol. 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, nmol/I
Sex, age - —
Lower limit Upper limit
Healthy donors 140 600
Document: K210I Instruction version: 1901 Format version: 711
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11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
Cortisol 100
11-Deoxycortisol 0.9
Prednisolone 5.6
Corticosterone 0.6
11-Deoxycorticosterone <0.1
Progesterone <0.1
17-Hydroxyprogesterone <0.1
Testosterone, Estradiol, Estriol <0.1
Danazol <0.01

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 6.0 nmol/I.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE
1. L. Thomas, Labor und Diagnose, 4. Auflage, 1992
2. Tietz, N.W., Textbook of Clinical Chemistry, Saunders, 1968
3. Foster, L. B. and Dunn, R.T. Clin. Chem: 20/3, 365 (1974)
4. De Lacerda, L., Kowarski, A., and Migeon, C.J. J. Clin. Endocr. and Metab: 36, 227
(1973)
5. Rolleri, E., Zannino, M., Orlandini, S., Malvano,R. Clin chim Acta 66 319 (1976)
6. Kobayashi, Y., et al Steroids, 32 no. 1 (1978)
7. Arakawa, H., Maeda, M., Tsuji, A. Anal. Biochem. 97 248 (1979)
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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:
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Instruction for use

UHCTPYKLNA MO NPUMEHEHUIKO HABOPA PEATEHTOB A4J1A
UMMYHO®EPMEHTHOIO OINPEAEJIEHUA TPUNO4TUPOHUHA
B CbIBOPOTKE (MJ1IA3SME) KPOBU

«T3-UDA» XEMA

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

T3 EIA

HOMEP I10 KATAJ1IOT'Y K211

TY N2 9398-211-18619450-2010

Ne ®CP 2010/07150 ot 17 mapTa 2010 roga

; For 96 determinations/Ha 96 onpedeneHuti
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«YTBEPKAIO»

PykosoguTenb [lenaptameHTa rocyfapCcTBEHHOro

KOHTPONA JIKAPCTBEHHbIX CPEACTB U MeAULMHCKON TeXHUKN MuH3gpasa PO
B.E. AKUMOYKUNH

09 utona 2002 .

WUHCTPYKLUWA MO NMPUMEHEHWIO HABOPA PEATEHTOB /11 UMMYHO®EPMEHTHOIO OINPEAEJIEHUA
TPUAOATUPOHUHA B CbIBOPOTKE (I1JIA3ME) KPOBU «T3-UDA»

1. HA3HAYEHUE

1.1. Habop peareHtoB «T3-DA» npefAHa3HaueH [ANs KOJIMYECTBEHHOIO OMpPeAeneHns KOHLUEeHTpaLmm
TPUNOATUPOHMHA B CbIBOPOTKE (Nna3me) KpOBY MeToA0M TBepAOpa3HOro MMMyHOGEPMEHTHOrO aHa13a.

1.2. TpuoaTPoHuH (T3)- rOPMOH C MONEKYNAPHOW Maccol 651 panbToH, 58% KOTOpPOro coctaBnAaeT Whop,.
TupokcuH (T4) n 3,5,3"-TpunogTnpoHnH (T3) - rOpMOHbI, BbipabaTbiBaeMble LMTOBUAHON XeNe30M U LUMPKYInpyoLme B
KpPOBM Kak B CBOOOAHOW, TaK U B CBA3AHHOW ¢opmMe — B OCHOBHOM, C TMPOKCMHCBA3bIBAKOWUM rnobynuHom (TCr).
lOpMOHanbHOIM aKTMBHOCTbIO 06NMafaloT ToNbKo cBoboaHble T3 u T4, ogHako KX Aona odyeHb Mana: 0.03% oT obuiero
conepkaHus ana T4 n 0.3% - ana T3. KoHueHTpauus T3 HuXe, yeM T4, oiHAaKo ero MetTabonmnyeckas akTUBHOCTb MPUMEPHO
B 3 pa3a Bbiwwe. Okono 80% cbiBOpOoTOYHOro T3 06pasyeTca 3a cueT AeoanpoBaHus T4 B nepudepryecknx TKaHsx, U TONbKO
HebonblUOe ero KonMuecTso obpasyeTca NPAMbIM CUHTE30M B LUMTOBUAHON »enese. [103ToMy npu runoTupeose ypoBeHb
T3 MOXeT gnuTenbHOe BPEMA HAaXOAUTbCA Ha HPKHEM Mpefesie HOPMbI, Tak Kak ero notepsa MOXeT KOMMNeHCUMpOoBaTbCA
MoBbILLEHHbIM NpeBpalleHeM T4 B T3. [oka3aHuaMU K onpefeneHmto obuero T3 cny>KUT HauyanbHaaA cTaguma runepdyHKLUm
WMTOBUAHON Kenesbl; andpdepeHumnanbHas AUarHoCTUKa rmnepTupeosa; peunans runepTnpeosa; oCTpbI rnepTupeos
nocne neyeHuss L-TMpokcnHom. KonumuectBeHHoe onpeneneHne obuwero T3 o0cobeHHO WHPopmaTMBHO npu T3-
TUPEOTOKCUKO3e, T.K. Y 5-10% 60nbHbIX ypoBeHb T4 CyWecTBEHHO He W3MEeHAeTCA, a KOHUeHTpauua T3 pesko
yBennumsaeTtca. [pu runotnpeose gnarHocTuyeckasa LeHHOCTb onpeaeneHusa T3 HeBenuvka, T.K. YacTo NpU KIMHNYECKMX
npu3Hakax rvMnoTMpeosa Mokasatenn T3 ocTaloTca B Hopme. [oBblweHWe YpoBHA T3 HabnofaeTcd npu paHHen
HeAOCTaTOYHOCTU YHKUMM LUTOBUAHOW »Kenesbl, MpuemMe 3CTPOreHOB, MepopasibHbIX KOHTPALENnTUBOB, FepOMHa,
METafloHa, SHAeMnYeckom 306e. Bo Bpemsa 6epemeHHOCTU ypoBeHb T3 Bo3pacTaeT B HECKOJbKO pas, a 3aTeM HopManmn3syeTca
nocne pofoB B TeYEHME HECKONbKUX AHel. CHUXeHre YpoBHA T3 oTMmeuyaeTca npy runodyHKLUMN WNTOBUAHON ene3bl,
OCTPOM U MOJZOCTPOM TUpeonanTe, Nocne Npuema aHgpPOoreHoB, feKcameTa3oHa, CannumiaTos, MPOU3BOAHbIX KyMapurHa.

2. NPUHLUNIN PABOTbl HABOPA

OnpepgeneHne TPUNOATUPOHMHA OCHOBAHO Ha NCNOJIb30BaHNMN KOHKYPEHTHOTro MMMyHodepMeHTHOro aHanusa. Ha
BHYTPEHHE MOBEPXHOCTW JYHOK MjaHWeTa WMMOOWIN30BaHbl KPONMUbW  MOMMKIOHaNbHble aHTMTena K T3.
TpunoATMPOHMH N3 06pa3La KOHKYPUPYET C KOHbIOrMPoBaHHbIM T3 3a CBA3bIBaHME C aHTUTENAMM Ha MOBEPXHOCTU JYHKN.
B pesynbrate obpasyeTcA CBA3aHHbIA C NIACTUKOM «C3HABUY», COofeprkaluin nepokcupasy. Bo Bpema uHKybaumm c
pacTBopoM cybcTpata TeTpameTunbeHsmanHa (TMB) npoucxoanT OKpaluvBaHMe pPacTBOPOB B JiyHKax. VMIHTEHCMBHOCTb
OKpackum OOpaTHO MPOMOPLUOHANbHA KOHLEHTpaUuuu TPUAOATUPOHMHA B Mccnegyemom obpasue. KoHueHTpaumio
TPUNOATUPOHMHA B McCiedyembix obpaslax onpeaensioT Mo KanaubpoBOYHOMY rpadurKy 3aBUCMMOCTU OMTUYECKOMN
MNOTHOCTM OT COAEPKAHWA TPMNOATUPOHVHA B KaniMOPOBOUHBIX Mpobax.

3. AHAJIUTUYECKUE XAPAKTEPUCTUKU
3.1. CneynPUNUHOCTDb. MNepeKpecTHas peakums KPoMubUX NOJIMKIIOHANbHbBIX aHTUTeN K T3 ¢ Apyrimmn aHanutamm
npuseaeHa B Tabnuue:

AHanut MNepekpecTHas peakuyus, %
L-T3 100
D-T3 100
L-TMpoKcnH 0.01
D-TnpokcnH 0.04

3.2. BocnpoussognmocTb.
KoadduumeHT Baprauum pesynbtaToB onpefeneHna cogepkaHua T3 B o4HOM U TOM ke obpasue CbIBOPOTKM
(nnasmbl) KpoBu ¢ ncnonb3sobaHmem Habopa «T3-OA» He npesbiwwaeT 8.0%.
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3.3.JInHeNnHOCTD.

3aBUCMMOCTb KOHUeHTpaumm T3 B obpasuax CbiIBOPOTKM (Mnasmbl) KPOBW MPW pa3BefeHUU KX CbIBOPOTKON
(nnasmoit) KpoBwW, He copepalen T3, NMeeT NMHENHbIA XapakTep B AManasoHe KoHueHTpauun 0.75-15 Hmonb/n n
coctasnset £10.0%.

3.4. TouHOCTDb.

HaHHbIN  aHaNUTUYeCKMi napameTp MpoBepAeTcA TeCTOM Ha «OTKPbITUMe» — COOTBETCTBME W3MEPEHHOMN
KOHUeHTpauun T3 npeanuMcaHHOW, MONYYEHHOW NyTemM CMeLMBaHWA PaBHbIX OObEMOB KOHTPObHOWM CbIBOPOTKU U
KannbpoBoUHOI MPobbl 1.5 HMOSb/N. MNPoLEHT «OTKpbITUA» cocTaBnseT 90-110%.

3.5. YyBCcTBMTENBHOCTD.

MuHumanbHas flocToBepHo onpegenseMan Habopom «T3-UDA» KoHUeHTpauua T3 B cbiBOpOTKe (Mna3me) KpoBY He
npeebiwaet 0.2 HMONb/.

4. COCTAB HABOPA

Kon CumBon HanmeHoBaHue Konunuectso En. OnucaHune
KOMMOHEeHTa
1 P211Z SORB MTP MnaHwet 96—nyHc3qu|m NONNCTUPONOBbLIN, ] wr B
CTPUMNUPOBAHHbIN, FOTOB K MCMOMb30BaHWIO
Kann6poBouHble Npobbl Ha OCHOBe Tpuc-bydepa npo3payHble XKNJKOCTUN CUHEro
5 2112 CAL1-5 (pH 7.2—7.4), cofeprKallme n3BecTHble Konnyecrsa 5 wr uBeTa (kanmbposouHas npoba
TpUOATMPOHWHa - 0; 0.75; 1.5; 7.5; 15 Hmonb/n, 0 - npo3payHas becuBeTHas
roTOBbI K MCMOb30BaHMIo (Mo 0.8 M Kaxaas) »KUOKOCTb)
KoHTponbHasA cbiIBOPOTKA Ha OCHOBE CbIBOPOTKMN
3 Q2112 CONTROL KpO?VI yenoBeKa C N3BeCTHbIM COAepKaHneM 1 wr npo3payHan beclBeTHas
TPUAOATUPOHMHA, FOTOBA K Mcnonb3oBaHuio (0.8 KNOKOCTb
Mn)
4 T211XZ CONJ 2X KoHueHTpaT KoHbloraTa (7 mn) 1 wT npoapawan:;zg:ocw CnHero
5 ST2117 DIL CONJ Bydep ans pasBefeHUs KOHLEHTpaTa KOHbloraTa, ] wr | MPO3PAuHARA XMAKOCTL CHEro
roTOB K UCMOJb30BaHuio (7 M) uBeTa
6 RO557 SUBS TMB PacTBOp cybcTpata TeTpameTun6eHsnanHa (TMB), 1 wr npo3payHas becuBeTHas
roTOB K MCNONb30BaHMio (14 mn) KUIOKOCTb
KoHLeHTpaT OTMbIBOYHOIO pacTBopa (conesoi
7 50087 BUF WASH pacTBop ¢ TBUH-20 1 6EH30MHOW KNCOTON), 1 wT npospauHan GecugerHan
26X . KNJKOCTb
26X-KpaTHbIN (22 mn)
8 R050Z STOP CTon-peareHT, roToB K MCNonb3oBaHuto (14 mn) 1 wT npospavHan GecuypseTHan
»KNAKOCTb
9 N003 - Bbymara ana 3aknemsaHva nnaHwera 2 wT -
1 WHCTpyKumaA no npumeHeHuto Habopa peareHToB
0 K211l «T3-NDA» ! wr
1 MacnopT KoHTponAa kayectBa Habopa peareHTOB
1 K211Q T3UOA 1 wT

5. MEPbI TPEJOCTOPOXXHOCTHU

5.1. MoTeHumanbHbIi puck nprMmeHeHna Habopa — knacc 1 (TOCT P 51609-2000).

5.2. Bce komnoHeHTbl Habopa, 3a uckntoueHvem cton-peareHTa (5.0% pacTBOp CepHOI KMCNOTbI), B UCMOMb3yeMbIX
KOHLIeHTpaLMAX ABAAIOTCA HETOKCMYHbIMMU.

PacTBop cepHoll KUCNOTbI 06M1adaeT pa3gpaxaolwmm gencTerem. i3beratb pas3dbpbli3rnBaHnA 1 nonagaHnsa Ha KoXy
n cnmsuctble. MNpy NonagaHny Ha KOXy M CIIM3UCTbIe MOPaXKeHHbIM YYacTOK cefgyeT NPOMbITb H6OMbWMM KOANYECTBOM
NPOTOYHON BOAbI.

5.3. Mpun pabote c Habopom cnepgyetr cobniogatb «[paBuna YCTPONCTBA, TEXHWKM 6e3onacHoCTH,
NPOW3BOACTBEHHOW CaHWTapuK, MPOTUBOSMMAEMMUYECKOrO PEXUMa W JIMYHOW TUrMeHbl npu paboTte B nabopatopuax
(oTReneHnAx, otaenax) CaHNTaPHO-INUAEMUONIOTNYECKNX yupexaeHni cnctembl MrHuctepcTea 3gpaBooxpaHermnsa CCCP»
(MockBa, 1981 r.).

5.4. Mpun pabote ¢ Habopom cnepyet HageBaTb OAHOPA30BbIE PE3VHOBbIE MW MIACTUKOBbIE MepyaTKK, Tak Kak
obpasubl KpOBM 4YenoBeKa c/ieAyeT paccMaTprBaTbh Kak MOTeHUMaNbHO WHOUUMPOBAHHBLIA MaTepman, CrnocoOHbIN
ANIMTENbHOE BpeMsA COXpPaHATb U Nepefasatb BUY, Bupyc renatuta nnv nioboii apyroi Bo36yautenb BUPYCHON nHbeKuun.
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5.5. Bce ucnonb3oBaHHble ofHOpa30Bble MaTepuanbl noasepratb 0bpaboTke Ae3nHOUUMPYOWUMUN
cpeacTBamy € nocnegyiowen ytunmsaumen (cm. MY-287-113 «Metognueckue yKasaHua no nesnHdekuun,
npeacTepunn3aLMoHHON OUYNCTKE 1 CTepUNmn3aunm N3genmim MeguumnHCKOro HasHaueHma»).

5.6. MegnunHckue oTxoppl knacca b. Ytunusaumio wnu  yHnutoxeHue, AesuHdekumio Habopos peareHTOB
cnegyet npoBogutb B cootBercTBUM ¢ CaHlunH  2.1.7.2790-10 «CaHuTapHo3Nuaemunonornyeckme tpeboBaHma K
O0palleHnio C  MeAULMHCKMMK  OTXOoZamu» U MY-287-113 «MeTofMueckne YykKasaHus no pAe3vHbeKumu,
npeacTepunn3auMoHHON OUYMNCTKE 1 CTepuUnmn3aumm n3genmm MeguumnHCKOro HasHaueHmsa».

6. OBOPY[OBAHUE U MATEPUAJIbl, HEOBXO4UMDIE IMTPU PABOTE C HABOPOM
- boTOMETp BEPTUKANIBHOIO CKaHUPOBaHUA, MO3BONAIOLNIA M3MEPATb ONTUYECKYHO MAIOTHOCTb COAEPKMMOTO JIYHOK
nnaHweTa npu anvHe BosHbl 450 HM;
- TepMOCTaT, NogaepKuBaroLmii Temnepatypy +37+2 °C;
- 103aTOPbl CO CMEHHBIMU HaKOHEYHVKaMK, MO3BoNALLMe OTOMpPaTh 06beMbl B Anana3oHe 25-250 Mkn;
- WWMHAP MEPHbIN BMeCTUMOCTblo 1000 mr;
- BOAa ANCTUINPOBAHHAs;
- NepyaTKM pe3nHOBbIE NN NNTaCTUKOBbIE;
- 6ymara ¢punbTpoBasibHas.
7. MOArOTOBKA PEATEHTOB /11 AHAJIU3A

7.1. MNepen nNpoBefeHNeEM aHaNM3a KOMMNOHEHTb Habopa 1 uccnegyemble o6pasupbl CbIBOPOTKU (M1a3mbl) KPOBU
cnepyeT BblAepKaTb Npu KOMHaTHOWM Temnepatype (+18...+25 °C) He meHee 30 MUH.

7.2.MpurotosBneHve nnaHwera.

BCKpbITb MakeT C MMAHWETOM W YCTaHOBUTb Ha paMKy Heobxogumoe KonuuectBo cTpunoB. OcTaBLumecs
HEeNCMnonb30BaHHbIMK CTPUMbI, UTOObI MPefoTBPaTUTb BO3AENCTBME HAa HUX BRaru, TWATENbHO 3aknentb Gymaron gns
3aKfienBaHUsA MaHLWEeTa U XpaHWUTb Npu TemnepaTtype +2...+8 °C B TeueHne BCero cpoka rogHoctn Habopa.

7.3.MpuroroBneHne oTMbIBOYHOIO pacTBopa.

Copepxnmoe ¢nakoHa C KOHLIEHTPaTOM OTMbIBOYHOrO pactBopa (22 M), MepeHecT B MEPHbIA LWIMHAP
BMeCTMMOCTbio 1000 mMn, 406aBUTb 550 M/ AUCTUNNNPOBAHHON BOAbI U TIATENbHO NepemellaTb.

B cnyuyae ppobHoro ucnonb3oBaHusa Habopa cnepgyeT oTtobpaTb HeoOXOAMMOE KONMUYECTBO KOHLEHTpaTa
OTMbIBOYHOrO pacTBOpa W pa3BecTy AUCTUNIMPOBAHHON BOAON B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOrO pacTBopa +
25 Mn gUCTUNANPOBAHHON BOAbI).

7.4.MpuroToBneHve KOHblOraTa.

MpuUroToBbTE KOHBIOMAT: /151 STOro pa3baBbTe KOHLEHTPAT KOHbloraTa B 2 pa3a bydepom ansa pa3segeHus
KOHLIeHTpaTa KoHblorata. BHYUMAHWE! Pa36aBneHHbIln pacTBOP KOHblorata He XxpaHuTcsa! PazbaBnainTte TONbKO Ty YacTb
KOHLIeHTpaTa KOHbloraTa, Kotopas HeobxoarmMa Ana faHHO NOCTaHOBKM!

Mpumep: Ha 1 cTpun (8 nyHOK) noTpebyetca 900 MKN KoHbloraTa: 450 MKN KOHLEHTpaTa KoHbloraTa + 450 mkn 6ydepa ana
pa3BefeHnA KOHLeHTpaTa KoHblorarta.

8. YCJIOBUA XPAHEHUA U SKCIIJTYATALIUN HABOPA

8.1. Habop peareHToB «T3-VIDA» [OMKEH XPAHWUTBCA B YNAKOBKE NPEeANpUATAA-U3roTOBUTENS NpU TemnepaTtype
+2..4+8 °C B TeueHMe BCero cpoka rofHoOCTH, yKkazaHHOro Ha ynakoske Habopa.

llonyckaeTca xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C He 6onee 15 cyToK.

8.2. Habop paccuntaH Ha NpoBeAeHWe aHanU3a B aybnukatax 42 ncciegyemblix 06pasLoB, 5 KanmbpoBoUHbIX NPob
1 1 Npo6bl KOHTPOJLHOW CbIBOPOTKM (BCEro 96 onpeaeneHnii).

8.3. B cnyyae gpo6Horo ncnonb3oBaHna Habopa KOMNOHEHTbI criefyeT XpaHUTb creayowym obpasom:

- OCTaBLUMECA HEWCMOJNIb30BAHHBIMU CTPUMbI HEOOXOAUMO TLLATENbHO 3aKNenTb Oymaron Ans 3aknenBaHus
nnaHweTa U XpaHUTb Npu Temnepatype +2...+8 °C B TeUeHUe BCero cpoka rogHocty Habopa.

- BCe OCTallbHble KOMMOHeHTbl Habopa nocsne BCKpbITvA GrakoHOB cneayeT XpaHuTb Npu Temnepatype +2..+8 °C B
TeyeHme Bcero cpoka rogHocty Habopa.

- OCTaBLUMICA HEUCMNONb30BaHHbIM KOHLEHTPAT OTMbIBOYHOrO pacTBOpa cleAyeT XpaHWTb Npu TemrepaTtype
+2...+8 °C B TeyeHue Bcero cpoka rogHoctn Habopa.

- MPUrOTOB/IEHHbIN OTMbIBOYHbBI PacTBOP CrielyeT XpaHUTb NPy KOMHaTHoW TemnepaType (+18...+25 °C) He 6onee
15 cyToK unu npu Temnepatype +2...+8 °C He 6onee 45 cyTok.

MpumeuaHue. Mocne NCNoNb30BaHUA peareHTa HeMed/IEHHO 3aKpbiBaliTe KPbIWKY dnakoHa. 3aKpbiBaliTe KaxKablii
¢$nakoH CBOel KPbILLKOW.
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8.4. |_|pl/l ncnonb3oBaHUN Ha6opa AnAa npoeegeHnA HECKOJIbKMX He3aBUCUMDbIX cep|/||7| aHannsoB cnefyeT nMmeTb B

BMAY, YTO ONA KaXX[Oro HE3aBUCMMOTO onpeeneHna Heo6xoAMMOo NOCTPOEHEe HOBOMO KanmbpoBoUyHoro rpadurka; Kpome
3TOro, peKOMeHAyeTCA onpefeneHmne KoOHUeHTpauum T3 B KOHTPOJIbHOW CbIBOPOTKE.

8.5. na nonyvyeHnA HafeXHbIX pe3ysibTaToB HEO6XO)J,I/IMO cTporoe CO6HIOﬂeHV|e MHCprKLI,I/IVI no NpumMmeHeHn

Habopa.

9. TNPOBELEHUE AHAJIU3A

MomecTuTe B pamMKy HeOGXOAMMOE KONMUYECTBO CTPUMOB - CCieayemble 06pasLbl B 2 MOBTOpax 1 12 nyHOK ans
KanubpoBOUYHbIX NPO6 1 KOHTPONBbHOW CbIBOPOTKM.

MpuroToBbTE KOHDBIOrAT: A1 TOro Pa3baBbTe KOHLEHTPAT KOHbloraTa B 2 pa3a 6ydepom ans pa3BefeHnsa KOHLEHTpaTa
KoHblorata. BHUIMAHMWE! Pa3baBneHHbI pacTBOP KOHblorata He XxpaHuTca! Pa3baBnaiTe TONbKO Ty YacTb KOHLIEHTpaTa
KOHbBlOraTa, Kotopas HeobxofMma Ans AaHHOW NOCTaHOBKM!

Mpumep: Ha 1 cTpun (8 nyHoK) noTpebyetca 900 MKN KoHbloraTa: 450 MKN KOHLEeHTpaTa KoHbloraTa + 450 mkn 6ydepa ana
pa3BefeHna KOHLeHTpaTa KoHblorata

BHecuTe B COOTBETCTBYOLME NYHKN B AYONMKaTax No 25 MKN KanmbpoBOYHO MPobbl U KOHTPONbHON CbIBOPOTKH. B
OCTanbHbIe NYHKN BHeCUTE B flybnvKaTax no 25 MKn nccnegyemblix 06pasLoB CbIBOPOTKHY (M1a3mbl) KpoBu. BHeceHne
KannbpOoBOYHbIX MPO6, KOHTPOSIbHOW CbIBOPOTKU U UcCriefyemMblx 06pa3LioB HEO6XOAUMO NPOU3BECTY B TeYeHUe 15 MUHYT.

BHecuTe BO BCe nyHKM no 100 MKN KOHbloraTa.

3aknenTe nnaHweT Gymaron Ansa 3aKknemBaHUs NnaHWeTa v MHKYOrpyiTe ero B TeueHne 60 MUHYT npwu Temnepatype +37 °C.

Mo oKoHYaHUM UHKY6aLWK yaanuTe COAEP>KUMOE NTYHOK 1 OTMOITE NyHKM 5 pa3. MNpu Kaxkaol oTMbiBKe J06aBbTe BO BCE JIYHKM
no 250 MK/ OTMbIBOYHOTIO pacTBopa (cMm. n.7.3), BCTPAXHUTE MIAHLWET KPYroBbIMU ABUXEHUAMU NO rOPU3OHTaNIbHOM
NOBEPXHOCTY C Noc/eaytoLLe acnnpaunen unm AekaHTpoBaHneM. 3aieprkka NPy OTMbIBKE (3amayurBaHme NIyHOK) He
Tpebyetca. Mpu Ka>kaom AeKaHTUPOBaHMM HEOOXOAMMO TLATENIbHO YAANATb OCTAaTKU XKULKOCTU U3 NTYHOK MNOCTYKUBaHEM
nnaHLweTa B NepeBepPHYTOM NONOXKEHUMN NO GUNbTPOBasibHON Bymare.

BHecuTe BO Bce nyHKkn no 100 Mkn pacTBopa cyb6cTpaTta TeTpameTnnbeHsnanHa. BHeceHme pactBopa cy6cTpaTta
TeTpameTnnbeH3ngMHa B NyHKM Heo6XoAMMO NPOK3BECTM B TeYeHre 2-3 MUH. IHKYyOupyliTe NnaHLWweT B TEeMHOTe Npw
KOMHaTHOM TemnepaTtype (+18...425 °C) B TeyeHne 10-20 MMHYT B 3aBUCMMOCTMN OT CTEMEHW Pa3BUTMA CUHErO OKpaLUMBaHWA.

BHecuTe BO BCe NNYHKM C TOM e CKOPOCTbIO 1 B TOW »Ke NoC/ief0BaTeNbHOCTY, KaK 1 pacTBOp Cy6CTpaTa TeTpaMeTunbeH3nanHa,
no 100 MK CToN-peareHTa, NPy 3TOM COLEPXKIMMOE JIYHOK OKPALLNBAETCA B APKO-KENTbIN LiBET.

MN3mepbTe BennumHy ontryeckor nnotHoctu (Of1) copepumoro nyHOK nnaHweta Ha GoTomeTpe BepTMKanbHOro
CKaHWPOBaHMsA NpU AnnHe BoJHbl 450 HM. Mi3mepeHme Ol cogepKUMOoro NyHOK niaHLweTa Heo6XxoANMO NPOV3BECTM B TeUeHKe
15 MUH Nocsie BHeCeHWA cTon-peareHTa. bnaHk doTomeTpa BbICTaBNsANTE MO BO3AYXY.

10

MocTpoiTe B nonynorapnudmMmyeckmx KoopanuHaTtax KambpoBOoYUHbI rpaduk: 0cb abcumcc (x) - AeCATUYHBIA norapudm
KOHLIeHTpaLmu T3 B KannbGpPOoBOUHbIX NPo6ax (HMOJb/J), OCb OPAMHAT (y) - ONTMUYECKas MAOTHOCTb KanmbpoBoUHbIx Npo6 (Or1
450 Hm). Ina anroputma obcyeTa (@annNpoKcumaLmmn) KanmbpoBoUYHOro rpaduka NCNosb3ynTe NHTEPBaNbHbIN (KyCOUYHO-
NINHEWHbIN, «OT TOYKM K TOUKe») meTof. MprpaBHANTE KOHLEHTPaLUI0 KannbpoBoyHo Npobbl 0 HMONb/N K HECYLeCTBEHHO
Manown BennyuHe, Hanpumep, 0.001 Hmonb/n.

1

OnpepenunTe no KanubposouHoMy rpadurKy cogepxaHue T3 B uccnegyembix obpasuax.

10. OXUOAEMBbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBaACb Ha pe3ynbratax nccnegosaHunin, nposegeHHbix OO0 «XEMA», pekomeHayeM Monb30BaTbCA

HOpMamu, MPUBELEHHbIMU HUXKe. BMmecTe ¢ Tem, B COOTBETCTBUM C NpaBunamu GLP (Xopoluel n1abopaTtopHON NpakTuku),
Karkfaaa nabopaTopma AoMmKHa cama onpefaenuTb NapameTpbl HOPMbI, XapakTepHble Ana obcnegyemon nonynAumn.

MpumevaHne.
3HaueHVA KOHUEeHTpaumin T3 B nccnepyemblix obpasuax, Haxogsalmeca HKe rpaHnLbl YyBCTBUTeNbHOCT Habopa

(0.2 HMoNb/N), a TakKe MpeBblaLWMe 3HAYEHNE BEPXHEN KannbpoBOoUYHON Npobbl (15 HMONb/N) ciegyeT NpMBOAWTL B
cnegyowen Gopme: B uccnegyeMom obpasue X KoHueHTpaums T3 Huxke 0.2 HMosb/n unu Bbiwe 15 HMonb/n.

B Habope «T3-DA» 3HaueHMA KOHLEHTpaumii KannmbpoBOUHbIX MPo6 BbipaXeHbl B HMoMb/N. [nAa nepecueta

KOHLl,eHTpaLI,VIVI B HF/MJ'I, nonyyeHHoe 3HayeHme KOHUEeHTpauum B HMONb/N caienyetr  YMHOMUTb  Ha 0.65.
1 Hmonb/n = 0.65 Hr/mn.
EqvHnubl EanHnupbl gon.
HMONb/N Hr/mn
Ncenepyemas a . . . .
NIERyeman rpynn HwxHmin BepxHui HwxxHmn BepxHuin
npegen npegen npegen npegen
3[,0POBbIE JOHOPbI 1.2 3.2 0.8 2.1
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1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American Medical Association: Drug
Evaluations Annual 1995. Amer Med Assn, Chicago, 1995, ch 47, pp 1039-1040.

2. Robins J & Rall JE. The lodine -Containing Hormones. IN Hormones in Blood (2nd ed) 1: 383-490, Gray CH &
Bacharach AL (eds) London Academic Press, 1987

Mo Bonpocam, Kacalowmmcsa Kavectsa Habopa «T3-UDA»,

cnegyet obpatyatbea B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a lNapkosas, a. 48, 1-1 nog., 5 atax,
Ten/dpakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOroKaHasnbHbIi)

3M1eKTPOHHasA noyTa: info@xema.ru
WHTepHeT: www.xema-medica.com

PykoBogauTenb cnyx6bl knneHTckoro cepsrca OO0 «XEMAy,
K. 6. H. [1. C. KocTpukunH
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Instruction for use.

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

1. INTENDED USE

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

This kit is designed for measurement of triiodothyronine 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
Thyroid hormones thyroxin (T4) and 3,5,3'-triiodothyronine (T3) exert regulatory influences on growth, differentiation,
cellular metabolism and development of skeletal and organ systems. T4 and T3 in blood are found both in free and bound
form — mostly, they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert hormonal activity also
their percentage is very low - 0.3% for T3 and 0.03% for T4.
The concentration of T3 is much less than that of T4 but its metabolic activity is about 3 times greater. About 80% of T3 is
produced in peripheral tissues by deiodination of T4, and only 20% is secreted by thyroid gland. That is why in hypothyroid
patients T3 level may for a long time remain on the lower limit of the normal range, because its loss may be compensated
by enhanced conversion of T4 into T3.
Determination of T3 level is most useful in T3-hyperthyroidism because 5-10% of such patients do not show significant
changes in T4 level while concentration of T3 is highly elevated.
Elevated T3 levels are seen in early thyroid hypofunction, after intake of estrogens, oral contraceptives, heroin, methadone,
during pregnancy.
Decreased concentrations of T3 are found in initial stage of hyperthyroidism, acute and subacute thyroiditis, after intake of
androgens, dexamethasone, salycilates.Decreased concentrations of T3 are found in initial stage of hyperthyroidism, acute
and subacute thyroiditis, after intake of androgens, dexamethasone, salycilates.

3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen is placed into the microwells
coated by specific rabbit polyclonal to T3-antibodies simultaneously with conjugated T3-peroxidase. T3 from the specimen
competes with the conjugated T3 for coating antibodies. After washing procedure, the remaining enzymatic activity bound
to the microwell surface is detected and quantified by addition of chromogen-substrate mixture, stop solution and
photometry at 450 nm. Optical density in the microwell is inversely related to the quantity of the measured analyte in the
specimen.

4.  WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0 % H,SO.. It may cause skin irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents. Microbial contamination of reagents
may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal test results are only obtained
when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous waste according to the national
biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity of peroxidase.

4.14. 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. KIT COMPONENTS

5.1. Contents of the Kit
Stability of
. . Colour opened/
Symbol Description Qty | Units code diluted
components
T3 ElA strips, | polystyrene microwells coated until
1| SORBMTP 8x12 wells with rabbit polyclonal to T3 ! pes exp.date
Calibrator
set, 0.8 ml | human triiodothyronine diluted
each.Theset | in tris buffered preservative -
2 | CAL1-5 contains 5 | 0.01% Bronidox L, 0.01% 2- 5 ocs blue (C1 - until
calibrators: Methyl-4-isothiazolin-3-one- colourless) exp.date
0; 0.75; 1.5; | hydrochloride; also contains blue
7.5; 15 | dye
nmol/I
dilution of preselected human
serum, with high content of
Control triiodothyronine with until
3 | CONTROL | serum . o . 1 pcs colourless
0.8 ml) preservative — 0.01/) Brgnldgx L, exp.date
0.01% 2-Methyl-4-isothiazolin-3-
one-hydrochloride, colourless
Aqueous solution of T3 coupled
with  horseradish  peroxidase Concentrate
Conjugate diluted on phosphate buffered - until
4 | CONJ2X concentrate, | saline with casein from bovine 1 pcs blue exp.date
7 ml milk and detergent (Tween-20), Diluted - 1
contains 0.1% phenol as day at 2-8 °C
preservative and blue dye
Aqueous  Tris-buffered  BSA
Conjugate solution, preservative - 0.01% .
5 | DILCONJ dilution Bronidox L, 0.01% 2-Methyl-4- | 1 pcs blue until
buffer, 7 ml isothiazolin-3-one- exp.date
hydrochloride; contains blue dye
Substrate ready-to-use single-component until
6 | SUBSTMB | solution, tetramethylbenzidine (TMB) 1 pcs colourless
. exp.date
14 ml solution.
Concentrate
- until
Washing aqueous solution of sodium el;(Fl).c:aLe
7 BUF WASH | solution chloride and detergent (Tween 1 pes colourless walsuhieng
26X concentrate | 20), contains proClin300 as a -
26x, 22 ml preservative solution - 45
’ days at 2-8
°Cor15
days at RT
Stop . .
8 | STOP solution, >-0% vc.)l/voll solution of 1 pcs colourless until
sulphuric acid exp.date
14 ml
9 | Noo3 Plate sealing - 2 | pes - N/A
tape
10 | K2111 'Tr‘3StEr|‘;\Ct'°” . 1 | pes - N/A
QC data
11 | K211Q sheet T3 EIA - 1 pcs - N/A
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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 £2 °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.
Specimens may be stored for up to 48 hours at 2-8 °C before testing. For a longer storage, the specimens should be

frozen at -20 °C or lower. Repeated freezing/thawing should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation
- All reagents (including unsealed microstrips) should be allowed to reach room temperature (+18 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 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.
7.4. Alternative units:
1 nmol/l =0.65 ng/ml
7.5. Assay procedure
Put the desired number of microstrips into the frame; allocate 12 wells for the calibrators CAL 1 - 5 and control
1 | samples CONTROL and two wells for each unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM
UNUSED STRIPS.
Prepare working conjugate solution by dilution of conjugate concentrate 2 fold by conjugate dilution buffer.
2 | ATTENTION: working conjugate solution is unstable and should not be stored! Prepare the volume required for
actual assay run.
3 | Pipet 25 pl of calibrators CAL 1 - 5, control samples CONTROL and unknown samples into the wells.
4 Dispense 100 ul of working conjugate solution into the wells. Cover the wells by plate adhesive tape (included
into the kit).
5 | Incubate 60 minutes at 37 °C.
6 Prepare washing solution by 26x dilution of washing solution concentrate (BUF WASH 26X) by distilled water.
Wash the strips 5 times.
7 | Dispense 100 pl of SUBS TMB into the wells.
8 | Incubate 10-20 minutes at 18...425 °C.
9 | Dispense 100 ul of STOP into the wells.
10 | Measure OD (optical density) at 450 nm.
11 | Set photometer blank on air
12 | Apply lin-log method for data reduction.

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.
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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 triiodothyronine concentration.

9.3. Determine the corresponding concentration of triiodothyronine 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 Absorbance Units (450 nm) x 1000
CAL1 0 nmol/I 2552
CAL2 0.75 nmol/I 2003
CAL3 1.5 nmol/I 1614
CAL4 7.5 nmol/I 714
CAL5 15 nmol/I 398

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 T3. 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 Units alternative
Sex, age nmol/l - - ng/ml
I pper ower -
Lower limit limit limit Upper limit
Healthy donors 1.2 3.2 0.8 2.1

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-T3 100
D-T3 100
L-Thyroxin 0.01
D-Thyroxin 0.04

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.2 nmol/I.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE

1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American Medical Association: Drug
Evaluations Annual 1995. Amer Med Assn, Chicago, 1995, ch 47, pp 1039-1040.

2. Robins J & Rall JE. The lodine -Containing Hormones. IN Hormones in Blood (2nd ed) 1: 383-490, Gray CH &
Bacharach AL (eds) London Academic Press, 1987
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Instruction for use

UHCTPYKLNA NO NMPUMEHEHUIO HABOPA PEATEHTOB
A1 UMMYHO®EPMEHTHOIO OINPEAEJIEHUA TUPOKCUHA
B CbIBOPOTKE (ITJTA3ME) KPOBU

«T4-UDA»

A solid-phase enzyme immunoassay for the quantitative determination
of thyroxin in human serum or plasma

T4 EIA
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«YTBEPKAEHA»
Mpuka3s PocagpaBHap3opa N2 2137-Mp/10 ot 17 mapTa 2010 .
KP[ Ne 6168 ot 04.02.2010

WHCTPYKLUA NO NPUMEHEHUKO HABOPA PEATEHTOB 4J11 UMMYHO®EPMEHTHOIO OINPEQE/NIEHUA
TUPOKCUHA B CbIBOPOTKE (MJTA3ME) KPOBU «T4-UDA»
1. HA3HAYEHUE

1.1. Habop peareHToB «T4-UDOA» npefHa3HaueH 41 KONMUYECTBEHHOIO ONpeaesieHNs KOHLEHTPaLumn TMPOKCUHA B
CbIBOPOTKeE (nnia3me) KpOBU MeTOAOM TBepAoha3HOro MMMYHOPEPMEHTHOMO aHasu3a.

1.2. TupokcuH (T4) n 3,53'TpumoaTnpoHnH (T3) - ropmoHbl, BbipabaTbiBaemble LIMTOBUAHOW >Keneson u
LUUPKYNMpYyoLMe B KPOBM Kak B CBOOOAHOWN, Tak M B CBA3AHHOW ¢opmMe — B OCHOBHOM, C TUPOKCMHCBA3bIBAKOLMM
rno6ynvHom (TCT). FTopMOHaNbHOM aKTUBHOCTbIO 06/1aaloT TONbKO cBoboaHble T3 1 T4, OAHAKO UX fons oveHb mana: 0.03% ot
obuero cogepanma ansa T4 n 0.3% - ana T3. KoHueHTpauwms T4 B CbIBOPOTKE KPOBY — Hanbonee o6LWenprHATLIN NoKasaTeNb
bYHKUMM WMTOBUAHON »Kene3bl, NO3BONSIOWNIA JOBOJIbHO YETKO pa3rpaHnumMBaTh runep-, rmno- n 3ytnpeos. MNoebiweHre
coflepaHua obuiero T4 HabnJaeTcs Npu rMNePTUPEO3e, NPY ONyXoNAxX rmnodursa, Npu COCTOSHUAX C MOBbILLEHHBIM
ypoBHeM TCT (6epeMeHHOCTb, OCTPbIN UM XPOHUYECKMIA aKTUBHBIN FenaTuT, SCTPOreHCeKPeTPYIOLLUE OMYXOMN UK NpuemM
3CTPOreHOB, reHeTUYeckn obycnoBiieHHOe MOBbILEHKE), MPU NpUuemMe opanbHbIX KOHTPaLEenTUBOB, repovHa, MeTafoHa,
TUpeongHbix npenapatos, TTT, TupeonmbeprHa. CHMXKeHNe copepKaHusa obwero T4 HabnogaeTca Npu rMNoTMpPeose,
NaHrMNoNUTYMTapmMame, COCTOAHMAX C MOHWXKEHHbIM YypoBHeM TCI (akpomeranus, HebpOTUYECKUA CUHAPOM,
rMNonpoTenHemMunsa, XPoHMYecKme 3aboneBaHNA MeveHy, aHLpOreHCceKpeTMmpyoLwme onyxonu Wan npuem aHgporeHos,
reHeTuyeckn oOYyCNOBNEHHOE CHUXeHMe), remonuse, OGU3NYecKom Harpyske, Mnpu npvieme ammHOCANULMIIOBOWN 1
aueTUNCanuumMIoBO KUCIOT, TIIOKOKOPTUKOMAOB, CynbdaHnnammnpos, XonectMpaMuHa, pe3epnvHa, Moauia Kanus,
TPUNOLATUPOHMHA.

2. NPUHLUNIN PABOTbl HABOPA

OnpepfeneHne TUPOKCMHA OCHOBAHO Ha WCMONIb30BaHWM KOHKYPEHTHOro MMMYyHOpepMeHTHOro aHanmsa. Ha
BHYTPEHHEeWN NOBEPXHOCTU NYHOK MnaHweTa UMMOOUIM30BaHbl MbllUMHbIE MOHOKINIOHasbHble aHTUTena K T4. Bo Bpemsa
WHKy6aLMM TUPOKCKH 13 06pasLia KOHKYpUPYET C KOHbIOrMpoBaHHbIM T4 3a CBA3bIBaHME C aHTWTENaMy Ha NOBEPXHOCTH
NyHKW. B pe3synbTaTe ob6pa3yeTca CBA3aHHbIN C MAACTUKOM «CIHLBUY», COAepKaLumin nepokcraasy. Bo Bpems nHkybaumm ¢
pacTBOpoM cybcTpaTta TeTpameTunbeHsmarHa (TMB) nponcxoAnT OKpallvBaHWE PAcTBOPOB B JIYHKAX. VMIHTEHCMBHOCTb
OKpacKku ob6paTHO MPOMOPLUMOHAIbHA KOHLEHTPAUMM TUPOKCUHA B UcciegyemomM obpasue. KoHueHTpaumio TMPOKCKHa B
uccnegyembix 0bpasLax onpepensoT rno KannbpoBOYHOMY rpaduKy 3aBUCUMOCTY ONTUYECKON MAIOTHOCTU OT COAepXKaHuA
TUPOKCMHA B KalIMOPOBOYHBIX NMpobax.

3. AHAJINTUYECKUE XAPAKTEPUCTUKU
3.1. CneunduUHOCTDb. MNepeKpecTHas peakLnsa MbILUVHbIX MOHOKIIOHaNIbHbIX aHTUTeN K T4 ¢ apyruMm aHanuTamm
npusepeHa B Tabnumue:

AHanut MNepekpecTHas peakuus, %
L-TpoKcuH 100
D-TMpoKcnH 30

T3 0.5

3.2. BocnponssopanmocTb.

KoadduuneHTt Bapmaunm pesynbTatoB onpefeneHnsa copepaHusa T4 B OAHOM 1 TOM e obpasue CbIBOPOTKM
(nnasmbl) KpoBu ¢ ncnosb3oBaHmeM Habopa «T4-UDA» He npeBbiwaet 8.0%.

3.3.JInHenHOCTDb.

3aBUCMMOCTb KOHLUeHTpaumm T4 B obpasuax CbIBOPOTKM (Nnasmbl) KPOBW MPW pa3BefeHWUM KX CbIBOPOTKOMN
(nnasmon) KpoBu, He copeprkaiien T4, MeeT NMHENHbI XapakTep B Auana3soHe KoHueHTpauumi 32-320 Hmonb/n n
coctasnaet £10.0%.

3.4. ToyHOCTb.

JaHHbI  aHaNUTNYeCKNn napameTp NpPOBepsAeTcA TeCTOM Ha «OTKPbiTMe» — COOTBETCTBME W3MEPEHHON
KOHLeHTpauun T4 npennncaHHOW, MONYYEHHOW MyTeM CMELUMBAHUA pPaBHbIX OOBEMOB KOHTPOJSIbHOW CbIBOPOTKU W
KannbposoyuHOM Npobbl 64 HMoNb/ 1. MpoLeHT «OTKPbITMA» cocTaBnaeT 90-110%.

3.5. YyBCTBUTENbHOCTDb.

MuHuManbHasa pocToBepHo onpepensemas Habopom «T4-DA» KoHueHTpauua T4 B CbIBOPOTKe (Mna3me) KpoBM He
npeBblllaeT 3 HMONb/N.
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4. COCTAB HABOPA

Koa CumBon HanmeHoBaHune Konuects En. OnucaHune
KOMMOHEHTa o
1 P2127 SORB MTP MnaHwet 96-nyHc3qu|M NoNNCTUPONOBbIN, 1 wr )
CTPUMNMPOBAHHbIW, FOTOB K MCMNONb30BaHNIO
npo3payHble
KannbpoBouHbie Npobbl Ha OCHOBE CbIBOPOTKM mMAKOCT:e:gaCHOFO
KPOBW YeNI0BEKa, COAepaLLme N3BeCTHble (Kanmg 0BOUHAs
2 C212Z CAL1-5 KONMyecTBa TUPOKCKHa - 0; 32; 64; 160; 320 5 wT n §6a 0-
HMOJb/N, FOTOBbI K UCMONb30BaHuo (Mo 0.8 mn P
npo3spayHas
KaXkgas)
becuseTHas
YKUAKOCTb)
KoHTponbHas CbIBOPOTKa Ha OCHOBE CbIBOPOTKM npo3spayHas
3 Q21272 CONTROL KPpOBM YesioBeKa C N3BECTHbIM COAepPKaHneM 1 wT 6ecuBeTHanA
TUPOKCMHA, FOTOBa K 1Cnonb3oBaHuto (0.8 mn) XKNOKOCTb
npo3spayHas
4 T212Z CONJ HRP KoHbtorat, rotoB K ncrnonb3oBaHuio (14 mn) 1 wT »KNOKOCTb KpacHOro
uBeTa
npo3spayHas
5 RO557 SUBS TMB PactBop cybcTpata TeTpameTunbeHsuguHa (TMB), 1 wr GecupeTHan
roTOB K UCMonb3oBaHuio (14 mn)
KNOKOCTb
KoHuUeHTpaT OTMbIBOYHOIO pacTBopa (coneson npospayHas
BUF WASH N .
6 S008Z 26X pacTBop ¢ TBUH-20 1 6EH30MHON KNCSIOTOW), 1 wT becuBeTHas
26X-KpaTHbIi (22 mn) KUAKOCTb
npo3spayHas
7 R050Z STOP Cron-peareHT, roToB K NCNONb30BaHuto (14 mn) 1 wT becuBeTHas
KNOKOCTb
8 N003 - Bbymara and 3aknemBaHuA nnaHwerta 2 wT -
WHCTpyKuma no npumeHeHuto Habopa peareHToB
9 K212l T4-VOA» 1 wT
MacnopT KoHTponA KayectBa Habopa peareHToB
10 K212Q «T4-NDA» 1 wr

5. MEPbI MIPEQOCTOPOXXHOCTU

5.1. MoTeHumManbHbIN pUck npumeHeHusa Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce komnoHeHTbl Habopa, 3a ucknioueHvem cton-peareHTa (5.0% pacTBOp CepHOl KUCIOTbI), B MCMOb3yeMbIX
KOHLEHTPaLUAX ABAAITCA HETOKCUYHbBIMUA.

PacTBop cepHoli KNCNIOTbI 06M1afaeT pasgpaxaolm fgencTerem. Mi3beratb pa3opbi3rviBaHNsA 1 MONaAaHysa Ha KOXY
n cnmsncTble. Mpr nonagaHWm Ha KOXY WM CAM3UCTble MOPaXKeHHbI Y4acToK creflyeT MpoMbITb GONbWINM KOANYECTBOM
NPOTOYHON BOAbI.

5.3. MNpu pabote c Habopom cnepgyetr cobniogatb «[lpaBuna YCTPONCTBA, TeXHUKM 6e3onacHoCTy,
NPOW3BOACTBEHHOW CaHUTapuy, NPOTUBO3MVAEMUYECKOTO PEXMMa U JINYHOW TUrMeHbl npu paboTe B nabopaTopuax
(oTmeneHmAx, oTaenax) CaHUTAPHO-3NUAEMUONIOTNYECKNX YupeKaeHnin cuctembl MuHucTepcTBa 3gpaBooxpaHeHma CCCP»
(Mocksa, 1981 r.).

5.4. MNpwu pabote ¢ Habopom crefyeT HageBaTb OJHOPA30Bble PE3UHOBbIE WM MIACTUKOBbBIE MEPUYATKU, TaK Kak
06pa3Lbl KpOBU YenoBeKa crefyeT pacCMaTpuBaTb KakK MOTEHUMANbHO WHPULMPOBAHHBIA MaTepuas, CMOCOOHbIN
LJIMTeNlbHOE BPeMs COXPaHATb 1 nepeaaBatb BUY, Bupyc renatuta nnu noboii gpyroi Bo3dyanTenb BUPYCHOW NHOEKLNN.

5.5. Bce ucnonb3oBaHHble OfHOpa3oBble MaTepuanbl nofsepratb o6paboTke Ae3nHPUUMpPYOWNMK
cpeactBaMy € nocnegytouwen ytunusagyuen (cm. MY-287-113 «Metoguyeckume yKasaHusa no aesnHbekymn,
npeacTepunn3auMoHHON OUYNCTKE 1 CTEPUNU3aL v N3genmnin MeauLMHCKOrO Ha3HauYeHUA).

5.6. MeguuuHckne otxopbl Knacca b. Ytunusaumio uwnu yHuutoKeHue, pesvHdekuuio HabopoB peareHTOB
cnefyet npoBoautb B cootBeTcTBUM C  CaHluH  2.1.7.2790-10 «CaHuWTapHO3MMAaeMuonornyeckne tpebosaHua K
obpalleHnio ¢ MeaULUMHCKAMU  OTXOAaMMn» " MY-287-113 «MeTognueckme ykasaHua no ae3nHdekuuw,
npeacTepunn3aLiOHHON OYNCTKE U CTEPUN3aALMN U3ZENUIA MeSULNHCKOrO HasHaYeHUA.
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6. OBOPYJOBAHUE UMATEPUAJIbl, HEOBXO4UMDbIE [TPU PABOTE C HABOPOM

- boTOMeTP BEPTUKaNbHOIO CKaHNPOBaHWA, MO3BONAIOLMIA M3MEPATb ONTUYECKYIO MIIOTHOCTb COAEPKMMOTO TYHOK
nnaHweTa npu anvHe BosHbl 450 HM;

- TepMoCTaT, NoAAepXunBaoLWL M TemnepaTypy +37+2 °C;

- 103aTOPbl CO CMEHHbIMW HaKOHEeYHMKaMK, No3BonALWMe oTomMpaTb 06bemMbl B Arana3oHe 25-250 Mkn;

- LMAVHAP MepPHbI BMecTuMocTbio 1000 mn;

- BOAA ANCTWIINPOBAHHAS;

- NepyaTKN Pe3NHOBbIE U NIACTUKOBbIE;

- bymara punbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB AJ14 AHAJIN3A

7.1. MNepen npoBefeHNeEM aHanM3a KOMMNOHEHTb Habopa n uccnegyembie 06pasubl CbIBOPOTKU (Ma3mbl) KPOBU
cnepyeT BblAepXKaTb Npu KOMHaTHoOM Temnepatype (+18...+25 °C) He meHee 30 MUH.

7.2. MpurotoBneHve NnaHLweTa.

BCcKpbiTb MakeT C MAaHWETOM UM YCTAaHOBUTb Ha PaMKy Heobxoanmoe KonmuyectBo cTpunoB. OcTaBlumecs
HEeNCnosnb30BaHHbIMY CTPUWMbI, YTOObI MPefOTBPaTMTb BO3LAEWCTBUE Ha HUX BRaru, TWATeSbHO 3aKneutb Gymaromn ans
3aK/ienBaHUsA NMaHLLIETa U XPaHUTb Npu TemnepaTtype +2...+8 °C B TeueHne BCcero cpoka rogHoct Habopa.

7.3. MpurorosneHne oTMbIBOYHOro pacTBopa.

B cnyuae pgpob6bHoro wucnonb3oBaHuA Habopa cnesyetr oTobpaTb HeOOXOAMMOE KONMYEeCTBO KOHLEHTpaTa
OTMbIBOYHOIO PacTBOpa M pa3BecTy AUCTUINIMPOBAHHOW BOAOM B 26 pa3 (1 M KOHUeHTpaTa OTMbIBOYHOIO pacTBOpa
+ 25 Mn gUCTURNNMPOBAHHOW BOAbI).

8. YCJIOBUA XPAHEHUA U SKCITJTYATALIUN HABOPA

8.1. Habop peareHToB «T4-VIDA» [OMKEH XPAHUTBCA B YNAKOBKE NPefAnpuUsaTAA-U3roToBUTENs Npu TemnepaTtype
+2...+8 °C B TeueHe BCEro CPOKa rofHOCTU, YKa3aHHOTO Ha ynakoBke Habopa.

[JonyckaeTcAa xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype go +25 °C He Gonee 15 cytok. He
[ONycKaeTcsA 3aMopaxnBaHue Lenoro Habopa.

[onyckaeTca ogHOKpaTHoe 3amopaxuBaHue (-20 °C) Kann6poBOUHbIX NPO6 U KOHTPOJNIbHOI CbIBOPOTKI B
anukBoTax.

8.2. Habop paccuntaH Ha NpoBefeHMe aHanu3a B gybnukatax 42 nccnefyemblix 06pa3uoBs, 5 KanmbpoBOUHbIX MPO6
1 1 Npo6bl KOHTPOSIBHOW CbIBOPOTKYU (BCEro 96 onpeaeneHuni).

8.3. B cnyyae gpo6Horo ncnonb3oBaHua Habopa KOMMOHEHTbI CeAYET XPaHUTb ClieayoLwymM 06pa3om:

- OCTaBLUMECS HEWCMNOb30BaHHbIMW CTPUMbl HEOOXOAMMO TLIATENbHO 3aKNeWTb Oymaron Ans 3aknenBaHus
nnaHLeTa U XpaHUTb Npy Temnepatype +2...4+8 °C B TeUeHue BCero cpoka rogHoctr Habopa;

- KOHBIOraT, CybCcTpaT, CTOM-peareHT Nnocse BCKPbITUS GIAKOHOB CliefyeT XpaHUTb Npu TemnepaType +2..+8 °C B
TeueHwue BCero cpoka rogHoctn Habopa;

- KannbpoBOuYHble MpPOObI 1 KOHTPOJNIbHYIO CbIBOPOTKY MOC/e BCKPbITUA (nakoHOB credyeT XpaHWUTb npwu
TemnepaTtype +2...+8 °C He 6onee 2 mecALes;

- OCTaBLUMNCA HENCMNONb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBOpa cnefyeT XpaHWUTb Mpu TemnepaTtype
+2...+8 °C B TeueHue Bcero cpoka rogHoctn Habopa;

- NPUrOTOBJNIEHHbIV OTMbIBOYHbIV PacTBOP CleayeT XPaHUTb NPU KOMHaTHoW Temnepatype (+18...4+25 °C) He 6onee
15 cyToK unuv npm Temnepatype +2...+8 °C He 6onee 45 cyTokK;

MpumeyaHue. NMocne NCNoNb30BaHUA peareHTa HeMeaNEHHO 3aKpbiBaliTe KPbILWKY GplakoHa. 3aKpblBalTe KaXKkabli
¢$bnakoH cBoel KpbILLKOWN.

8.4. [inAa npoBefeHnNa aHann3a He cnegyeT NCMOMNb30BaTb FeMOIN3MPOBaHHYI0, MYyTHYIO CbIBOPOTKY (Mn1a3my) KpoBWY,
a TaKkXKe CbIBOPOTKY (Mna3my) KpoBM, cofeprkallyto a3ung HaTpus.

Ecnn aHann3 npom3BoanTcAa He B fieHb B3ATUA KPOBW, CbIBOPOTKY (Nnasmy) cnegyeT XpaHUTb Npu Temnepartype
-20 °C. MoBTOpHOE 3aMOpakKMBaHUe-OTTauBaHVe 06pa3L 0B CbIBOPOTKHU (Na3mbl) KPOBY He JOMYCKaeTCsA.

8.5. NckniouaeTca ucnonb3oBaHe AnA aHanm3a obpasuoB CbIBOPOTKM (Mna3Mbl) KPOBW Niofeid, nonyyaBLnx B
Lenax AMarHoCTUKN UK Tepannn npenapatbl, B COCTaB KOTOPbIX BXOAAT MblLUWHbIE aHTUTENa.

8.6. Mpu ncnonb3zoBaHuy Habopa ans npoBefeHNsA HECKONbKNX HE3aBUCKMbIX CEPUIA aHANIM30B CliefyeT UMETb B
BMAY, UTO ANA KaXKAOro He3aBNCUMOro onpejeneHna Heo6xoArMO NOCTPOEHVE HOBOIO KannbpoBOYHOro rpaduka; Kpome
3TOro, pekoMeHayeTca onpegenieHne KoHUeHTpaunm T4 B KOHTPOSIbHOW CbIBOPOTKE.

8.7. [InAa nonyyeHnsa HafeXHbIX pe3ynbTaToB HeobxogMmo cTporoe cobnogeHne NHCTPYKLUM NO NPUMEHEHMIO
Ha6opa.

8.8. He ncnonb3yinte KOMNOHEHTbI U3 APYrMX HA6OPOB MM U3 aHANOIMMYHbIX HABOPOB APYrUX CEPUA.
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9. [TPOBEJEHUE AHAJIU3A

MomecTnTe B pamMmKy HEOOXOAMMOE KONMYECTBO CTPUMOB - McCeayemble 06pasLibl B 2 MOBTOpax 1 12 iyHoK ans
KannbpoBOYHbIX MPO6 1 KOHTPOJbHOWN CbIBOPOTKM.

BHecnTe B COOTBETCTBYIOLME NYHKIM B AYGAMKaTax no 25 MK KannbpoBoUHOW NPobbl 1 KOHTPOSBbHOW CbIBOPOTKU. B
OCTanbHble NYHKM BHecUTe B Ay6imKaTtax no 25 MKn uccnegyembix 06pasuLos cbIBOPOTKY (Nna3mbl) KpoBu. BHeceHne
KanubpoBOUHbIX NPO6, KOHTPOSIbHON CbIBOPOTKYM 1 UCCiesyeMbix 06pa3LoB HEOGXOANMO NPON3BECTN B TeUeHMe 15 MUHYT.

BHecute BO Bce nyHKM no 100 MKN KOHbloraTa.

3akneinTe nnaHwWeT 6ymaron AN1A 3aKNenBaHyA NNaHLeTa n UHKYBUpPYITe ero B TeueHne 60 MUHYT Npu Temnepatype +37 °C.

Mo okoHuYaHuN VIHKyGaLlVIVI yoanute cogepxmmoe nyHoK 1 oTmonTe JIYHKU 5 pas. an/l KaX[oln OTMbIBKe f06aBbTe BO BCe
JIYHKK No 250 MKN OTMbIBOYHOTO pacTBopa (cm. n.7.3), BCTPAXHUTE NNaHLWET KPYroBbiIMnN ABUXEHUAMMN NO FOpVI3OHTaJ1bHOVI
NOBEPXHOCTU C nocne,qyrou.leﬁl acnmpaumeﬁl nnn AeKaHTnpoBaHNeM. 3a,qep>KKa npn OTMbiBKe (3amaumBaHue HyHOK) He
Tp66YETCﬂ. anI KaXXOoOM AeKaHTUPOBaHUN Heob6Xxo4MMO TWaTeNnbHO YAaNATb OCTaTKN XUOKOCTU U3 JTYHOK NOCTYKMBaHUEM
njaHweTa B NnepeBepPHYTOM MNOJIOKEHUN NO (I)VIJ'IprOBaJ'IbHOVI 6ymare.

BHecunTe BO Bce nyHKM no 100 MKn pacTBopa cybcTpaTta TeTpameTnnbeHsnguHa. BHeceHme pacteopa cyb6ctpata
TeTpameTunbeH3ngMHa B yHKM HEOH6XOANMO NPOK3BECTYM B TeUeHre 2-3 MUH. VIHKyOrpyiiTe nnaHWeT B TEMHOTE Npwu
KOMHaTHO TemnepaTtype (+18...425 °C) B TeueHvie 10-20 MUHYT B 3aBUCUMOCTU OT CTEMEHN Pa3BUTUA CUHErO
OKpaLVBaHMA.

BHecunTe BO BCe NYHKM C TOW e CKOPOCTbIO U B TOW Xe NocnefoBaTeNbHOCTH, Kak 1 pacTBop cybcTpaTa
TeTpameTunbeH3namHa, no 100 MK CTON-peareHTa, Npy 3TOM COLEPXKMMOE JIYHOK OKPaLUMBAETCSA B APKO->KENThIN LBET.

I/Ismepre BENMNYNHY onTnyeckomn nnotHoctu (O) COAEepPKMMOTo NYHOK NilaHLWeTa Ha (bOTOMETpe BEPTUKaNbHOro
CKaHNPOBaHWA Npu AnHe BOsHbI 450 HMm. V|3Mep6HVIe on CoOAepPXKMMOro nNyHOK rnjaHweTa Heobxo4MMo nponssectn B
TeyeHune 15 MUH Nocse BHECEHUA CToMN-peareHTa. bnaHk d)OTOMETpa BbICTaBNANTE NO BO34YyXY.

MocTpoiiTe B nonynorapudmMmueckmx KoopamHaTax KanmbpoBoUHbIl rpaduk: oCb abcUmMCC (X) - AeCATUYHBIN Torapudm
KOHLIeHTpaumm T4 B KannbpoBOUHbIX Npobax (HMONb/N), 0Cb OPAUHAT (y) - ONTMYECKas NIOTHOCTb KaIMBPOBOYHbBIX NPO6
(ON 450 Hm). Ons anroprTMa obcueTa (annpoKcMaLuum) KanmbpoBOYHOro rpadrka NCnonb3yinTe MHTEPBabHbIN (KyCOUYHO-
JINHEWHDIN, «OT TOUKM K TOUKe») MeTof. MNprpaBHANTe KOHLEHTPALMIO KanMbpoBOYHON Npobbl 0 HMOMb/M K HECYLLECTBEHHO
Manow BennunHe, Hanpumep, 0.001 HMonb/n

10

OnpepenwviTe No KanubpoBoUuHOMY rpaduKy cogepkaHue T4 B nccnegyemblx obpasuax.

10. OXXUAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHOBbIBasACb Ha pe3ynbTaTtax nccnegoBaHuin, nposegeHHbix OO0 «XEMA», pekomeHayem Mosfib30BaTbCA
HOpMaMu, NPUBEAEHHBIMI HUXKe. BMecTe ¢ TeM, B COOTBETCTBMM C npaBuiamu GLP (Xopoluei 1abopaTopHOM NpakTuKu),

Kakgas nabopatopus OMKHaA caMa ONpeaenTb NapamMeTpbl HOPMbI, XapaKTepHble Ana obcneayemor nonynaumm.
MpumeuaHune. 3HaueHMs KOHUeEHTpauun T4 B wuccnegyemblx obpasuax,

HaxopslMecs HUXKe rpaHuLbl

yyBCTBMTENIbHOCTM Habopa (3.0 HMOMb/N), a Takke MNPEeBbIWAKLNE 3HAUYEHNEe BeEpXHeN KanumbpoBouHoW npobbl (320
HMOJb/N) CnegyeT NpUBOAWTL B Criefyoulen popme: B uccnegyemom obpasue X KoHueHTpauus T4 Huke 3.0 HMOMb/n unm
Bbilwe 320 Hmonb/n. B Habope «T4-VIDA» 3HaueHWA KOHLUEHTPALMIA KanMbpOBOUHbIX MPO6 BblpaXeHbl B HMob/N. [Ons

nepecyeTta KOHUEeHTpaunin B MKI/4n, Nofy4YeHHOe 3HaYeHne KOHUEeHTpaunm B HMONb/N cnegyeT YMHOXUTb Ha 0.0775.
1 Hmonb/n = 0.0775 mkr/gn

EnuHMLbI HMONb/N EnuHuLbl gon. MKr/an
Wccnepyeman rpynna HvxHMR BepxHuit HvixHMR BepxHuit
npegen npegen npegen npegen
30POBbIE AOHOPbI 60 160 4.7 12.4
My>K4mHbI
cTapuwe 61 roga | 60 129 47 10.0
KeHWwmnHbI
crapue 61 roga | 70 | 135 54 10.5
Letn
1-5 net 90 190 7.0 14.7
6-10 net 83 170 6.4 13.2
>10 net 60 160 4.7 124
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Mo Bonpocam, Kacarowwmmca Kayectsa Habopa «T4-UDA»,

cnepyet obpalyatbea B 000 «<XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a lNapkosas, a. 48, 1-1 nog., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbIA)

SNEKTPOHHasA nourta: info@xema.ru
MHTEepHET: www.xema-medica.com

PykoBogutenb cny»6bl knmeHTckoro cepauca 000 «XEMA»,
K. 6. H. [1. C. KocTpukmH
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Instruction for use.

A solid-phase enzyme immunoassay for the quantitative determination of thyroxin in
human serum or plasma

1. INTENDED USE
A solid-phase enzyme immunoassay for the quantitative determination of thyroxin in human serum or plasma.
This kit is designed for measurement of thyroxin 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
Thyroid hormones thyroxin (T4) and 3,5,3"-triiodothyronine (T3) exert regulatory influences on growth, differentiation,
cellular metabolism and development of skeletal and organ systems. T4 and T3 in blood are found both in free and bound
form — mostly, they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert hormonal activity also
their percentage is very low — 0.3% for T3 and 0.03% for T4.
The concentration of T4 is generally accepted as an index of thyroid function which provide enough information to
differentiate between hyper-, hypo- and euthyroidism.
Elevation of total T4 is found in hyperthyroidism, in patients with tumours of pituitary gland, in subjects with elevated TBG
level (pregnancy, acute or chronic active hepatitis, estrogen-secreting tumours or estrogen intake, hereditary elevation of
TBG), in patients taking oral contraceptives, heroin, methadone, thyroid preparations, TSH, thyroliberin.
Low total T4 is found in hypothyroidism, in patients with panhypopituitarism, in subjects with low TBG level (acromegaly,
nephritic syndrome, hypoproteinemia, chronic liver diseases, androgen-secreting tumours, hereditary reduction), in patients
taking aminosalicylic and acetylsalicylic acids, cholestyramine, reserpine, potassium iodide, triiodothyronine.

3. PRINCIPLE OF THE TEST
This test is based on competition enzyme immunoassay principle. Tested specimen is placed into the microwells
coated by specific murine monoclonal to T4-antibodies simultaneously with conjugated T4-peroxidase. T4 from the
specimen competes with the conjugated T4 for coating antibodies. After washing procedure, the remaining enzymatic
activity bound to the microwell surface is detected and quantified by addition of chromogen-substrate mixture, stop
solution and photometry at 450 nm. Optical density in the microwell is inversely related to the quantity of the measured
analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO.. It may cause skin irritation and burns.

4.5, Wear disposable latex gloves when handling specimens and reagents. Microbial contamination of reagents
may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal test results are only obtained
when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous waste according to the national
biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity of peroxidase.

4.14. 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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5.1. Contents of the Kit

5. KIT COMPONENTS

Stability of
Symbol Description Qty Units Colour code opened/diluted
components
polystyrene microwells
1 SORB MTP T4 EIA strips, 8x12 wells coated with murine 1 pcs until exp.date
monoclonal to T4
human thyroxin diluted in a
Calibrator set, 0.8 ml each. preselectgd humoan se‘rum
The set contains 5 preservative - 0.01% Bronidox
- 0 - -4 -
2 CAL1-5 calibrators: 0; 32: 64; 160; !_, ‘ 0.91 % 2-Methyl-4 5 pcs red (C1 - colourless) 2 months
320 nmol/l isothiazolin-3-one-
hydrochloride; also contains
red dye
dilution of preselected human
serum, with high content of
thyroxin with preservative -
3 CONTROL Control serum (0.8 ml) 0.01% Bronidox L, 0.01% 2- 1 pcs colourless 2 months
Methyl-4-isothiazolin-3-one-
hydrochloride, colourless
aqueous solution of T4
coupled with horseradish
peroxidase diluted on
. phosphate buffered solution .
4 CONJ HRP Conjugate, 14 ml preservative - 0.01% Bronidox 1 pcs red until exp.date
L, 0.01% 2-Methyl-4-
isothiazolin-3-one-
hydrochloride and red dye
ready-to-use single-
. component .
5 SUBS TMB Substrate solution, 14 ml tetramethylbenzidine  (TMB) 1 pcs colourless until exp.date
solution.
Concentrate - until
aqueous solution of sodium exp.date
6 BUF WASH Washing solution | chloride and detergent 1 s colourless Diluted washing
26X concentrate 26x, 22 ml (Tween 20), contains P solution - 45 days at
proClin300 as a preservative 2-8°Cor 15 days at
RT
S -
7 STOP Stop solution, 14 ml >0% vc?l/vo! solution of 1 pcs colourless until exp.date
sulphuric acid
N003 Plate sealing tape - 2 pcs - N/A
K212l Instruction T4 EIA - 1 pcs - N/A
10 | K212Q QC data sheet T4 EIA - 1 pcs - N/A

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 £2 °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.

Document: K212I

Instruction version: 1904

Format version: 611

Cover 25 100 60 100R



6. SPECIMEN COLLECTION AND STORAGE.

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

- All reagents (including unsealed microstrips) should be allowed to reach room temperature (+18 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 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.

7.4. Assay procedure

Put the desired number of microstrips into the frame; allocate 12 wells for the calibrators CAL 1 - 5 and control
1 | samples CONTROL and two wells for each unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM
UNUSED STRIPS.

Pipet 25 pl of calibrators CAL 1 - 5, control samples CONTROL and unknown samples into the wells.

Dispense 100 ul of CONJ HRP into the wells. Cover the wells by plate adhesive tape (included into the kit).

Incubate 60 minutes at 37 °C.

Prepare washing solution by 26x dilution of washing solution concentrate (BUF WASH 26X) by distilled water. Wash the
strips 5 times.

Dispense 100 ul of SUBS TMB into the wells.

Incubate 10-20 minutes at +18...+25 °C.

Dispense 100 ul of STOP into the wells.

Measure OD (optical density) at 450 nm.

Set photometer blank on air.

Apply lin-log method for data reduction.

O[NNIV L1 |[hWIN

—_—
—_ O

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.
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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 thyroxin concentration.
9.3. Determine the corresponding concentration of thyroxin 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 A(Zzzr:;r;i(e%ggs
CAL1 0 nmol/l 3020
CAL2 32 nmol/I 2196
CAL3 64 nmol/I 1060
CAL4 160 nmol/I 435
CALS5 320 nmol/I 205

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 T4. 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.

1 nmol/I =0.0775 ug/dI

Units Units alternative
Sex, age nmol/I pg/dl
Lower limit | Upperlimit | Lowerlimit | Upper limit
Healthy donors 60 160 4.7 124
Males
~61 yrs | e | 129 | a7 | 100
Females
S61yrs | 70 | w15 | sa4a | s
Children
1-5yrs 90 190 7.0 147
6-10yrs 83 170 6.4 13.2
>10yrs 60 160 4.7 12.4

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-Thyroxin 100
D-Thyroxin 30
T3 0.5
11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 3 nmol/l.

11.3. Linearity

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

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known thyroxin concentrations. The recovery
percentages ranged from 90 to 110%.
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Instruction for use

UHCTPYKLNA NO NMPUMEHEHUIO HABOPA PEATEHTOB
A/1A UMMYHO®EPMEHTHOIO OINPEAEJIEHUA

CBOBO4HOIo TPUNOATUPOHUHA
B CbIBOPOTKE (I1JIA3SME) KPOBU

«ceT3-UDA»

A solid-phase enzyme immunoassay for the quantitative determination of free
triiodothyronine in human blood serum or plasma

fT3 EIA

; For 96 determinations /Ha 96 onpedeneHuti
Ans un sumpo duazHocmuku

cRRTIFI RTIFIC,
B Oy
A o )
SN \1 &g
[ =] o
A L B
2\ I\ B
A g

N XEMA Co., Ltd.

The 9th Parkovaya, 48

105264 Moscow, Russia

Telephone/fax +7(495) 737-39-36; 737-00-40
e-mail: redkin@xema.ru

Internet: www.xema-medica.com

HOMEP 10 KATAJIOT'Y | REF | K213

TY N2 9398-213-18619450-2011

Ne OCP 2011/11009 o1 09 nioHa 2011 ropa

q =

Authorized Representative in EU:
Polmed.de

Steinacker 20, D-73773
Aichwald, Germany

e-mail: info@polmed.de




H4001/09/00L St

.

A

sawi} G ysem

7

In/uwin 00T

aniL
sdans

©

0, Ge+8l+

\ 4

I/wiw 00T

N

\

1\
N\

goielqurAead extogedgo

7

| €ed g exaiIanLQ 1edidgh) T sunegiHy 1Ha9Jead-uo1) ‘sndisworop
J \. J \. J \. J \.
N e N
In/usw 00T
Do LEF
T sBUNegAdHY 1e10i9HO)| ‘

.

J/

J/

ainpadsoud }sa] / ecuLreHe BUHaTag0odU BNOXD




«YTBEPKOAIO» PykoBogutenb QefiepanbHON ciyx6bl
no Haf3opy B chepe 34paBOOXPaAHEHNA U
coumanbHOro pasBuTuA

P.Y. Xabpnes

24 miona 2006 .

UHCTPYKUWNA MO NMPUMEHEHUKO HABOPA PEATEHTOB 4J19 UMMYHO®EPMEHTHOI O OINPELEJIEHNA
CBOBO/HOIro TPMAOATUPOHUHA B CbIBOPOTKE (IM/1IASME) KPOBU «ce T3-UDA»
1. HA3HAYEHUE
1.1. Habop peareHtoB «CcBT3-MDA» npegHasHaueH ANA KOMMYECTBEHHOrO OMpefdesieHns KOHLUEeHTpauum
CBOOOAHOIrO TPMNOATMPOHMIHA B CbIBOPOTKE (Nf1azme) KPOBU METOAOM TBEpA0pasHOro MMMYHOGEPMEHTHOIO aHanm3a.
1.2. TupokcuH (T4) un 3,53 TpumnogTnpoHnH (T3) - ropmoHbl, BblpabaTbiBaeMble LUTOBUAHONW >KENe3om u
LUMPKynMpyoLlme B KPOBW Kak B CBOOOJHON, Tak M B CBA3aHHOW ¢opme — B OCHOBHOM, C TUPOKCUHCBA3bIBAIOLMM
rno6ynuHom (TCT). fopmoHanbHOW akTMBHOCTbIO 06naaatoT TonbKo cBoboaHble T3 1 T4, ogHako nx fons oueHb mana: 0.03%
oT 06wero copepxaHua gna T4 n 0.3% - ana T3. KoHueHTpauus T3 Huxe, uem T4, oAHaKO ero metabonnyeckaa akTUBHOCTb
npumepHo B 3 pasa Bbiwe. Okono 80% cbiBOpoToUuHOro T3 obpasyeTca 3a cueT geiogupoBaHusa T4 B nepudepryecknx
TKaHAX, U TONbKO Hebonblioe ero Konnuectso obpasyeTca NpsAMbIM CUHTE30M B LUUTOBMAHON xenese. [oatomy npu
rmnoTnpeose ypoBeHb T3 MOXeT ANIMTeNbHOEe BPeMA HaXOAUTbCA Ha HUXHEM npefene HOPMbI, Tak Kak ero notepa MoxeT
KOMMEHCUPOBATbCA NOBbILWEHHbIM NpeBpalleHnem T4 B T3. OnpeneneHne coaepxaHusi obuwero n ceobogHoro T3 nposoaaT
npyv HayanbHOW CTaAuW TUNEpPTMPeO3a, Npu peunanBe runeptTupeosa, npu auddepeHUManbHONW [AMArHOCTUKE
rMnepTupeosa, Npu CMMNTOMaTMYeCKOM MOBbILWEHUM YPOBHA T3, Npy OCTPOM runepTupeose nocne NogasnsaioLwen tepanim
L-TMpOKCUHOM.

2. NPUHLUNIM PABOTbl HABOPA

OnpegeneHue cBOGOAHOIO TPUNOATUPOHMHA OCHOBAHO HA MCMOJb30BaHUM KOHKYPEHTHOTO MMYHO()EePMEHTHOTO
aHanm3a. Ha BHyTpeHHel NOBEPXHOCTU JIYHOK MAaHLIETa MMMOOWUIN30BaHbl KPONMYbM MOSMKIOHANIbHbIE aHTUTeNa K T3.
CBoOOAHBIN TPUAOATUPOHUH M3 obpa3la KOHKYpPUPYEeT C KOHbIOTMPOBaHHbIM T3 3a CBA3bIBaHWE C aHTWTENaMu Ha
MOBEPXHOCTU JIYHKMN. B pe3ynbTaTte 06pa3yeTcs CBA3AHHbIN C MIACTUKOM «C3HABMYUY, COAEPKaLLMI nepokcmaasy. Bo Bpems
WHKYbaLun C pacTBopom cybcTpaTa TeTpametunbeHsugavHa (TMB) mpoucxoguT OKpalivMBaHME PAcTBOPOB B JIYHKAX.
NHTEHCMBHOCTb OKpacku OOpaTHO NpOoMopLMOHalibHa KOHLEHTpauMM CBOOOAHOIO TPUNOATUPOHMHA B UCCIEQyEeMOM
obpasue. KoHueHTpauunto cBob6OAHOro TPUMOATMPOHUHA B mMccnefyembix obpasuax onpeaensaloT no KannbpoBoUYHOMY
rpaduKy 3aBMCUMOCTM ONTUYECKON NIIOTHOCTM OT COAEPKaHNA CBOOOAHOrO TPMNOATUPOHMHA B KannbpoBOYHbIX Mpobax.

3.  AHAJIUTUHECKUE XAPAKTEPUCTUKU
3.1. CneynpuYHOCTDb. [epeKkpecTHas peaKkLma KPponmubux NOIMKIIOHANbHbIX aHTUTeN K T3 ¢ Apyrummn aHanutamu
npueeneHa B Tabnuue:

AHanut MNepekpecTHasa peakuus, %
L-T3 100
D-T3 100
L-TpokcnH 0.01
D-TnpoKcuH 0.04

3.2. BocnpousBognmocTtb.

KoadbouumeHT Bapuaunm pesynbtaToB onpepeneHns cofepxaHna cBT3 B OQHOM 1 TOM e 06pasLe CbIBOPOTKM
(nnasmbl) KpoBu ¢ ncnonb3oBaHuem Habopa «cBT3-VDA» He npeBbiwaeT 8.0%.

3.3. JlnHenHOCTD.

3aBUCMMOCTb KOHUeHTpauum cBT3 B 06pa3sLuax CbiBOPOTKU (Mia3mMbl) KPOBU MpW pa3BeAEHUUN VX CbIBOPOTKOWN
(nnasmoii) KpoBu, He copgepxaiiern cBT3, UMeeT NMHENHbIA XapaKTep B AMana3oHe KOHLUeHTpauui 2.5-40 nmonb/n n
cocrtasnsAet £10.0%.

3.4. ToyHOCTb.

[aHHbI  aHanUTUuYeCcKun napameTp MpoBepAeTcA TEeCTOM Ha «OTKPbITME» — COOTBETCTBME WU3MEPEHHOMN
KOHUeHTpauuu cBT3 npeanvcaHHOW, MOyYEeHHON NyTEM CMELUMBAHWA PaBHbIX O6HEMOB KOHTPOJSIbHOW CbIBOPOTKU U
KannbpoBoUHOI Npobbl 5 MMonb/n. MpoueHT «oTKpbITUsA» cocTaBnsaeT 90-110%.

3.5. YyBCTBUTENbHOCTD.

MwuHMManbHas goctoBepHo onpepensemas Habopom «cBT3-DA» KoHUeHTpauma cBT3 B CbIBOPOTKe (nnasme)
KpoBU He npesbiwaeT 0.5 nmonb/n.
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4. COCTAB HABOPA

Kop,

Cumson HaumeHoBaHune Konunyectso En. OnuncaHue
KOMMOHEHTa
MnaHweT 96-n1yHOUHbIN NOANCTUPONOBbIN,
1 P213z2 SORB MTP CTPUNUPOBAHHbIN, TOTOB K 1 wT -
MNCNONb30BaHNI0
KannbpoBouHble Npobbl Ha ocHoBe
CbIBOPOTKM KPOBU YeNIOBEKa, coflepKaline NPO3payHbIe XKULKOCTU APKO-
N3BECTHble KoNnyecTsa cBOGOAHOIO cuHero ugeTa (KannbpoBoyHasn
2 213z CAL1-6 - 6 wT
TpUoaTUpPOHMHa - 0; 2.5; 5; 10; 20; 40 npo6a 0 - npo3payHan
NMOoJb/N, FOTOBbI K NCMONIb30BaHMio (no 0.8 6ecuBeTHasA XNAKOCTb)

M KaXkaas)

KoHTponbHasa cbiBOPOTKa Ha OCHOBe
CbIBOPOTKM KPOBY YesloBeKa C U3BECTHbIM
3 Q2132 CONTROL cofepaHrem cBobogHoro 1 wT
TPUNOATUPOHUNHA, FOTOBA K
ncnonb3oBaHuio (0.8 mn)

npo3spayHasn becuBeTHas
XKNAKOCTb

npo3payvyHaa XUaKoCTb CMHEro

4 T213Z CONJ HRP KoHbiorat, rotoB K Ucrnonb3oBaHuio (14 mn) 1 wT useTa

PactBOp cy6cTparta TeTpameTunbeH3narHa npo3pauHan 6ecLseTHas

> R055Z SUBS TMB (TMB), roToB K ncnosnb3oBaHuio (14 mn) KNAKOCTb

KoHUeHTpaT 0TMbIBOYHOIO pacTBopa

6 50087 BUF WASH (coneBoi pacTBOp C TBMH-20 1 6eH30MHOM 1 wT
26X . .

KNCNOTOMN), 26X-KpaTHbIN (22 M)

npo3payvHan 6ECLl,BeTHaFI
XNAKOCTb

CTon-peareHT, roTOB K MCNOJIb30BaHNIO npo3payvHana 6ecupeTHan

7 R050Z STOP
(14 mn) KUAKOCTb

8 N003 - Bbymara ana 3aknenmBaHua nnaHwera 2 wT -

) WHcTpyKuma no npumeHeHnto Habopa )
° K213l peareHToB «cBT3-UDA» ! T

) MacnopT KoHTponsa KayecTBa Habopa )
10 K213Q peareHToB «cBT3-VIDA» ! wr

5. MEPbI MIPEQOCTOPOXXHOCTU

5.1. MoTeHumManbHbIN pUck npumeHeHusa Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce komnoHeHTbl Habopa, 3a ucknoueHnem cton-peareHTa (5.0% pacTBop CepHOl KUCIOTbI), B MCMOb3yeMbIX
KOHLIEHTpaLMAX ABNAIOTCA HETOKCUYHbBIMM.

PacTBop cepHoli KNCIOTbI 06N1afaeT pasgpaxaLwmm fgenctamem. M3beratb pa3dbpbi3rriBaHNA 1 MONaAaHNA Ha KOXY
n cnmsncTble. Mpu nonagaHWM Ha KOXY WM CIM3MCTble MOPaXeHHbI YYacToK crefyeT MpPoMbITb GONbLWINM KOANYECTBOM
NPOTOYHON BOAbI.

5.3. MNpu pabote c Habopom cnepgyetr cobniogatb «paBuna YCTPONCTBA, TEXHUKM 6e3onacHoCTH,
NMPOU3BOACTBEHHOWN CaHWUTApPWK, MPOTMBO3MUAEMUYECKOTO PEXMMA W JIMYHOW TUTMEHbl Npu paboTe B nabopatopumsax
(oTmeneHmAx, oTaenax) CaHUTAPHO-3NUAEMUONIOTNYECKUX YupeKaeHnin cuctembl MuHucTepcTBa 3gpaBooxpaHeHma CCCP»
(Mocksa, 1981 r.).

5.4. MNpwu pabote ¢ Habopom crefyeT HageBaTb OJHOPA30Bble PE3UHOBbIE UM MIACTUKOBbIE MEPUYATKY, TaK Kak
06pa3Lbl KpOBU YenoBeKa crefyeT pacCMaTpuBaTb KakK MOTEHUMANbHO WHPULMPOBAHHBIA MaTepuasi, CMOCOOHbIN
IJIMTeNlbHOEe BPeMs COXPaHATb 1 nepepaBaTtb BUY, Bupyc renatuta unu nioboii Apyroi Bo36yauTesib BUPYCHON UHPeKLUN.

5.5. Bce ucnonb3oBaHHble OfHOpPa30Bble MaTepuanbl NoaBepratb obpaboTke AesvHOULMPYOLWMMA
cpefnctBaMmy € nocnegytoulen ytunmsaumen (cm. MY-287-113 «Metopuyeckme yKasaHuA no Ae3nHpeKL MK,
npeacTepunn3aLMoHHON OUYNCTKE 1 CTePUNU3aL v N3AeNNn MeaULMHCKOrO Ha3HauYeHUAY).

5.6. MegnuunHckue oTxoppl Knacca b, YTunusaumio unu  yHuutoxeHue, pesnHbekumio Habopos peareHTOB
cnegfyet nposoauTb B cootBeTctBUM ¢ CaHlnH  2.1.7.2790-10 «CaHuTapHO3Nuaemmnonornyeckme tpeboBaHma K
o6palleHnio C  MeAMLMHCKMMK  OTXOZaMU» " MY-287-113 «MeTofMueckne yKkasaHua no pAe3vHobeKkumu,
npeacTepunn3aLiOHHON OUNCTKE 1 CTepunn3aumm n3genni megmunHCKOro HasHauyeHns.
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6. OBOPYJOBAHUE UMATEPUAJIbI, HEOBXO4UMBDIE NMPU PABOTE CHABOPOM
- boTOMETP BEPTUKANIbHOIO CKaHNPOBaHWs, MO3BOAIOLMIA M3MEPATb ONTUYECKYIO MIIOTHOCTb COAEPXKMMOTO JTYHOK
nnadweTa Npu AnvHe BoNHbI 450 HMm;
- TepMoCTaT, nogaepKuBarnowmmn temnepatypy +37x2 °C;
- 003aTOpPbl CO CMEHHbIMM HAKOHEUYHNKaMK, MO3BONIALE OTOMPaTb 06beMbI B AnanasoHe 25-250 MK;
- LMAVHAP MepPHbI BMeCcTUMOoCTbio 500 mn;
- BOAa AUCTUIMPOBAHHAA;
- nepyaTku pe3nHOBbIe UN NIACTUKOBbIE;
- bymara ¢unbTpoBanbHas.
7. NMOArOTOBKA PEATEHTOB fJ14 AHAJIU3A

7.1. Nepen npoBefeHnemM aHann3a KOMMNoHeHTbl Habopa n nccnegyemble o6pasubl CbIBOPOTKU (Mna3mbl) KPOBU
cnepyeT BblAepaTb Npu KOMHaTHoN Temnepatype (+18...425°C) He meHee 30 MUH.

7.2. MNpuvrotoBneHne nnaHulera.

BCcKpbiTb MakeT C MiaHWETOM U YCTAaHOBUTb Ha PaMKy Heobxoanmoe KommyectBo cTpunoB. OcTaBlumecs
HEeNCnosb30BaHHbIMY CTPUMbI, YTOObI MPefOTBPaTMTb BO3LAENCTBUE Ha HUX BRaru, TWATeSbHO 3aKneutb Gymaromn ans
3aKnevBaHWA NnaHLeTa.

7.3.MpurotoBneHne OTMbIBOYHOIO pacTBopa.

Copepxmmoe prakoHa C KOHLIEHTPATOM OTMbIBOYHOIO pacTBopa (22 mn), NepeHecTn B MePHbIV LWIVHAP BMECTUMOCTbIO
1000 mn, f06aBUTL 550 M AUCTUANMPOBAHHOW BOAbI U TLIATESIbHO NMepeMeLLaTh.
B cnyuae gpo6Horo mcnonb3oBaHus Habopa cnegyeT oTobpaTb HEOOXOAMMOE KOMMYECTBO KOHLIEHTPATa OTMbIBOYHOIO
pacTBOpa X pasBecTun AUCTUANMPOBAHHON BOAON B 26 pa3 (1 MmN KOHUeHTpaTa OTMbIBOYHOrO pactsopa + 25 mn
ANCTUNNNPOBaHHONM BOAbI).

8. YCJ10BUA XPAHEHUA U SKCITJTYATALUN HABOPA

8.1. Habop peareHToB «cBT3-VIDA» fOMKEH XPaHNUTLCA B yNaKOBKe NpeanpuUATHAA-U3roToBUTENA NpU TemnepaTtype
+2...+8 °C B TeueHe BCEro CPOKa rofHOCTU, YKa3zaHHOro Ha ynakoBke Habopa.

[loonyckaeTcA xpaHeHue (TpaHcnopTpoBKa) Habopa npu Temnepatype fo +25 °C He 6onee 15 cyTok.

8.2. Habop paccuntaH Ha NnpoBefeHe aHanu3a B aybnukatax 41 nccnegyembix 06pa3uoB, 6 KannbpoBOUHbIX MPO6
1 1 Npo6bl KOHTPOJIbHOW CbIBOPOTKM (BCEro 96 onpeaeneHunii).

8.3. B ciyyae gpo6HOro ucnonb3oBaHusa Habopa KOMMOHEHTbI CieAyeT XpaHUTb crefyowmm obpasom:

- OCTaBLUMECS HEWCMOb30BAHHbIMUA CTPUMbl HEOOXOAMMO TLIATENbHO 3aKNEeWTb Oymaroi Ans 3akfenBaHus
nnaHLWeTa 1 XpaHUTb Npu TemnepaType +2...+8°C B TeueHre BCEro cpoka rogHoctn Habopa;

- BCe OCTasibHble KOMMOHeHTbl Habopa nocne BCKpbITUs GIakoHOB ClieayeT XpaHUTb Npu TemnepaTtype +2...+8 °CB
TeyeHue Bcero cpoka rogHocty Habopa;

- OCTaBLUMNCA HEUCMNOIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBOpa cfiefyeT XpaHWUTb MpuU TemnepaTtype
+2...48 °C B TeUeHe BCero cpoka rogHoctn Habopa;

- IPUrOTOBNEHHbIN OTMbIBOYHDBIN PacTBOP CrieflyeT XpaHUTb Npy KOMHaTHOM Temnepatype (+18...+25 °C) He 6onee
15 cyToK unu npu Temnepatype +2...+8 °C He 6onee 45 cyToK;

MpumeuaHue. NMocne ncnonb3oBaHWUA peareHTa HeMeNeHHO 3aKpbiBaTe KPbIWKY GrnakoHa. 3akpblBanTe Kaxabl
¢$nakoH cBoel KPbILLKOM.

8.6. lNpu ncnonb3osaHum Habopa ana npoBefeHNA HECKONIbKMX HE3aBUCUMbIX CEPUIA aHaNN30B CriefyeT UMeTb B
BUAY, YTO OIS KaXKAOro HE3aBNCMMOTO onpefeneHna HeobxoarMo NOCTPOeHEe HOBOIO KannbpoBOUHOro rpaduka; Kpome
3TOro, peKkoMeHayeTca onpefeneHre KOHUeHTpaunm cBT3 B KOHTPOSIbHOW CbIBOPOTKe.

8.7. [InAa nonyyeHnsa HafeXHbIX pe3ynbTaToB HeobxogMmo cTporoe cobnogeHne NHCTPYKUUM NO NPUMEHEHMIO
Habopa.

8.8. He ncnonb3ynte KOMMNOHEHTbI U3 APYrMx HAOOPOB MM 13 aHANOTNYHbIX HAOOPOB APYrUX CEPUA.

9. TPOBEJEHUE AHAJIN3A

MomecTrTe B paMKy HEOOXOAMMOE KONIMUYECTBO CTPUNOB - MCCiedyemble o6pasLbl B 2 MOBTOPaXx 1 14 NyHOK Anst KannbpoBOUHbIX
Npo6 1 KOHTPOJbHOW CbIBOPOTKM.

BHecnTe B COOTBETCTBYIOLME NYHKIM B AYONMKaTax No 25 MK KannbpoBoYHOW NPo6bl 1 KOHTPOMBHOW CbIBOPOTKU. B ocTanbHble
2 | nyHKu BHecuTe B Ay6nmKaTax no 25 MK nccnegyembix 06pasLoB CbIBOPOTKM (M1a3mbl) KPOBU. BHeceHMe KanmbpoBOUHbIX Mpob,
KOHTPOJIbHOW CbIBOPOTKM U 1CCeayeMbIX 06pa3LioB HEOBXOAVMMO NPOM3BECTM B TeUYEHME 15 MUHYT.

3 | BHecuTte Bo Bce nyHKM no 100 MK KOHbloraTta.

4 | 3akneiiTe nnaHweT 6Gymarom Ans 3aKnenmBaHUA NNaHLeTa N UHKYOUpYiiTe ero B TeueHne 60 MUHYT Npuy Temnepatype +37 °C.
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Mo OKOHYAHWM UHKY6aLMK YaanuTe cofepXKUMoe IYHOK 1 OTMOWTe NyHKHM 5 pa3. Mpu Kaxgol oTMbIBKe J06aBbTe BO BCe NIYHKU
no 250 MK OTMbIBOYHOTO PacTBOpa (CM. M.7.3), BCTPAXHUTE MAAHLLET KPYroBbIMU ABVXXEHVAMM MO rOPU30HTaNbHOM
MOBEPXHOCTY C MOCeayloLWen acnmpaumnen AN 4eKaHTMpoBaHueM. 3afepKKa Npy OTMbIBKe (3aMaunBaHve yHOK) He
TpebyeTcs. Mpun KaxkAoM AeKaHTUPOBaHUM HEOOXOAUMO TILATENbHO YAANATL OCTATKM XUGKOCTU M3 NIYHOK NMOCTYKMBaHUEM
MJaHWeTa B NepeBepHYTOM MOJIOXKeHUM Mo ¢unbTpoBanbHol Gymare.

BHecunTe BO Bce nyHKM no 100 mkn pactBopa cy6cTpaTta TeTpameTunbeHsnamnHa. BHeceHme pactBopa cyb6ctpaTta
TeTpameTunbeH3ngMHa B NyHKM HEOOXOANMO NPOK3BECTM B TeueHre 2-3 MuH. IHKy6rpyiiTe nnaHweT B TeMHOTe npwu
KOMHaTHOM Temnepartype (+18...4+25°C) B TeueHme 10-20 MUHYT B 3aBUCMMOCTM OT CTEMEHW Pa3BUTMA CUHErO OKPaLUMBaHNA.

BHecunTe BO BCe NyHKM C TOW e CKOPOCTbIO U B TOW e NociefoBaTeNbHOCTH, Kak 1 pacTBoOp cybcTpaTa TeTpameTunbeH3namHa,
no 100 MKn CTOMN-peareHTa, Npyi 3TOM COAEPKMMOE JIYHOK OKPALUMBAETCA B APKO-KENTbIN LIBET.

MN3mepbTe BenimumHy onturyeckor niaotHoctu (OfN) cogepXrmoro nyHOK nnaHLeTa Ha poTomMeTpe BEPTUKanbHOro
CKaHUPOBaHWsA NP A/IMHe BOJIHbI 450 HM. M3meperre Ol copepKMmMoro NyHOK niaHweTa HE06XOAUMO NPOV3BECTY B TEUEHNE
15 MUH NocJie BHECEHWA CTomn-peareHTa. bnaHk GoTomeTpa BbICTaBNANTE NO BO3AYXY.

MocTpoiiTe B nonynorapudmMmueckmx KoopamHaTax KanmbpoBoUHbIl rpaduk: oCb abCUMCC (X) - AeCATUYHBIN Torapudm
KOHLIeHTpaumm cBT3 B KanMbpoBOUHbIX NMpobax (MMosb/n), 0Cb OPAUHAT (y) - ONTMYeCKas NIOTHOCTb KanubpoBouHbix npo6b (Ol
450 Hm). ina anroputma obcyeTa (@annNpoKkcMmaLumm) KanubpoBoUYHOro rpadurka MCnonb3ynTe NHTEPBasbHbIN (KyCOUYHO-
NINHENHDBIN, «OT TOYKM K TOUKe») MeTof. MNprpaBHANTe KOHLEHTPaL Mo KannbpoBoYHOM Npobbl 0 IMONb/N K HECYLLEeCTBEHHO
Manow BennynHe, Hanpumep, 0.001 nmonb/n

10

OnpepenvTte no KanmbpoBouHoMy rpadurKy copepxaHre ceT3 B uccnegyembix obpasuax.

10. OXXUAAEMbBIE 3HAYEHUA N HOPMbI

10.1. OcHOBbIBasACb Ha pe3ynbTaTtax nccnegoBaHunin, nposegeHHbix OO0 «XEMA», pekomeHayem Mosfib30BaTbCA

HOpMaMM, NPUBEOEHHbIMU HIXKE. BMecTe ¢ Tem, B COOTBETCTBUM C NMpaBunammn GLP (Xopoluein nabopaTopHO NpaKTUKK),
Kakgan nabopaTtopua AoMmKHa cama onpefenuTb NapameTpbl HOPMbI, XapaKkTepHble ana obcnegyemor nonynaumm.

MpumevaHwme.

3HauyeHus KoHLUeHTpauun ¢T3 B nccneyembix 06pasLax, Haxo4AWMecs HUKE rpaHunLpbl YyBCTBUTENbHOCTU Habopa (0.5
NMOJb/N), a TakKKe MNpeBbIALME 3HAYEHUE BEPXHel KannbpoBOYHOW Mpobbl (40 nmonb/n) cnepyer NpuBOAWTL B
cnegyowen dopme: B uccnegyemom obpasue X koHueHTpaums ceT3 Huke 0.5 nMosb/n unu Bbiwe 40 nmonb/n.

EanHunubl, nMonb/n

Wccnepyemas rpynna
HuxkHmi BepxHun
npegen npegen
3[,0pOBble fOHOPbI 25 5.8

1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American Medical Association: Drug

Evaluations Annual 1995. Amer Med Assn, Chicago, 1995, ch 47, pp 1039-1040.

2. Robins J & Rall JE. The lodine -Containing Hormones. IN Hormones in Blood (2nd ed) 1: 383-490, Gray CH &

Bacharach AL (eds) London Academic Press, 1987

Mo Bonpocam, Kacarowmmca kayectsa Habopa «cBT3-UDA»,
cnegyet obpawatbea B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Napkosas, g. 48, 1-n nog,., 5 atax,
Ten/¢dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOroKaHanbHbI)
SNEeKTPOHHas nourta: info@xema.ru

MHTEepPHET: www.xema-medica.com

PykoBogutenb cny»k6bl knmeHTckoro cepauca OO0 «XEMAY,

K. 6. H. [1. C. KocTpukmH
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Instruction for use.

A solid-phase enzyme immunoassay for the quantitative determination of free triiodothyronine in human
blood serum or plasma

1. INTENDED USE

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

This kit is designed for measurement of free trilodothyronine 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
Thyroid hormones thyroxin (T4) and 3,5,3"-triiodothyronine (T3) exert regulatory influences on growth, differentiation,
cellular metabolism and development of skeletal and organ systems. T4 and T3 in blood are found both in free and bound
form - mostly, they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert hormonal activity also
their percentage is very low — 0.3% for T3 and 0.03% for T4.
The concentration of T3 is much less than that of T4 but its metabolic activity is about 3 times greater. About 80% of T3 is
produced in peripheral tissues by deiodination of T4, and only 20% is secreted by thyroid gland. That is why in hypothyroid
patients T3 level may for a long time remain on the lower limit of the normal range, because its loss may be compensated
by enhanced conversion of T4 into T3.
Determination of T3 level is most useful in T3-hyperthyroidism because 5-10% of such patients do not show significant
changes in T4 level while concentration of T3 is highly elevated.
Elevated T3 levels are seen in early thyroid hypofunction, after intake of estrogens, oral contraceptives, heroin, methadone,
during pregnancy.
Decreased concentrations of T3 are found in initial stage of hyperthyroidism, acute and subacute thyroiditis, after intake of
androgens, dexamethasone, salycilates.Decreased concentrations of T3 are found in initial stage of hyperthyroidism, acute
and subacute thyroiditis, after intake of androgens, dexamethasone, salycilates.

3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen is placed into the microwells
coated by specific rabbit polyclonal to T3-antibodies simultaneously with conjugated fT3-peroxidase. fT3 from the specimen
competes with the conjugated fT3 for coating antibodies. After washing procedure, the remaining enzymatic activity bound
to the microwell surface is detected and quantified by addition of chromogen-substrate mixture, stop solution and
photometry at 450 nm. Optical density in the microwell is inversely related to the quantity of the measured analyte in the
specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4, Avoid contact with stop solution containing 5,0% H2SO4. 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. KIT COMPONENTS
5.1. Contents of the Kit

Stability of
Symbol Description Qty Units Colour code opened/diluted
components*
fT3 EIA strips, 8x12 polystyrene microwells coated .
1| SORBMTP wells with rabbit polyclonal to T3 ! pcs until exp.date
human free triiodothyronine
Calibrator set, 0.8 ml | diluted in a preselected human
each.  The set | serum preservative - 0.01% bright blue
2 CAL1-6 contains 6 | Bronidox L, 0.01% 2-Methyl-4- 6 pcs (c1- until exp.date
calibrators: 0; 2.5; 5; | isothiazolin-3-one- colourless)
10; 20, 40 pmol/I hydrochloride; also contains
bright blue dye
dilution of preselected human
serum, with high content of free
Control serum (0.8 triiodothyronine with .
3 | CONTROL ml) preservative - 0.01% Bronidox L, 1 pcs colourless until exp.date

0.01% 2-Methyl-4-isothiazolin-3-
one-hydrochloride, colourless

aqueous solution of T3 coupled
with horseradish peroxidase
diluted on phosphate buffered
4 | CONJHRP Conjugate, 14 ml solution preservative - 0.01% 1 pcs blue until exp.date
Bronidox L, 0.01% 2-Methyl-4-
isothiazolin-3-one-
hydrochloride and blue dye

Substrate  solution, ready-to-use single-component

5 | SUBSTMB 14 ml tetramethylbenzidine (TMB) 1 pcs colourless until exp.date
solution.
. . Concentrate - until
Washing  solution aqueous solution of sodium exp.date
BUF WASH chloride and detergent (Tween . } .
6 concentrate 26x, . : 1 pcs colourless Diluted washing
26X 20), contains proClin300 as a .
22 ml reservative solution - 1 month at 2-
P 8°Cor 5days at RT
5 -
7 | STOP Stop solution, 14 ml >0% vc?l/vo! solution of 1 pcs colourless until exp.date
sulphuric acid
NOO03 Plate sealing tape 2 pcs N/A
K213l Instruction fT3 EIA 1 pcs N/A
10 | K213Q gf\ data sheet fT3 1 pcs N/A

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 ul;

- Dry thermostat for 37 °C £2 °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.
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6. SPECIMEN COLLECTION AND STORAGE.
Specimens may be stored for up to 48 hours at +2...+8 °C before testing. For a longer storage, the specimens
should be frozen at -20 °C or lower. Repeated freezing/thawing should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation

- All reagents (including unsealed microstrips) should be allowed to reach room temperature (+18 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 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.

7.4. Assay procedure

Put the desired number of microstrips into the frame; allocate 14 wells for the calibrators CAL 1 - 6 and control samples
CONTROL and two wells for each unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM UNUSED STRIPS.
Pipet 25 pl of calibrators CAL 1 - 6, control samples CONTROL and unknown samples into the wells.

Dispense 100 pl of CONJ HRP into the wells. Cover the wells by plate adhesive tape (included into the kit).

Incubate 60 minutes at +37 °C.

Prepare washing solution by 26x dilution of washing solution concentrate (BUF WASH 26X) by distilled water. Wash the strips 5
times.

Dispense 100 pl of SUBS TMB into the wells.

Incubate 10-20 minutes at +18...+25 °C.

Dispense 100 pl of STOP into the wells.

Measure OD (optical density) at 450 nm.

Set photometer blank on air.

Apply lin-log method for data reduction.

—_
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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 free triiodothyronine concentration.

9.3. Determine the corresponding concentration of free triiodothyronine 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 Absorbance Units (450 nm) x 1000
CAL1 0 pmol/I 2421
CAL2 2.5 pmol/I 2184
CAL3 5 pmol/I 1588
CAL4 10 pmol/I 1183
CALS5 20 pmol/I 778
CAL6 40 pmol/I 406
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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 fT3. 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 pmol/I
Lower limit Upper limit
Healthy donors 2.5 58

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-T3 100
D-T3 100
L-Thyroxin 0.01
D-Thyroxin 0.04

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0,5 pmol/I.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE

1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American Medical Association: Drug
Evaluations Annual 1995. Amer Med Assn, Chicago, 1995, ch 47, pp 1039-1040.

2. Robins J & Rall JE. The lodine -Containing Hormones. IN Hormones in Blood (2nd ed) 1: 383-490, Gray CH &
Bacharach AL (eds) London Academic Press, 1987
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KoHTakTHasa nundopmauus

FonoBHow odpuc B Poccuinckon Pepepaunn,

r. Mockea

000 «XEMA»

Appec ona koppecnoHaeHuumn: 105043, r. MockBa, a/a 58
105264, r. Mocksa, yn. 9-a lNapkosas, .48, 1 nog., 5 aT.
+7 985 888-77-00, +7 495 510-57-07

8800 505-23-45

sale@xema.ru

www.xema-medica.com

Bonpocbl coTpyaHuyecTBa Ha pbiHKax PO:
KoctpuknH Omutpuin CepreeBuy, K6H

+7 915 280-02-98

dmitry@xema.ru
dmitry.kostrikin@gmail.com

Bonpocbl mexxayHapoaHOro coTpygHnyecTsa
(cTpaHbl 6nMKHero n ganbHero 3apy6exba):
PeabknH AHgpen NaBnoBuy, KMH

+7 903 723-19-81

redkin@xema.ru

OTaen KNnneHTCKOro cepsuca:
lopbaues Mropb AnekcaHapoBuy
8800 505 23 45

+7 985 221 08 85

client@xema.ru
igogorbache@gmail.com

+7 985 221 08 85

CeBepo-3anagHbin pepepanbHbiii oKpyr, r. CaHkT-MeTep6ypr

D000 «XEMA»

191144, r. Cankt-TeTepbypr,
HertapHbin nep., 4. 8-10, nutep «A»
+7 812 271-24-41
+7 812 271-78-70

spb@xema.ru

benapycb, r. MmHck

CO00 «Xemma-TecT»

DKCKIIO3MBHbIA NPeACTaBUTENb B PerMoHe
(Habopbl AN MeANLNHCKOWN U BETEPUHAPHOW ANArHOCTUKN)
220029, r. MnHck, np-T Maweposa,

4. 11, nutep «A», kopn. 8/K., od. 416
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
CBOBOAHOIO TUPOKCUHA

B CbIBOPOTKE (IMJ1IA3SME) KPOBU

«cBT4-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF FREE THYROXIN IN HUMAN

SERUM OR PLASMA

fT4EIA

HOMEP MO KATASIOTY K214

TY N29398-214-18619450-2011

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2011/11006 ot 09 utoHAa 2011 ropa

AHTUTena K B4 1,2, Bupycy renatuta C v HBsAg oTcyTcTByioT
KoHTposnbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, HaKT1BUPOBaHbI.

W For 96 determinations/Ha 96 onpepenexui

[nsA uH BUMPO AMAarHOCTUKN

“ XEMA Co., Ltd.

j The 9th Parkovaya str., 48
& 105264 Moscow, Russia

Tel./fax: +7(495) 510-57-07

e-mail: redkin@xema-medica.com
j internet: www.xema-medica.com
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«YTBEPXOAKO»
Mpukas Poc3apasHaasopa N2 3275-Mp/11 ot 09 uioHs 2011 r.
KPA N? 14067 oT 21.04.2011 r.

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ansa AMMYHO®EPMEHTHOIO ONPEAEJIEHNA CBOBOAHOIO
TUPOKCUHA B CbIBOPOTKE (MJIASME) KPOBWU «cBT4-NDA>»

PekoMeHAOBaHa K yTBEpXAeHWU0 HayyHo-3akcnepTHbIM COBETOM MO MEAULIMHCKUM U3AENNSM

1. HABHAYEHMUE

1.1. Habop peareHTtoB «CBT4-UDA» npegHasHavyeH AN  KOJMYECTBEHHOro
onpefeneHns KOHLUeHTpauunm cBo6OAHOrO TUPOKCMHA B CbIBOPOTKE (Ma3Me) KpoBU
MeToAOM TBepAOda3HOro MMMyHOMEPMEHTHOIO aHanunsa.

1.2. TupokcuH (T4) wn 3,5,3TpumnoaTnpoHmnH (T3) — ropMoHbl, BblpabaTbiBaembie
LLMTOBUAHOWM XeNne3oin n LMpKyInpytowme B KpOBU Kak B CBOBGOAHON, Tak U B CBA3aHHOM
dopMe - B OCHOBHOM, C TMPOKCUHCBS3bIBalOWMM rnobynnHom (TCI). FopMoHanbHowM
AKTUBHOCTbIO 06n1agatoT Tonbko cBoboaHble T3 n T4, 04HAKO MX AONA OYeHb Mana:
0.03% ot obwero coaepxanua ans T4 n 0.3% - ana T3.

1.3. KoHueHTpauus T4 B CbIBOPOTKE KPOBU — HanboJsiee o6LWEenpuHSTLIN NokasaTesb
PYHKLUMN LIMTOBUAHOM Xene3bl, M03BOASIOLWMA AOBOSIbHO YETKO pa3rpaHnMymBaTh rmnep-,
rMno- n 3yTupeos.

1.4. lMoBblleHNe coaepxaHus obwero T4 HabntogaeTcs Npu runepTMpeose, nNpu
onyxonsax runodusa, nNpu COCTOSHUAX C MOBbIWEHHbIM ypoBHeM TCI (6epemMeHHOCTb,
OCTPbIf WN XPOHUYECKUI aKTUBHbIA renaTuT, 3CTPOreHCeKpeTUpyoLLmMe onyxonm uim
npueM 3CTPOreHoB, reHeTU4eckn o0bycnoBAEeHHOE NOBbIWEHNE), NPW NpUeMe opasibHbIX
KOHTpaLenTUBOB, reponHa, MeTafoHa, TUpeonaHbIX npenapaTos, TIT, TupeonmbepuHa.

1.5. CHmxeHne copepxaHus obwero T4 Habnogaetcs npu  rMNoTMpeose,
NaHrMNONUTYnTapuaMe, COCTOSHUSAX C MOHWXEHHbIM YypoBHeMm TCI (akpomeranus,
HedpOTMYECKMI A CUHAPOM, TUMNONPOTEMHEMUS, XpOHU4Yeckme 3aboneBaHus NeveHu,
aHAPOreHCeKPEeTUPYLLME ONYXONMUINNPUEM aHAPOreHoB, FreHeTu4eckn 06ycrnoBneHHoe
CHUWXeHMne), remonunse, U3NYECKOW Harpyske, Npuv MpueMe aMUHOCAJULMUIOBON U
aueTUICannumMIOBOM KMCNOT, MIOKOKOPTUKOMAOB, CyNibdaHnIaMmaoB, XxonectTmpammniHa,
pesepnuHa, noanaa Kanusa, TPUNOATUPOHUHA.
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2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve cBO60AHOr0 TUPOKCMHA OCHOBAHO Ha MCMO/Ib30BaHUN KOHKYPEHTHOMO
MMMYHOMEPMEHTHOr0 aHanu3a. Ha BHyTpeHHel MOBEpXHOCTW JIYHOK MJaHLWeTa
MMMO6MIN30BaHbl MbllUMHbIE MOHOK/IOHaJbHblE aHTUTena Kk T4. CBO60AHbIA TUPOKCUH
13 obpasla KOHKYpUpYyeT C KOHbIOrMpoBaHHbIM T4 3a CBA3blBaHWE C aHTUTeNnamu
Ha TNOBEPXHOCTM JNyHKW. B pesynbTate ob6pasyeTcs CBA3aHHbIA C  MAACTUKOM
«C3OHABUY», copepxalumii nepokcuaasy. Bo Bpemsi uHkybaumm ¢ pactBopomM cybcTpaTa
TeTpameTunbeHsmanHa (TMB) npoucxoAuT OKpallMBaHWE pacTBOPOB B JIYHKaXx.
MHTEHCMBHOCTb OKpacku o06paTHO MpoMopuUMOHanbHa KOHLUEHTpauun cBo6oAHOro
TUpPOKCMHA B uccnesyeMoM obpasue. KoHUeHTpauuto CcBO60OAHOMO TUPOKCUHA
B uccnenyeMblx obpasuax onpeaensioT no KannbpoBOYHOMY rpaduKy 3aBUCUMMOCTU
ONTUYECKON MNNOTHOCTM OT COAEpXaHUs CBOOGOAHOrO TUPOKCUHA B KanMbBpOBOYHbIX
npob6ax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepeKkpecTHas peakuMs MbllUHBIX MOHOKJIOHANbHbIX
aHTUTEn K T4 C ApyrMMM aHanutamm npueeaeHa B Tabnuue:

Ananut NepekpecTHas peakuus, %
L-TupokcuH 100
D-TnpokcuH 30
T3 0.5

3.2. BocnpousBoaUMOCTb.

KoadduruneHT Bapnaummn pesynbTaToB OnpefeneHust coaepxaHust cBT4 B OAHOM
1 TOM Xe obpa3sLe CbiIBOpOTKM (Ma3Mbl) KpOBM C ncnonb3oBaHnem Habopa «ceT4-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHEeHAHOCTb.

3aBMCUMOCTb KOHUEeHTpauun cBT4 B obpasuax CbiIBOPOTKM (Maasmbl) KPOBW Mpwu
pa3BefeHUM UX CbIBOPOTKON (M1a3Mon) KpoBU, He coaepxkallei cBT4, UMEET JIMHEHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-100 nmonb/n u coctaBnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napameTp MpOBEPSieTCS TEeCTOM Ha <«OTKpbITME» -
COOTBETCTBME M3MEPEHHON KOHUEHTpauuu cBT4 npeanucaHHoOW, MOSy4YeHHOU nyTeMm
CMEeLNBaHUA paBHbIX OH6BEMOB KOHTPOJIbHOM CbIBOPOTKM WM KannbpoBOYHOW Mpobbl
10.0 nMonb/n. MpoueHT «oTKpbITUA» cocTaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHMManbHaa AOCTOBepHO ornpegensiemass Habopom «cBT4-UDA» KOHLEHTpauus
cBT4 B cbiBOpOTKe (Nna3Me) KpoBu He npesbiwaeTt 0.75 nmMonb/n.
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Komnnekrtauusa 5
Cumson

Konnyectso
1 SORB MTP 5wt
2| cai-s
3 CONTROL 5x0.8 Mn unm 1x4 mn
4 CONJ HRP 5x14 mn nnm 2x30 mn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl NPEAOCTOPOXXHOCTHU

5.1. MoTeHumnanbHbIN puck NnpuMmeHeHna Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a uckiwo4veHuem crton-peareHta (5.0% pactBop
CEPHOW KUCNOTbI), B UCMO/b3YEMbIX KOHLEHTPaLMAX SBASIOTCS HETOKCUYHbLIMU.

PactBop cepHoit kucnoTbl obnajaeTr pasapaxatrowmm - geictsveM.  W3beratb
pa3bpbi3rMBaHns 1 NonagaHus Ha KoxXy v cimsncTble. Mpu nonagaHum Ha KOXY U C/IM3UCTble
NOpa)KeHHbIN y4acToK criefyeT NpoMbITb 60bLUMM KONNMYECTBOM MPOTOYHON BOABI.

5.3. lNpwn pabote c Habopom cneayet cobnoaate «lpaBuia yCTPOMCTBA, TEXHUKMU
6e30macHOCTM, MNPOM3BOACTBEHHOM CaHMTapuu, MNPOTUBOINUAEMUYECKOrO pexXuMa W
NINYHOW rurneHol npu pabote B nabopatopusx (OTAeneHusix, OTAenax) CaHuTapHO-
3NUAEMMOSIONMYECKNX YUpexaeHnin cucrtembl MuHuctepctBa 3apaBooxpaHeHuns CCCP»
(Mocksa, 1981 r.).

5.4. lNpn pabote c Habopom cnepyetr HageBaTb OAHOPA30Bble PE3VHOBbIE WU
naacTMKOBblE NepyaTKu, Tak Kak obpasLbl KPOBW YenoBeka creayeT paccMaTpuBaTh Kak
NoTeHUManbHO MHPULMPOBAHHBIN MaTepuan, CNocobHbI ANUTENbHOE BPEMSI COXPaHATb
n nepegasaTtb BUY, Bupyc renatuta nnun niobon apyroi Bo36yamTenb BUPYCHON MHMEKLMN.

6. OBOPYQOBAHUE N MATEPUAIIDI,
HEOBXOAUMbIE NPU PABOTE C HABOPOM

- (dOTOMETp BEpTUKANbHOIr0 CKaHMPOBAHWUS, NO3BOSIOLLMIA N3MEPATb ONTUYECKYIO
NAOTHOCTb COAEPXMMOIO JIYHOK MAaHLWeTa nNpu AnnHE BOMHbI 450 HM;

- TepMmocTaT, nogaepxusatrowni temnepatypy +37 °C £0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHWKaMu, no3Bonswmne oTdbupaTb 06bLEMDI
B Anana3oHe 25-250 mkn;

- UWAWHAP MepHbIn BMecTuMocTbio 1000 mn;

- BOAA AVUCTWIIMPOBAHHAS;

- nepyaTKu pe3nHOBbIE UMW NIACTUKOBbIE;

- bymara cdunbTpoBanbHas.

7. NOArOoTOBKA PEAFEHTOB AJ151 AHAJIN3A

7.1. lNepepn nposBeaeHneM aHanusa KOMMNoOHeHTbl Habopa n uccnenyemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW CnedyeT BblAepXaTb MNpPU  KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. MpwuroToB/ieHMe NMaHLwWerTa.

BCKpbITb MakeT € MiaHWeTOM M YCTaHOBUTb Ha paMKy Heobxoammoe KONM4ecTBO
cTpunoB. OcTaBLUMECS HENCMOJIb30BAHHbLIMW CTPUMbI, YTO6bI NPEAOTBPaTUTL BO3AENCTBMNE
Ha HUX BNaru, TWaTenbHO 3aKk1enTb Bymaron Ans 3aknemsaHuns niaHweTa u XpaHUTb Npu
Temnepartype +2...+8 °C B TeyeHune Bcero cpoka rogHoctun Habopa.
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7.3. MpurotoBneHne OTMbIBOYHOI0 pacTeopa.

Coaepxunmoe diakoHa C KOHLEHTPaTOM OTMbIBOYHOIO pacteopa (22 M), nepeHectu
B MepHbI UmnnHap BMectumocTtbio 1000 mn, pobasButb 550 Mn AMCTUNNMPOBAHHON BOAbI
N TWaTenbHO nepemewatb. B cnyyae apobHoro ncnonb3oBaHus Habopa cneayet otobpaTh
Heobx0AMMOoe KOJIMYECTBO KOHLIEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTy AUCTUINPO-
BaHHOM BoAoM B 26 pa3 (1 Mi KOHUeHTpaTa OTMbIBOYHOMO pacTeopa + 25 MA ANCTUAINPO-
BaHHOW BOAbI).

8. YCNoBUA XPAHEHUA N SKCINJIYATALNN HABOPA

8.1. Habop peareHToB «CBT4-UDA» A0MKEH XPaHMTbCA B YMaKOBKe MpeanpuaTms-
N3roToBUTENS NpU TemnepaType +2...+8 °C B TeyeHne BCero cpoka rofHOCTH, YKa3aHHOMo
Ha ynakoBke Habopa. [donyckaetrcs XpaHeHue (TpaHcrnopTupoBka) Habopa npu
TemnepaTtype Ao +25 °C He 6onee 15 cyTok. He ponyckaeTcs 3amMopa)kMBaHWe LEenoro
Habopa. [lonyckaeTcs oAHOKpaTHoe 3amMopakuBaHue (-20 °C) KasiIM6poBOYHbIX
npo6 n KOHTPOJIbHOM CbIBOPOTKU B aJIMKBOTaX.

8.2. Habop paccuuTaH Ha npoBeaeHMe aHanmsa B AybnukaTtax 41 uccnenyembix
obpasuoB, 6 kanMbpoBo4yHbIXx Npob6 M 1 nNpobbl KOHTPONBLHOW CbIBOPOTKM (BCEro
96 onpeneneHunit).

8.3. B cnyyae gpobHoro ucnonb3oBaHus Habopa KOMMOHEHTbI cnefyeT XpaHWTb
crnepyowmm o6pasom:

- OCTaBLUMECSH HEUCMOMb30BaHHbIMM CTPUMbl HEO6XOAMMO TLUATENbHO 3aKneuTb

6ymaron Ans 3ak/ievBaHusa NiaHLWeTa U XpaHuTb Npu Temnepatype +2...+8 °C
B TeYeHMe BCero cpoka rogHocTn Habopa;

- KOH®BlOrar, cybcTpaT, cTon-peareHT nocne BCKPbITUS (p1akoHOB crefyeT XpaHUTb

npu Temnepatype +2...+8 °C B TeueHMe BCero cpoka rogHoct Habopa;

- KanubpoBOuYHble MPO6bl 1 KOHTPOJIbHYK CbIBOPOTKY MOCAE BCKPbITUS (hNakoHOB

cnepyeT XpaHuUTb nNpu Temnepatype +2...+8 °C He 6onee 2 mMecaueB;

- OCTaBLUMICA HEWCNONIb30BaHHbIM KOHLEHTPaT OTMbIBOYHOIO pacTBopa creayer

XpaHUTbL Npu Temnepatype +2...+8 °C B TeueHne Bcero cpoka rogHoctn Habopa;

- NPWUrOTOBMIEHHbI OTMbIBOYHbIVA pPacTBOp CreAyeT XpaHWTb MpU KOMHAaTHOWN

Temnepatype (+18...+25°C) He 6onee 15 cyTtok wam npu TeMmnepatype
+2...+8 °C He 6onee 45 cyToK;

MpumeyaHue. locne MCNonb30BaHWSA peareHTa HeMeA/IeHHO 3aKpbliBalTe KpbIKY
¢nakoHa. 3akpbiBanTe Kaxabl pnakoH CBOEN KPbILLIKOW.

8.4. [Ina npoBefeHus aHanuMsa He CreayeT WCNonb30BaTbh EMOSIM3MPOBAHHYHO,
MYTHYIO CbIBOPOTKY (M/1a3My) KpPOBM, @ TaKXXe CbIBOPOTKY (Ma3My) KpoBW, COAEPXKALLYO
a3sung Hatpus. Ecnn aHanns npovsBoAUTCS HE B AeHb B3ATUS KPOBW, CbIBOPOTKY (M1asmy)
cnepyeTt xpaHuTb npu Temnepatype -20 °C. ToBTOpHOe 3aMopaxuBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKK (M1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. McknovaeTca mncnonb3oBaHve Ana aHanmsa o6pasuoB CbIBOPOTKKU (Mia3Mbl)
KpOBW NtoAel, MonyyaBLMX B LensxX AMAarHOCTUKW WAM Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOASAT MbILUMHbIE aHTUTenNa.

8.6. lNpn wucnonb3osBaHun Habopa A1 NPOBEAEHUS HECKOSbKUX HEe3aBUCUMbIX
cepuii aHanu3oB creayeT UMeTb B BUAY, YTO AN KaXKA0ro He3aBMCUMMOro onpeneneHus
Heo6Xx0AMMO NOCTPOEHNE HOBOIO KaMBpOBOYHOIO rpadurKa; KpoMe 3TOro, peKoMeHayeTcs
onpeaeneHne KoHueHTpauun ceT4 B KOHTPOSIbHOW CbIBOPOTKE.

8.7. na nonyyeHWs HaAeXHbIX pe3ynbTaToB HeobxoAMMO cTporoe cobnioaeHue
NHCTpyKuMn no npuMmeHeHuto Habopa.

8.8. He ncnonb3yite KOMNOHEHTbI U3 APYrMX HABOPOB MK U3 aHaNOrMYHbIX HAbopoB
APYrux cepui.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCd HOpPMaMu, MpUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
COOTBETCTBUM C npaBunamu GLP (Xopowen nabopaTOpHOW MpakTUKK), Kaxkaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHue. 3HayeHMs KOHUeHTpaumin cBT4 B wuccneayembix obpasuax,
HaxoAsilMecss Huxe rpaHuubl YyBCcTBUTENbHOCTM Habopa (0.75 nMonb/n), a Takxe
npeBbillaloWme 3HadYeHne BepxHen kanubposouyHoM mnpobbl (100 nmonb/n) crnepyet
NpuBOAUTL B creaytoLllen popme: B uccneagyemom obpasue X KoHUueHTpaums cBT4 Huxe
0.75 nmonb/n wnu Bbiwe 100 nMonb/n.

Wccnenyemasn Eauuuubl, nmonb/n

rpynna Hwxuuii npepen Bepxuuii npepen

340pPOBbl€ AOHOPbI

fo 60 net 10.0 25

ctapwe 60 net 10.0 21
BepemeHHbIe:

1-1 TpumecTp 9.0 26

2-A TpuMecTp 6.0 21

3-11 TpuMecTp 6.0 21

11. JINTEPATYPA
1. Tietz, N. W., Fundamentals of Clinical Chemistry, 2nd Ed., pg. 602, Sauders Press, Phila., 1976.
2. Horworth, P. J. N., Ward, RL., J. Clin Pathol. 1972; 25:259-62.

3. Sati, C., Chattor, A. J., Watts, N. Fundamentals of Clinical Chemistry. Ed. Tietz, N. W. 3rd Ed., pg.
586. Saunders press Phila. 1987.

4. Lundberg, P. A., Jagenburg, R., Lindstedt, G., Nystrom, E., Clin. Chem. 1982, 28:1241.

5. Melmed, S., Geola, F. L., Reed, A. W., Pekary, A. E., Park, J., Hershmen, J. M., Clin Endocrin.
Metabol. 1982, 54; 300.

6. Ingbar, S. H., et al. J. Clin. Invest., 1965, 44:1679.

7. Selenkow, H. A., and Robin, N. I., J. Maine Med. Assoc. 1970, 61:199.

Mo BonpocaM, kacatwmmcs kadectsa Habopa «cBT4-UDA»,

cnepyet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Mapkosas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)
3/1eKTpOoHHas noyta: info@xema.ru; rqc@xema.ru

WHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTens cnyx6bl knneHTckoro cepenca OO0 «XEMA»,

K. 6. H. 1. C. KOCTpUKUH
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XEMA

Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of free thyroxin 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

Thyroid hormones thyroxin (T4) and 3,5,3'-triiodothyronine (T3) exert regulatory
influences on growth, differentiation, cellular metabolism and development of skeletal
and organ systems. T4 and T3 in blood are found both in free and bound form - mostly,
they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert
hormonal activity also their percentage is very low — 0.3% for T3 and 0.03% for T4.

The concentration of T4 is generally accepted as an index of thyroid function which
provide enough information to differentiate between hyper-, hypo- and euthyroidism.

Elevation of total T4 is found in hyperthyroidism, in patients with tumours
of pituitary gland, in subjects with elevated TBG level (pregnancy, acute or chronic
active hepatitis, estrogen-secreting tumours or estrogen intake, hereditary elevation of
TBG), in patients taking oral contraceptives, heroin, methadone, thyroid preparations,
TSH, thyroliberin.

Low total T4 is found in hypothyroidism, in patients with panhypopituitarism, in
subjects with low TBG level (acromegaly, nephritic syndrome, hypoproteinemia, chronic
liver diseases, androgen-secreting tumours, hereditary reduction), in patients taking
aminosalicylic and acetylsalicylic acids, cholestyramine, reserpine, potassium iodide,
trilodothyronine.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to T4-antibodies
simultaneously with conjugated fT4-peroxidase. fT4 from the specimen competes with
the conjugated fT4 for coating antibodies. After washing procedure, the remaining
enzymatic activity bound to the microwell surface is detected and quantified by addition
of chromogen-substrate mixture, stop solution and photometry at 450 nm. Optical
density in the microwell is inversely related to the quantity of the measured analyte
in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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, 100-250 pl, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 pl;
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...4+8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

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

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

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

Prepare washing solution from the concentrate BUF WASH 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

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus free thyroxin concentration.

3. Determine the corresponding concentration of free thyroxin 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.

4. Below is presented a typical example of a standard curve with the XEMA Co. Not
for calculations!

Calibrators Value A&;‘a’:m‘::’;g;’
CAL 1 0 pmol/I 2539 . T
CAL 2 5 pmol/I 2080
CAL3 | 10 pmol/I 1602 .,
CAL 4 25 pmol/I 993 o | \z'
CAL 5 50 pmol/I 541 S
CAL6  |100 pmol/I 161 R

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
fT4. 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.

Document: K214I Instruction version: 1901 Format version: 803

14



XEMA

Units, pmol/I
Sex, age . s
Lower limit | Upper limit
Healthy donors
<60 yrs 10.0 25
>60 yrs 10.0 21
Pregnancy week:
1st trimester 9.0 26
2nd trimester 6.0 21
3rd trimester 6.0 21

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-Thyroxin 100
D-Thyroxin 30
T3 0.5

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.75 pmol/I.

11.3. Linearity

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

11.4. Recovery

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

12. LITERATURE

1. Tietz, N. W., Fundamentals of Clinical Chemistry, 2nd Ed., pg. 602, Sauders Press,
Phila., 1976.

2. Horworth, P. J. N., Ward, RL., J. Clin Pathol. 1972; 25:259-62.

3. Sati, C., Chattor, A. J., Watts, N. Fundamentals of Clinical Chemistry. Ed. Tietz, N. W.
3rd Ed., pg. 586. Saunders press Phila. 1987.

4. Lundberg, P. A., Jagenburg, R., Lindstedt, G., Nystrom, E., Clin. Chem. 1982,
28:1241.

5. Melmed, S., Geola, F. L., Reed, A. W., Pekary, A. E., Park, J., Hershmen, J. M., Clin
Endocrin. Metabol. 1982, 54; 300.

6. Ingbar, S. H., et al. J. Clin. Invest., 1965, 44:1679.

7. Selenkow, H. A., and Robin, N. I., J. Maine Med. Assoc. 1970, 61:199.
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Cumson / Symbol

3na c / Symbolize

Mpoussoautens / Manufacturer

Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

-
HHIEIE
-

Homep cepun / Batch code

<
2
z
=
=

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHue TemnepaTypsbl / Temperature limitation

ToNbKO ANA UH BUTPO ANArHoCTUKM /
In Vitro Diagnostic Medical Device

BHumaHwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIETIOCTHOCTM YNaKoBKM /
Do not use if package damaged

SORB MTP

MnaHwert / EIA strips

Al

-

Kann6poBoyHble npobbl / Calibrator set

CONTROL

KoHTposibHas ceiBopoTka / Control sera

KoHbtoraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTa TeTpamMeTunbeHsuanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

M

STOP

Cron-peareHT / Stop solution

=]
=]
=

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 A/A ANArHOCTNKIN NHPEKLUNOHHbBIX \
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 MNapkosas, A. 48, 1-11 noA., 5 aTax 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-TMeTepbypr, 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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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
OBLLUEIFO NMPOCTATACNELUMNO®OUYECKOTO AHTUTEHA
B CbIBOPOTKE (MJ1IA3ME) KPOBU

«oowmn NCA-UDA»

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

tPSA EIA

HOMEP MO KATAJOTY K221
TY 9398-221-18619450-2011

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2011/11007 ot 20 uioHA 2011 ropa

AxTnTena Kk BUY 1,2, Bupycy renatuta C u HBsAg oTcyTcTBytoT
KoHTposnbHble CbIBOPOTKM, BXOAALME B COCTaB Habopa, HaKTUBUPOBaHbI.

W For 96 determinations/Ha 96 onpenenexui
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«YTBEPXJAIO»

PykoBoanTens ®eaepanbHOM CyxX6bl
no HaA30py B cepe 34paBoOOXpaHeHUs
1 counanbHOro pasBuTus

P.y. Xabpunes

MHCTPYKUUA MO NPUMEHEHUIO HABOPA PEAFEHTOB
anda AIMMYHO®EPMEHTHOIO ONPEAEJIEHUA
OBLUEIO NPOCTATACNEUNOUYECKOIO AHTUITEHA
B CbIBOPOTKE (MJIA3SME) KPOBMU «o06wuit MCA-UDA»

PekomeHaoBaHa K yTBepxAeHuto HayuyHo-akcnepTHbIM COBETOM MO MEAULIMHCKUM U3AENNSAM.

1. HASBHAYEHME

1.1. Habop peareHToB «06Wwmnii MCA-UDA» npegHasHayeH A1 KONIMYECTBEHHOIO
onpeaeneHns KoHueHTpauun obwero MNCA B cbiBOpOTKe (Mla3Me) KpoBM MeTOAOM
TBEepAodasHoro UMMyHOMepMeHTHOro aHannsa.

1.2. MpocTatacneundunyecknini aHtureH (MCA) — rMMKONPOTEUH C MONEKYNSAPHOM
Maccon 34 k[a, cocTosWwMi M3 OAHOW NOMMMEenTUAHOM uenu, 6bin obHapyxeH
B 3MNUTENManbHbIX KJjieTKaX HopMasbHOW npocTaTbl. Ero KOHUEHTpauus B KpOBMU
nosblwaeTcss npu  AobpokayecTBEHHOW runepniasumM U 3/10KaYeCTBEHHOM
nepepoXAeHnn TKaHW MpocTaTbl, @ TakKXe Mpu MeTacTaTUYeCKOM pake npocTaThl.
MNCA sBngeTcss CepuHOBOW MNpoTeas3ol M3 ceMelcTBa KaJ/IMKPEWHOB, ero To4Hoe
Ha3BaHWe MNO 3H3UMOJIOrMYECKOM Knaccudukaumm - npekannvkpenH 3. Bbicokune
KoHueHTpaumu MCA HabnwoaalTca B MOJIOYHOM Xenese npu naktauuu M rpyaHoM
MOJIOKE, MO3TOMY JaHHbIA 6enoKk Henb3s cyuTaTb CTPOro crneunduyHbIM ANs
npoctatbl. B cbiBopoTke kpoBu MNCA HaxoauTCa MNpeuMMyLlecTBEHHO B KOMMJekce
C aHTunpoTeasamMum -  aAHTU-XUMOTPUMNCUHOM, anbda-2-MakpornobynmHoM u
aHTuTpuncuHoMm. Yactb MCA (cBob6oaHbi MCA) HaxoaMTCA BHE 3TUX KOMMJIEKCOB.
Mapa aHTUTEeNn, Mcnonb3yeMbiX B JAaHHOW TecT-cucteme (PS2-PS6), paBHOMEpHO
(akBMMONApHO) pacno3HaeT obe dopmbl MCA - cBO6OAHYIO W CBSI3aHHYO, 4TO
NOATBEPXAEHO pe3y/bTaTaMU He3aBUCUMbIX UCCNefoBaHWli B YHuMBepcuTeTe Typky,
OuHNaHana. Y 60nbHbIX aAeHOKapUMHOMONM MpocTaThl onpeaensieTcsl NoBbleHue
KOHUeHTpauuun MNCA paxe Ha paHHUX cTaamax 6ones3Hn. Y 607bHbIX C BbIPaXXEHHbIM
3aboneBaHnem oTmeyeHa KoHueHTpaumsa MCA 1000 Hr/mn un Bblwe. KnnHunyeckas
3HAUYMMOCTb [AAHHOr0 oOnpejeneHns 3ak/iyaeTcd B BO3MOXHOCTU KOHTpPONsA
W NporHosa nporpeccupoBaHus 3abonesaHunsa. HapacTaiowee wnm ycTonumsoe
nosbileHe KoHueHTpauuu MCA, cBuaeTenbCTBYOT 06 OMNyxosieBOW Mporpeccum
N HeapdeKTUBHOCTM Tepanuu. MHTepnpeTaumio AaHHbIX HeobxoAMMO NpOBOAUTb
C Y4YeTOM APYruUX KJIMHUYECKUX AaHHbIX. BaKHyK AOMOAHUTENbHY WHMOpMauuio
ans anddepeHumManbHON AMArHOCTUKM A06pOKaYeCTBEHHbIX W 3/10KaYeCTBEHHbIX
3aboneBaHnii npocTaTbl MO3BOMSIET MOJYUYMTb onpeaeneHne cooTHoweHus cel1CA/
06MNCA. Tpu 3TOM Heobx0AMMO y4uMTbiBaTb BO3PacCT MauMeHTa WM aHaMHe3: Tak,
Yy MyX4YuH A0 60 NneT COOTHOLWEHWE peKOMeHAyeTCs onpeaensTb MNpu ypoBHE
06MCA Bbiwe 4 Hr/MM; Npu 3TOM cleayeT MMeTb B BMAY, YTO CYLleCTBEHHOe — Bbllle
15 Hr/mn - noBblweHne ypoBHA O6MCA MoxeT HabnwoaaTtbCs He TOJIbKO Npu
3/10KaYeCTBEHHOM MEpPepPOXAEHUM TKAHM NPOCTaTbl, HO U NMpY NPOCTaTUTE N Maccaxe
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XEMA

npeactatenbHon xenesbl (Mo gaHHbiM OO0 «XEMA» — o 20 Hr/mn v go 80 Hr/mn
COOTBETCTBEHHO), @ TaKXe Mpu 38KyNsuMM HaKaHyHe WccnefoBaHusA. Y MYX4YMH
ctapwe 60 neT, kKoraa gobpokayecTBeHHas runepnnasmsa HabnoaaeTca NnpakTUYecku
y Bcex, ypoBeHb MNCA po 7 Hr/mMn uenecoobpasHo paccMaTpuBaTb KakK HOPMasbHbIN,
n cooTHoweHne cBlCA/MNCA onpeaensTb, HauuMHas c 7 Hr/mn. BHuMaHue: npwu
onpefeneHnn COOTHOLEHMS HeobxoAMMO Mnonb3oBaTbCsi Habopamu oAHON GUPMbI!
[OaHHbin Habop npeaHa3HadeH ANA WCNOMb30BaHUMSA € Habopom «cBlCA-UDA»
000 «XEMA», kaT. N2 K231.

2. NPUHUMN PABOTbl HABOPA

Onpepenenne obuwero NCA 0CHOBaHO Ha WMCMOJIb30BaHUU «C3HABUY»-BapuaHTa
TBEPAO(dA3HOro MMMyHO(MEPMEHTHOrO aHann3a. Ha BHyTpeHHen NOBEPXHOCTU TYHOK
nnaHweTa UMMOBMAIN30BaHbI MbIlWWMHbIE MOHOKJ/IOHa/NbHble aHTMTena Kk obwemy MCA
yenoseka. B nyHkax nnaHweTa, npu agobasneHnn nccneayemoro obpasua, npoMcxoamT
cBsA3biBaHMe obuwero MNMCA, coaepxawerocs B uccnegyemom obpasue, € aHTuTenamm
Ha TBepaoh ¢ase. O6pa3oBaBLUMNCS KOMMJIEKC BbISIBASKT C MOMOLWbIO KOHbOrata
MbILIWHBLIX MOHOKJIOHaNbHbIX aHTuTen k obuwemy MCA 4yenoseka C MepoKcuaason
XpeHa. B pesynbrate obpa3syeTcs CBA3aHHbIN C MNAACTUKOM «C3HABUY», COAEPXKALLUN
nepokcuaasy. Bo Bpems nHkybauum c pactBopom cybcTtpaTa TeTpameTunbeH3namHa
(TMB) npoucxoauT oOKpallnmBaHWe pacTBOPOB B JIYHKax. MHTEHCUMBHOCTb OKpacku
npsiMO NponopuMoHanbHa KOHueHTpauun obwero MNCA B wuccnegyemom obpasue.
KoHueHTpauuto obuwero MCA B mnccneayembix obpasuax onpenensaioT no kanmbpo-
BOYHOMY rpadmKy 3aBMCUMOCTM ONTUYECKON MJOTHOCTM OT coaepxaHus obuiero NCA
B KannbpoBOYHbIX Npobax.

3. AHAJTIUTUYHECKUE XAPAKTEPUCTUKHA

3.1. CneundPUYHOCTbD. O6a MbILUNHbIX MOHOKJ1IOHa/IbHbIX aHTuTena,
MCNoNb30BaH-Hble BAaHHOM Habope, AeMOHCTPUPYIOT 9KBUMOJISIPHOE B3aUMOAENCTBUE,
kKak co cBob6oaHbIiM MCA Tak un ¢ NCA-AXT KOMMNIEKCOM.

3.2. Bocnpou3BoguMOCTb.

KoadpduruneHT Bapnaummn pesynbraToB onpeneneHns cogepxaHus obuwero MCA
B OAHOM M TOM Xe obpasue CbiIBOPOTKM (MNa3Mbl) KPOBM C ncnonb3oBaHneMm Habopa
«o6wmin MCA-UDA» He npesblwaeT 8.0 %.

3.3. JInHehHOCTb.

3aBUCUMOCTb KOHLEeHTpaunmn obwero MNCA B o6pasuax cbiIBOPOTKM (NS1a3Mbl) KPOBU
npu pasBeAeHUMU UX CbIBOPOTKOW (Mn1a3MoM) KpPoBM, He coaepxalien obwwmin MCA,
MMeeT NIMHENHbIN XapaKkTep B AMana3oHe KoHueHTpaunin 1.5-30 Hr/Mn u cocTtaBnsaeT
+10.0 %.

3.4. TOYHOCTD.

[aHHbI aHanUTUYeCKMin napamMeTp MNpPOBEpsSeTCsa TECTOM Ha <«OTKpbITME» —
COOTBETCTBME U3MEPEHHOM KOHUeHTpaunu obwero NCA npeanncaHHoOM, NoOy4YeHHON
nyTeM CMelMBaHUS paBHbIX 06BbEMOB KOHTPOJIbHOW CbIBOPOTKM W KanubpoBOYHOWM
npo6bl 5.0 Hr/MA. MpoueHT «oTKpbITUA>» cocTaBnseT 90-110 %.

3.5. YyBCTBUTENIbHOCTD.

MuHUManbHas [AOCTOBEpPHO onpeaensemas Habopom «obwwuii  MNCA-UDOA»
KOHUeHTpaums obuero MNMCA B cbiBOpoTKe (Ms1a3me) kpoBu He npesbiwaeT 0.005 Hr/mi.
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XEMA

Komnnekrauua 5
Cumson

Konnyectso
1 SORB MTP 5wr
2| cA1-s > O %0 e Cw 6 G Lo
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn nnm 2x30 mn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl NPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NpuMeHeHus Habopa - knacc 26 (FTOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a ucknouveHnem cton-peareHTta (5.0 % pactBop
CEPHOW KUCNOTbI), B UCMOJIb3YEMbIX KOHLEHTPaUNSX SBAAIOTCS HETOKCUYHbLIMMU.

PacTtBop cepHoi KkucnoTbl obnajaeT pasgpaxawwmm aeinctevem. UsberaTb
pa3bpbI3rMBaHns U NonaaaHns Ha KOXY 1 CAn3ucTble. Mpu nonagaHnm Ha KOXY U C/IM3UCTble
nopa)eHHbIN y4acTok cnefyeT NpoMbiTb 60/bLUMM KONNMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpwu pabote c Habopom cneayet cobnoaate «lpaBuna ycTpOMCTBa, TEXHUKMN
6e3onacHOCTM, MpPOM3BOACTBEHHOW CaHWTapuu, MNPOTUBO3MUAEMUYECKOTO pexunMa
M NWYHOW rurneHbl npu pabote B nabopatopusx (oTaeneHusx, oTaenax) CaHUTapHO-
3NMAEMNOSIOTNYECKUX YUpeXAeHUA cuctemMmbl MnHucTepcTBa 3apaBooxpaHeHmns CCCP»
(MockBa, 1981 r.).

5.4. lNpun pabote c Habopom cneayeTr HageBaTb OAHOPA30Bble pe3VMHOBbIE WU
NIacTUKOBbIE MepyYaTKK, Tak kak obpasubl KpOBM YenloBeKa crefyeT pacCcMaTpmBaTb Kak
noTeHuUManbHO MHMOULNPOBAHHbLIV MaTepuan, CNOCO6HbIN ANUTENbHOE BpeMSt COXpaHATb
n nepepasatb BWY, Bupyc renatuta wnu nwbon apyron Bo3byauTenb BUPYCHOM
MHDeKUnn.

6. OBOPYAOBAHUWE N MATEPUAIJbI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM

- (oToMeTp BEPTMKaNbHOIO CKAHMPOBaHWUS, MO3BONSIOLLMIA U3MEPATb ONTUYECKYHO
MAOTHOCTb COAEPXUMOr0 JIYHOK MaHLweTa npu AIMHE BOMHbI 450 HM;

- TepMocCTaT, noaaepxuatrowmii Temnepatypy +37 °C £0.1 °C;

- [03aTopbl CO CMEHHbIMUM HaKOHEeYHMKaMu, Mo3BonslwMe oTb6MpaTb 06bEMbI
B Anana3oHe 25-250 mkn;

- UMAMHAP MepHbIN BMecTuMocTbio 1000 Mn;

- BOAa AMCTUIIMPOBaHHas;

- nepyaTKu pe3nHOBble UK NIaCTUKOBbLIE;

- bymara dunbTpoBasabHas.

7. NOArOTOBKA PEATEHTOB )11 AHAJIU3A

7.1. lMNepep npoBeaeHMeM aHanusa KOMNoHeHTbl Habopa un nccnegyemble obpasupl
CbIBOPOTKM (Mna3Mbl) KpPOBW cCneayeT BblAepXaTb NPU  KOMHATHOM TemnepaType
(+18...425 °C) He MeHee 30 MUH.

7.2. NMpurotoBJsieHMe NJlaHLWeTa.

BckpbITb NakeT € NiaHWeTOM M YCTaHOBUTb Ha paMKy HeobxoAnMOe KOM4ecTBO
cTpunos. OcTaBWwKWecs  HEWCNOSIb30BAHHbIMKM  CTpUMbl, 4YTO6bI  NpeaoTBpaTUTb
BO34ENCTBME Ha HUX Bnaru, TwaTtenbHO 3aknenTb bymaron Ans 3akienBaHus nnaHweTa
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M XpaHUTb Npu TemnepaType +2...+8 °C B TedyeHMe BCero cpoka rogHoctn Habopa.

7.3. NMpurotoBJsieHNe OTMbIBOYHOIO pacTBopa.

Copepxumoe dhiakoHa ¢ KOHLEHTPATOM OTMbIBOYHOIO pacTBopa (22 M/1), MepeHecTn B
MepHbIA UMnuHAp BMecTumocTbio 1000 mMn, gob6asute 550 Mn ANCTUNNMPOBAHHOM BOAbI U
TWaTenbHO nepeMewatb. B cnyyae apobHoro ncnonb3oBaHus Habopa cnegyet otobpath
HeobxoAMMoe KONMYeCTBO KOHLEHTpaTa OTMbIBOYHOIO pacTBOpa U pa3BecTn ANCTUNNNPO-
BaHHOM BOAOM B 26 pa3 (1 Mn KOHUeHTpaTa OTMbIBOYHOrO pacTesopa + 25 mn guctunnum-
pOBaHHOW BOAbI).

8. YC/1OBUA XPAHEHNA U SKCNNTYATALNN HABOPA

8.1. Habop peareHTtoB «06wmini TMCA-UDOA» pomKeH XpaHMTbCS B yrnakoBKe
npeanpusaTUa-n3roToBuTens npm temnepartype +2...4+8 °C B TeyeHne BCero cpoka rogHocTH,
yKa3aHHOro Ha ynakoeke Habopa. [lonyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu
TemnepaTtype Ao +25 °C He 6onee 15 cyTok. He gonyckaeTcs 3aMopa)kMBaHue LEnoro
Habopa. [lonyckaeTcsa oAHOKpaTHoe 3aMopakuBaHue (-20°C) KanuM6poBOYHbIX
npo6 M KOHTPO/IbHOW CbIBOPOTKM B aJIMKBOTaX.
8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccrenyembix
obpa3suoB, 5 kanMbpoBOYHbIXx Mpo6 M 1 nNpobbl KOHTPONMBHOM CbIBOPOTKM (BCEro
96 onpeaeneHuit).
8.3. B cnyyae gpobHoro ucnonb3oBaHus Habopa KOMMOHEHTbl crnefyeT XpaHuTb
cneayowmm obpasom:
- OCTaBLUMECS HEeWCMNoJSib30BaHHbIMKM CTPUMbl HEO6XOAMMO TLLATENbHO 3aKenTb
6ymaron Ansa 3akienBaHUsa NiaHwWeTa U XpaHuTb Npu TemnepaTtype +2..4+8 °C
B TeYEHMe BCero cpoka rogHocTn Habopa;

- KOHbBbtoraT, cybcTpaT, cTon-peareHT Moc/ie BCKpbITUS (nakoHOB cleayeT
XpaHuUTb Npu TeMnepaType +2...+8 °C B TeyeHne BCcero cpoka rogHocTn Habopa;

- KanmbpoBOYHble NPO6bl N KOHTPOJIbHYIO CbIBOPOTKY NMOC/E BCKPbITUS (P1akoHOB

cnepyet XxpaHuTb Npu TemnepaTtype +2..+8 °C He 6onee 2 mecsues;

- OCTaBLUMNCS HENCMOJIb30BaHHbIM KOHLEHTpaT OTMbIBOYHOIO pacTeopa cleayer

XpaHuTb Npun TeMnepaType +2...+8 °C B TeueHne BCcero cpoka rogHocTn Habopa;

-  MPWUrOTOBJIEHHbIM OTMbIBOYHbIA PacTBOP ClieAyeT XpaHWUTb MpW KOMHaTHOWM

Temnepatype (+18...4+25 °C) He 6onee 15 cyTok unm npu temnepatype +2...4+8 °C
He 6onee 45 cyToK;

MpumMeyaHue. MNocne UCnosb30BaHUA peareHTa HEMeA/IEHHO 3aKpbliBalTe KpbIWKY
(nakoHa. 3akpbiBanTe KaxAbli h1akoH CBOEN KPbILLKOMN.

8.4. [1na npoBeAeHWs aHanu3a He cleayeT WCMNO0/b30BaTb FeMOSIM3NPOBAHHYIO,
MYTHY'O CbIBOPOTKY (Mla3My) KPOBM, a TakXXe CbIBOPOTKY (M1a3My) KPOBU, COAEpKaLLYHO
asua Hatpus. Ecnv aHanu3 Npon3BOAMTCS He B IeHb B3STUS KPOBU, CbIBOPOTKY (Naa3smy)
cnepyeTt XpaHuTb npu TemnepaTtype -20 °C. lMoBTOpHOE 3aMOpa)kmBaHWe-oTTamBaHue
06pa3LoB CbiIBOPOTKM (N1a3Mbl) KPOBM He AOMYyCKaeTCs.

8.5. UcknovaeTcs ncnonb3oBaHne And aHanmsa o6pasLoB CbIBOPOTKM (MasMmbl)
KpOBW Nt0AeN, NOMyYaBLWMX B LEeNsx AMarHoOCTUKK UAM Tepanuu npenapaTtbl, B COCTaB
KOTOpPbIX BXOAST MbILLMHbIE aHTUTENa.

8.6. NMpu wucnonb3oBaHunm Habopa ana nNpoBefeHUS HECKOJIbKUX HEe3aBUCUMbIX
cepuii aHann3oB cneayeT UMeTb B BUAY, YTO AN KaXA0ro He3aBMCMMOro onpeaeneHns
HeobxoAMMO  MOCTpOEHMe HOBOro KaanmbpoBO4YHOro rpadwuka; Kpome 3TOro,
peKoMeHAyeTCs onpejenieHne KoHueHTpaunn obwero NCA B KOHTPOBLHOM CbIBOPOTKE.

8.7. ina nonyyeHus HadeXHbIX pe3ynbTaToB HeobxoamMo cTporoe cobniogeHue
MHCTpPYKLMM NO NpuMeHeHuto Habopa.

8.8. He ncnonb3yliTe KOMNOHEHTbI U3 ApYrMx HABOpPOB MM N3 aHaNorMyHbIX Habopos
ApYrux Cepui.
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10. O)XKXUAAEMbIE 3HAYEHUSAA N HOPMbI

10.1. OcHoBbIBasACb Ha pe3ynbTaTax UccrienoBaHuii, nposeaeHHbIx 000 «XEMA»,
pekoMeHAyeM Mosb30BaTbCA HOpMaMu, NpuBeAEeHHbIMWM HuxXe. Bmecte c TeMm, B
cooTBeTCTBMM C npaBunamm GLP (Xopowen nabopaTopHOW MNpakTUKK), Kaxaas
nabopatopus p[osmKHa caMa onpeaenuTb MapaMeTpbl HOPMbl, XapaKTepHble Ans
obcneayemon nonynsauuu.

NMpuMeuaHume. 3HayeHns KoHUeHTpauui obwero MCA B nccneayembix obpasuax,
HaxoAsWmecs HUXe rpaHuubl YyyBcTBUTEnbHocTM Habopa (0.005 Hr/mn), a Takxe
npeBbIIAOWNE 3Ha4vyeHue BepxHel KanmbpoBo4yHoW npobbl (30 Hr/mn) cnepyet
npuBOAUTL B Ccrneaytoweln gopme: B nccnegyemom obpasue X KoHueHTpaums obwero
MCA Huxe 0.005 Hr/mn vnn Bbiwe 30 HI/MA.

EQuHNLbI, HT/MA
Ncenepyemasn rpynna — —
HwxHuii npepen | BepxHuii npegen
My>XUMHBbI
<40 net - 4.0
41-60 net - 5.5
>61 roga - 7.0
XKeHLWwmnHbI - 0.45

11. INTEPATYPA
1. Oesterling JE Prostate-specific antigen: a critical assessment of the most useful
tumor marker fro adenocarcinoma of the prostate. J Urol 1991; 145: 907-23.
2. Oesterling JE et al.. Serum prostate-specific antigen in a community-based
population of healthy men: establishment of age-specific reference ranges. JAMA
1993; 270:860.
3. Catalona WJ] et al. Measurement of prostate-specific antigen in serum as a
screening test for prostate cancer. N Eng J Med 1991, 324: 1156-61.
4. Christensson A et al. Serum prostate-specific antigen complexed to
al-antichymotrypsin as an indicator of prostate cancer. J Urology 1993; 150: 100-5.
5. Milfor Ward A et al. Free/total PSA ratio as an aid to the diagnosis of prostatic
carcinoma. Clin Chem 1995; 41:5230.
6. Wu JT. Assay for prostate specific antigen (PSA): problems and possible solutions.
J Clin Lab Analysis 1994; 8:51-62.

Mo BonpocaMm, kacaruwmmMmcs kayectBa Habopa «o6wuin MCA-UDA>»,
cnenyet obpawaTtbes B OO0 «XEMA» no agpecy:

105043, r. Mocksa, a/sa 58

105264, r. MockBa, yn. 9-a Napkosas, a. 48, 1-ii noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasbHbI)
3/1eKTPOHHasa noyta: info@xema.ru; rqc@xema.ru

MHTEPHEeT: wWww.Xema.ru; www.xema-medica.com

PykoBoanTenb cnyx6bl knmeHTckoro cepsmca OO0 «XEMA»,

K. 6. H. [. C. KOCTpUKUKH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of total PSA 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

Prostate specific antigen (PSA) is a serin-like protease with molecular weight
ca. 34 kDa and was initially found exclusively in normal prostatic gland as well as
in prostatic fluid and seminal plasma. Later it was localized also in breast milk and,
according to its enzymological properties, was classified as human prekallikrein 3.
In human serum, most of PSA forms complexes with serine protease inhibitor proteins
(mostly alpha-1-antichymothripsin, alpha-2-macroglobulin and antithripsin). A minor
proportion of PSA (free PSA) is circulating outside these complexes.

Elevated serum PSA levels are found in patients with prostatic adenocarcinoma
even at early stages of the disease. Values of 1000 ng/ml and even more may be found
in patients with profound disease. Clinical value of this parameter is due to possibility
of clinical monitoring and prognosis of the disease. Continuous elevation of PSA level
isindicative of tumour progression and ineffective therapy. Nevertheless, interpretation
of the results obtained should be made in the context of other clinical data. According
to data obtained in University of Turku, Finland, the pair of monoclonal antibodies
used in present test system (PS2-PS6), recognizes both free and complex-bound
forms of PSA with equal affinity (equimolar binding).

Elevations of serum PSA levels are characteristic to prostatic hyperplasia,
inflammation and tumours. Serum PSA level can be used for monitoring and treatment
control of all diseases involving prostatic tissue, especially prostatic tumours.

Additional information valuable for differential diagnosis between benign and
malignant prostate hyperplasia may be obtained by estimation of free PSA/total PSA
ratio. In this case, age and case history of patients should be considered: that is, free
PSA/total PSA ration in patients under 60 years is to be estimated if total PSA level
is above 4 ng/ml while in males over 60 years when benign prostatic hyperplasia
is common this ratio is rational to be estimated when total PSA level is above
7 ng/ml. Besides, it should be kept in mind that significant elevation of total PSA
level may be found in patients with prostatitis as well as after massage of prostatic
gland and the next day after ejaculation (according to XEMA data, up to 20 ng/ml and
80 ng/ml, respectively).

Please, note, that free PSA/total PSA ratio should be estimated using EIA kits of
the same manufacturer. This kit is intended for use with XEMA fPSA EIA, Cat.# K231.
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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 total PSA-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies — murine monoclonal to human
total PSA, 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. 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, 100-250 ul,
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...+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 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 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 total PSA concentration.

9.3. Determine the corresponding concentration of total PSA 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 Abso(r4bsaon;:|l)lmts o ‘

CAL 1 0 ng/ml 0.04

CAL 2 1.5 ng/ml 0.27 e

CAL3 5 ng/ml 0.57 N

CAL 4 10 ng/ml 0.91 e

CAL 5 30 ng/ml 2.34 e T
Document: K221I Instruction version: 1901 Format version: 612
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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 tPSA. 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, ng/ml
Sex, age — —n
Lower limit | Upper limit
Males
<40 yrs - 4.0
41-60 yrs - 5.5
>61 yr - 7.0
Females - 0.45

11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity

The pair of monoclonal antibodies used in present test system (PS2-PS6),
recognizes both free and complex-bound forms of PSA with equal affinity (equimolar
binding).

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being
0.005 ng/ml.

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

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

12. LITERATURE

1. Oesterling JE Prostate-specific antigen: a critical assessment of the most useful
tumor marker fro adenocarcinoma of the prostate. J Urol 1991; 145: 907-23.

2. Oesterling JE et al.. Serum prostate-specific antigen in a community-based
population of healthy men: establishment of age-specific reference ranges. JAMA
1993; 270:860.

3. Catalona WJ et al. Measurement of prostate-specific antigen in serum as a
screening test for prostate cancer. N Eng J Med 1991, 324: 1156-61.

4. Christensson A et al. Serum prostate-specific antigen complexed to
al-antichymotrypsin as an indicator of prostate cancer. J Urology 1993; 150: 100-5.

5. Milfor Ward A et al. Free/total PSA ratio as an aid to the diagnosis of prostatic
carcinoma. Clin Chem 1995; 41:5230.

6. Wu JT. Assay for prostate specific antigen (PSA): problems and possible solutions.
J Clin Lab Analysis 1994; 8:51-62.
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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




Yeaxaembliii Knnent!

Ecnv B npouecce paboTbi c Hawmmmn Habopamu Bam noHagobunmncs nnacTMKoBble BAHHOUKYM ANA KUOKUX
peareHTOB, OHOPa30Bble HAKOHEYHVKW ANA [103aTOPOB UMW [OMOHUTENbHblE 0ObeMbl peareHToB
(KoHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpaTta TeTpametnbeHsmamHa (TMB),
cTon-peareHT), BXxoAALmMX B cocTaB Habopa, npocum Bac obpatnTbea K noctaswuky npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble MaTepuanbl NpefocTaBaAloTcA 6ecnnatHo, B Heo6xoanmom ans
\nposeneuvm aHanusa KonuyecTse.

J
MNMepeueHb Ha6opoB peareHTOB ANA ANArHOCTUKN MHGEKLMOHHbIX \
3aboneBaHuii npousBoacTBa 000 «XEMA»
N2 no katanory HanmeHoBaHmne

K101 «Toxoplasma IgG-VOA» Resion Dagrante.

K101™M «Toxoplasma IgM-NDA» o e

K102 «Rubella IgG-N®A»

K102M «Rubella IgM-UDA»

K103 «Cytomegalovirus IgG-NDA» s, W S,

K103M «Cytomegalovirus IgM-VIOA» — =

K104 «HSV 1,2 IgG-NDA»

K104M «HSV 1,2 IgM-MOA»

K105 «Chlamydia IgG-VIOA»

K106 «Mycoplasma IgG-VIOA»

K111G «Cndunuc IgG-NOA»

K111 «Cndunuc cymmapHble aHTutena-MOA»

K121 «Aspergillus IgG-MDA»

Homep ropauei nuHumn rexHnyeckom nopaepxku KnveHros:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyei NIMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ noboro
MOGUNBbHOTO UK CTauoHapHoro TefiedoHa No Bcel Tepputopun Poccum.

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

105043, r. MockBa, a/s 58 S
105264, r. MockBa, yn. 9-a Mapkosas, A. 48, 1-i nop., 5 aTax 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 «Xemay, Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, JertapHbiii nep., A. 8-10, nutep A
e-mail: sppb@xema.ru

CM 000 «Xemma-TecTt», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malweposa, g. 11,
nutep A, kopn. 8/K, oduc 416

e-mail: hemma-test@yandex.ru

TOB «Xema», Ten.: (044) 422-62-16;

03179, r. Kues, yn. Akafiemvka Edpemosa, 4. 23;
e-mail: info@xema.com.ua
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Instruction for use

MHCTPYKUMA NO MPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
CA125 B CbIBOPOTKE (MJIASME) KPOBU

«CA125-UDA»

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

CA125EIA

Ha carite www.xema-medica.com AOCTYNeH KanbKynsTop pac4yeTa
puUCKa paka siyHuKa Mno JaHHbIM uccnefosaHus Ha aHTureHsl CA125
n HE4 npu wcnonb3oBaHun WPA Habopos npoussoacTBa Halen
KOMMNaHuu. HageeMmcsi, 4To 3TOT MHCTPYMEHT MO3BOMUT cneumanncram
no nabopaTopHON AMarHoCTMKe BpavaM-KaMHUUKUCTAM O6blTb  Ha
nepeaoBOV COBPEMEHHOW MeAWUMHbI U NOCnoco6CTBYET MOBbILEHWIO
YPOBHS 06CNYXUBaHWUS U 3aLUNTbI NALMEHTOB.

HOMEP MO KATASIOTY K222
TY Ne 9398-222-18619450-2010

PETMCTPALUVMOHHOE YOOCTOBEPEHUE
Ne®CP 2010/07151 ot 17 mapTa 2010r.

AnTtuTena k BUY 1,2, Bupycy renatuta C n HBsAg otcyTcTBytOT
KOHTponbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, IHAaKTUBUPOBAHbI.

W For 96 determinations/Ha 96 onpepenexui

ONsA UH 8UMPO ANArHOCTUKN

"IN “ XEMA Co,, Ltd.

i& The 9th Parkovaya str., 48

e Authorized Representative in EU:
e, 105264 Moscow, Russia Polmed.de
Q«Pf\’% Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773

e-mail: redkin@xema-medica.com Aichwald, Germany

Em  internet: www.xema-medica.com e-mail: info@polmed.de
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XEMA

COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MNPMHUMN PABOTbI HABOPA 3
3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTU3A 5
8. YCNoBuA XPAHEHWSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 9
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WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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«YTBEPXJEHA»
Mpuka3 PocsapaBHaasopa N2 2136-Mp/10 ot 17 mapTa 2010 r.
KPAQ N2 6171 oT 04.02.2010 r.

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

1. HABHAYEHMUE

1.1. Habop peareHtoB <«CA125-VOA» npegHasHayeH A8 KOJMYECTBEHHOrO
onpepeneHvs KoHueHTpauun CA125 B cbiBOpoTKe (nfasMe) KpoBW MeToAoM
TBEpAO(a3HOro MMMYHO(EPMEHTHOIrO aHanun3a.

1.2. CA125 npeacrtaBnsetr cobohi aHTureH (anmMTon), ACCOLMMPOBAHHbLIN
C afleHOoKapunHOMaMn SMYHMKOB M HEKOTOPbLIMU APYrMMK onyxonsamu. KonnyectseHHoe
onpeaeneHne CA125 B CbIBOPOTKE MK Ma3Me UCMO/b3YeTCs AN MOHUTOPUHIa 60/1bHbIX
C ageHokapuuHoMaMn smnyHukoB. dnuton CA125 obHapyXmBaeTcs Ha reTeporeHHoun
rpynne rMKONMPOTEMHOB C BbICOKOM MONEKYSIpHOW Maccon (MofiekynsapHas macca
oT 200.000 po 1.000.000). B BbICOKOM nMpoueHTe cny4daeB cogepxaHue CA125
NnoBbIWAETCA NpU  aAeHOKapUWMHOMAX SUYHUKOB, 3@ WCKIIOYEHUM MYLWMHO3HOW W
rpaHyfne3oKkNeTo4YHOM ructonormyeckorn dopmbl. Kpome Toro, CA125 obHapyxunaetcs
B HEKOTOPbIX 3MOPUOHAsbHbBIX TKAHAX M HEKOTOPbIX TKaHAX B3pOC/AOro OpraHuM3Mma -
B anutenun dannonueBbix Tpyb, B amoOKPWMHOBBIX MOTOBbIX >efe3ax, MOSOYHbIX
xenesax, sHAoMeTpuu. lMoBbllweHne KoHueHTpauun CA125 B cbiBOpoTKe HabnwgaeTcs
y 6onbwnHcTBa 60MbHBLIX C afeHOKapLMHOMaMU SSUYHUMKOB - B TOM 4YMC/e, Ha NepsoW
ctagun. OnpeaeneHuve ypoBHa CA125 nonesHo Ansa KOHTpons apPeKTUBHOCTM TeveHuns
N CNexXeHnsa 3a TeYyeHMEM a[eHOKapuWHOM SIMYHMKOB; BMeCTe C TeM, pe3yfbTaTbl
n3mepennss CA125 Bcerga cneayeTr MHTepnpeTMpoBaTb B KOMMEKCe C pe3ynbTaTamu
APYrMX MeTOA0B WCCNEeA0BaHUA W KIWMHWYECKUMW AAHHbIMW. [laHHble, MOSy4YeHHble
B nabopatopum XEMA, cBWAETENbCTBYIOT, 4TO Mepuoanyeckoe onpeaeneHue
ypoBHs CA125 MoxeT 6bITb MONE3HO ANS AMArHOCTUKWM pasBUTUS afeHOKapLMHOMbI
pnbpo3HON TKaHM nerknx y O60NbHbIX C WHTEpCcTMUManbHbiMKM 3aboneBaHus MU
nerkux. B onpepeneHnn aHtureHa CA125 ncrnonb3yoTca MOHOK/IOHasbHble aHTUTena
K 3NUTOMHbIM rpynnam A m B, nonydeHHble XEMA (X306 u X52); cneundunyHocTb
aHTUTEN NOATBEpPXAEeHa MeXAyHapoAHOW akcriepTHou rpynnon (TD1 workshop 2000,
International Society of Oncodevelopmental Biology and Medicine).OnpeaeneHue
ypoBHs CA125 He no3BossieT NpoBOAMTb PaHHIOW AMArHOCTUKY 3/10KaYeCTBEHHbIX
3aboneBaHuii, MOCKOMbKY MOBbIWeHHOe codepxaHne CA125 B CbIBOpOTKE MOXeT
HabngaTbCa Npyv KapuuvHoOMe MaTKW, rernatoMe, afeHOKapuMHOME MNOoAXenyLOYHOWM
Xenesbl, a Takxe npu 3abosieBaHNAX HEOMyX0neBOW NPUPOAbI — HanpuMmep, LUMppo3e
MeyYyeHn, WHTEepCTUUMaNbHbIX 3aboneBaHuax nerkmx. BHUMAHUE! 3Stotr Habop
npeaHasHayeH ToNbKo ANns paboTbl C CbIBOPOTKOW WM nnasMon. Mpu aHanuse Apyrux
TMNoB o6pasLoB - HanpuMep, acUMUTUYECKOM XWAKOCTU, MeBpasibHbIX BbIMOTOB WMAU
KYyNbTypanbHbIX CyNepHaTaHTOB — MOXHO MOJSyUYUTb JIOXKHbIE pe3yfbTaThbl.
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2. IPUHUUN PABOTbl HABOPA

OnpegeneHne CA125 OCHOBaAHO Ha MWCMNOSb30BAaHUM  «CIHABUY»-BapuaHTa
TBEpAOdasHOro WMMyHodepMeHTHOro aHanus3a. Ha BHYTPeHHel MnOBEPXHOCTH
NIYHOK niaHweTa MMMOOUIM30BaHbl MbIUMHbIE MOHOK/OHasbHble aHTUTena k CA125
yenoseka. B nyHkax nnaHweTta, npu gobasneHnn nccneayemoro obpasua, Nnponcxoant
cesa3biBaHMe CA125, copepxalwerocsas B uccnegyemom obpasue, C aHTMTENaMM Ha
TBepaon aze. O6pa3oBaBLUMINCS KOMMIEKC BbIABASAIOT C MOMOLWbIO KOHbtoraTta
MbIWMWHbBIX MOHOKMOHaNbHbIX aHTUTen k CA125 uenoBeka C nepokcuMaason XpeHa.
B pe3ynbtaTte o06pa3yeTcs CBSA3aHHbIM C MIACTUKOM «C3HABUY», COAep>Kalini
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3nanHa
(TMB) nponcxoamT oKpallnBaHme pacTBOpPOB B IyHKax. MHTEHCMBHOCTb OKpacku npsimo
nponopunoHanbHa kKoHueHTpauun CA125 B uccnepyemom obpasue. KoHueHTpauwuio
CA125Buccnenyembix obpasuax onpeaensitoTno kaambpoBoYHOMY rpadmKy 3aBUCUMOCTH
OMNTUYECKOW MNOTHOCTU OT coaepxaHmst CA125 B kannbpoBouHbIX npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOKIOHANbHbIX
aHTuTen kK CA125 yenoseka c ApyrMMun aHanutamu npuseaeHa B tabnuue:

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

3.2. BocnpousBoanMOCTb.

KoaddurumeHT Bapuauum pe3ynbTaToB onpeaeneHns coaepxanms CA125
B OAHOM UK TOM Xe obpasue CbIBOPOTKM (Ma3Mbl) KpPOBM C WCMOSb30BaHNEM
Habopa «CA125-UDA» He npeBbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBMCUMOCTb KOHUeHTpauun CA125 B obpasuax CbiBOPOTKM (MasMbl) KpOBU
npu pasBeaeHUM MX CbIBOPOTKOW (Mna3Moi) KpoBu, He coaepxawen CA125, nmeert
NMHENHbIN XapaKTep B AMana3oHe KoHueHTpauui 25-400 Ea/mn n coctanset £10.0%.

3.4. To4yHOCTDb.

[aHHbIA  aHanuUTMYecKMii napaMmeTp MpPOBEPSEeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBUE M3MepeHHOW KoHueHTpauun CA125 npeanncaHHOM, MOMYYEHHOW nyTem
CMELNBAHUA paBHbIX OH6BEMOB KOHTPOJSIbHOM CbIBOPOTKW W KannbpoBOYHOW Mpobbl
50.0 Ea/mn. MpoueHT «oTKpbITUsA» coctaBnsieT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa goctoBepHo onpeaenseMas Habopom «CA125-UOA» KOHLEHTpaums
CA125 B cbiBOpoOTKe (nna3Me) KpoBu He npesbliwaeTt 0.25 Ea/mn.
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Komnnekrauua 5
Cumson

Konnyectso
1 SORB MTP 5wr
2| cai-s > O %0 e Ciw 6 G Cane
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn nnm 2x30 mn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl MPEAOCTOPOXXHOCTHU

5.1. lNMoTeHumanbHbIlh puck npuMeHeHnst Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a wucknouveHuem cron-peareHta (5.0% pacrteop
CEpHON KMUCNOTbI), B UCMOMb3YyEMbIX KOHLEHTPaUNSAX SIBASIOTCS HETOKCUYHbIMU.

PactBop cepHoli kucnoTbl obnagaeTr pasgpaxawwum  gencreveMm.  Msberatb
pa3bpbI3rMBaHMs 1 NonagaHusa Ha KOXy W cim3uctble. Mpu nonagaHumn Ha KOXY W CIM3UCTble
NOpPaxeHHbIM y4acToK CnefyeT NpoMbITb 60NbLUMM KONNMYECTBOM MPOTOYHOM BOAbI.

5.3. lNpwn pabote c Habopom cneayet cobnoaate «lpaBuia yCTPOMCTBA, TEXHUKMU
6e30nacHOCTN, MNPOM3BOACTBEHHOW CaHUTapunM, MNPOTUBOIMUAEMMYECKOrO pexuMma Wu
NINYHOW rurneHol nNpu pabote B nabopatopusax (OTAeneHusix, OoTAenax) CaHWTapHO-
3NUAEMUONIOTMYECKUX YUPEeXAEHUN cucTeMbl MuHUCTepcTBa 34paBooxpaHeHus CCCP»
(Mocksa, 1981 r.).

5.4. Mpn paboTte c Habopom cneayetr HageBaTb OAHOPA30Bble pPE3VHOBbIE WU
NnaacTMKOBble NepyaTKM, Tak Kak obpasLbl KPOBK YenoBeka cnefyeT paccMaTpuBaTh Kak
NOTEHUMANbHO UHPUULMPOBAHHBIN MaTtepuan, CNocobHbI ANUTENBHOE BPEMS COXPaHATb
1 nepenasaTb BUY, BUpyc renatnta unm noboii apyroi Bo36yantenb BUPYCHOM MHMEKLMN.

6. OBOPYOQOBAHUE N MATEPUAIIDI,
HEOBXOAWUMBbIE NPU PABOTE C HABOPOM

- ¢doTOMETp BEPTMKANbHOIO CKaHMPOBaHUS, MO3BOSOWMIA N3MEPATL ONTUYECKYHO
NAOTHOCTb COAEPXMMOr0 NIYHOK MaHLweTa npu AnnHe BosHbl 450 HM;

- TepMocCTaT, noAaaepxuBatrowmii Temnepatypy +37 °C £0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, nossonswwme oTbmpatb 0b6bEMbI
B AnanasoHe 25-250 mkn;

- UMAMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAA AVCTWI/IMPOBAHHAS;

- NepyaTKu Pe3nHOBbIE MM NNACTUKOBLIE;

- bymara ¢punbTpoBanbHas.

7. NOArOTOBKA PEAFEHTOB AJ1s1 AHAJIU3A

7.1. MNepen npoBeaeHneM aHanmsa KOMMoHeHTbl Habopa n uccnepyemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW CnefdyeT BblAepXaTb MNpW  KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpurortosBsieHue NJaaHLWeTa.

BCKpbITb MakeT € MAaHWeTOM M YCTaHOBUTb Ha paMKy HeobXxoaMmoe KONM4ecTBO
cTpunoB. OcTaBLUMECS HENCNOIb30BAHHbLIMW CTPUMbI, YTO6bI NPefOTBPaTUTL BO3AENCTBUNE
Ha HUX Bfaru, TwaTenbHO 3aknenTb 6ymaroln Ansa 3aKnenBaHns NaaHWweTa u XpaHuUTb Npu
TeMmnepatype +2...+8 °C B TeyeHue BCero cpoka rogHoctn Habopa.
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7.3. NMpuroroBneHne OoTMbIBOYHOIO pacTBopa.

Coaepxunmoe diakoHa C KOHLEHTPATOM OTMbIBOYHOIO pacteopa (22 M), nepeHectu
B MEpHbI UMAMHAp BMecTuMocTblo 1000 mn, pobasutb 550 MA AUCTUANMPOBAHHOW
BOAbl W TWATeNbHO nepemewatb. B cnyyae apobHoro ucnonb3osBaHus Habopa cneayet
oTobpaTb HeobxoAMMOe KOMMYECTBO KOHLieHTpaTa OTMbIBOYHOrO pacTBopa W pasBecTu
ANCTUNNMPOBaAHHON BoAOM B 26 pa3 (1 M KOHLEeHTpaTa OTMbIBOYHOrO pacteBopa + 25 mn
ANCTUNNNPOBAHHOM BOAbI).

8. YC/NoBUA XPAHEHUA N SKCMNJIYATALUN HABOPA

8.1. Habop peareHToB «CA125-UDA» Ao/mKeH XpaHUTbCS B yYNakoBKe MpeanpuaTus-
N3roToBuTENS NpY TemnepaTtype +2...+8 °C B Te4eHne BCero cpoka rogHoOCTH, yKa3aHHOro Ha
ynakoeke Habopa. [lonyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npu TemMnepaTtype
8o +25 °C He 6onee 15 cyTok. He gonyckaeTtcs 3aMopaxuBaHue Lenoro Habopa.

[donyckaeTca ogHOKpaTHOe 3aMopakuBaHue (-20 °C) kann6poBOUHbIX NPO6 1
KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccuuTaH Ha mnpoBeaeHWe aHanm3a B Aybnvkatax 41 uccneayembix
obpasuoB, 6 kanMbpoBo4yHbIXx Npob6 M 1 nNpobbl KOHTPONBLHOW CbIBOPOTKM (BCEro
96 onpeneneHunit).

8.3. B cnyyae apobHoro mucnosnb3oBaHus Habopa KOMMOHEHTbI CleayeT XpaHwuTb
cnepyowmm 06pasom:

- OCTaBLUMECH HEWUCMNOSIb30BaHHbIMU CTPUMbl HEOBXOAMMO TLATENbHO 3aKIenTb

6ymaron Ans 3aknenmBaHWs NaaHLWeTa U XpaHuTb Npu Temnepatype +2..+8 °C
B Te4yeHune BCero cpoka rogHocTn Habopa;

- KOHBlOraT, cybcTpaT, CTon-peareHT Nocne BCKpbITUA h/1akoHOB ClefyeT XpaHuTb
npu TemnepaTtype +2...4+8 °C B TeuyeHne BCero cpoka rogHoctn Habopa;

- KanubpoBOuYHble MPo6bl U KOHTPOJIbHYK CbIBOPOTKY MOCAE BCKPbITUS (PNaKkoHOB
cnepyeT XpaHuUTb Npu Temnepatype +2...+8 °C He 6onee 2 MecsiLes;

- OCTaBLUMIACS HEWUCMONb30BaHHbIM KOHLEHTpaT OTMbIBOYHOrO pacTeBopa creayer
XpaHuTb Npu Temnepartype +2...+8 °C B TeueHune Bcero cpoka rogHoctn Habopa.
MpUroTOBNEHHbI OTMbIBOYHbIN PacTBOp CneAyeT XpaHuTb MNpU KOMHaTHOW
Temnepatype (+18..+25 °C) He 6onee 15 cyTok wnauM npu TemnepaTtype
+2...48 °C He 6onee 45 cyTok.

MpumMeyaHue. ocne MCNoNb30BaHUSA peareHTa HeMeA/IeHHO 3aKpbiBalTe KpbIWKY

¢nakoHa. 3aKkpbiBanTe Kaxabli (pnakoH CBOEN KPbILLKOW.

8.4. 1na npoBeAeHUs aHanus3a He crneayeT MCMNosb30BaTb MEMOSIM3MPOBAHHYHO,
MYTHYO CbIBOPOTKY (N1a3My) KpOBM, a Takxe CbIBOPOTKY (MaasMy) KpoBK, coaepiKallyto
asua HaTpus. Ecnv aHann3 npon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (M1asmy)
cnepyeT XpaHuTb npu TemnepaTtype -20 °C. MNoBTOpHOEe 3aMOpaXuBaHWe-OTTanBaHue
06pa3LoB CbIBOPOTKM (MAa3Mbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccrnefoBaHue
CbIBOPOTOK, XpaHeHWe KOTOpbIX C MOMeHTa 3abopa KpOBM OCYLLEeCTBASAOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. NcknovaeTca mncnonb3oBaHve Ana aHanmsa 06pasuoB CbIBOPOTKKU (Mia3Mbl)
KpOBM NtoAen, nony4vaslumMX B LEeNnsx ANAarHOCTUKW WAW Tepanuu npenapatbl, B COCTaB
KOTOPbIX BXOAAT MbIUWHbIE aHTUTENa.

8.6. MNpn wncnonb3osaHMnM Habopa ANS NpoBeAEHUS HECKONbKUX He3aBUCUMbIX
cepuii aHanu3oB cneayeT UMeTb B BUAY, YTO ANS KaXAOro He3aBMCMMOro ornpeaeneHus
Heobx0AMMO MNOCTPOEHME HOBOIO KannbpoBOYHOro rpadunka; KpoMe 3Toro, peKoMeHAyeTcst
onpeaeneHne koHueHTpauun CA125 B KOHTPOJSIbHOM CbIBOPOTKE.

8.7. Ana nonyyeHus HadexHbIX pe3yfbTaToB HeobxoauMMmo cTporoe cobntoaeHve
NHCTpyKumMn no npumeHeHuto Habopa.

8.8. He ncnonb3yrite KOMNOHEHTbI U3 APYrMX HAGOPOB MW U3 aHaNOrMYHbIX HAbopoB
APYTrnX Cepun.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCd HOpPMaMu, MpUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamu GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnenyemon nonynsaunn.

MpumeuaHue. 3HauveHuss KoHuUeHTpaumint CA125 B wuccneayembix obpasuax,
HaxoAsilWmecs HMXe rpaHuubl 4YyBCcTBUTENbHOCTM Habopa (0.25 Ea/mn), a Takxe
npeBbillalOWmMe 3HavyeHue BepxHen kanubposouHow npobel (400 Eap/mn) cnepyet
npuBOAMTbL B cneaytouwer dopme: B nccnegyemMom obpasue X KoHueHTpauus CA125
Huxe 0.25 Ea/mn wnun Belwe 400 Ea/mn.

Uccneayemasn EanHuubl, EQ/mn
rpynna HvoxHuA npeaen BepxHui npeaen
My>XXUMHbI - 35
XKeHLWmHbI - 35
BepemeHHble:
1-14 TpuMecTp - 60
2- TpUMecTp - 150
3- TpumMecTp - 200
B nepwopa naktauum - 80

BHuMaHue! Habop peareHTtoB «CA125-UDA» npegHasHayeH Tonbko Ans paboTbl C
obpasuamum cbiBOpoTkM (Mnasmbl) KpoBu. Mpu MccreaoBaHum Apyrnx TMnos obpasuos
(acumMTUUYEeCKOM XNAKOCTH, NAeBPabHbIX BbIMOTOB UM KyJ1bTypPasibHbIX CyNepHaTaHTOB)
MOXHO MOSTYYUTb JIOXKHbIE pe3ynbTaThbl.
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «CA125-UDA»,
cnepyet obpawatbea B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/s 58

105264, r. MockBa, yn. 9-a NapkoBas, 4. 48, 1-i noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasnbHbI)

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

PykoBoauTenb cnyx6bl knueHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KocTpukunH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF CA125
IN HUMAN 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. 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;

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 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 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 Uﬂt’:?;bsao“:;) ::: I 25

CAL 1 0 U/ml 0.05 . )

CAL 2 25 U/ml 0.26 e P

CAL 3 50 U/ml 0.45 g ow | e

CAL4 | 100 U/ml 0.79 wl

CAL 5 200 U/ml 1.45 /f;}”

CAL 6 400 U/ml 2.20 Yo wm e m wo
Document: K222I Instruction version: 1901 Format version: 802

15



K2221

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 0.25 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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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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Instruction for use

MHCTPYKUMA NO MPUMEHEHUIO

HABOPA PEATEHTOB

Ana UMMYHO®EPMEHTHOIO ONPEAENIEHNA
CA19.9 B CbIBOPOTKE (IMJ1IA3SME) KPOBU

«CA19.9-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF CA19.9 INHUMAN SERUM OR PLASMA

CA19.9EIA

HOMEP MO KATASIOTY K223

TY Ne 9398-223-18619450-2010
PETVICTPALIMOHHOE YJOCTOBEPEHME
Ne ®CP 2010/09711 ot 30 gekabps 2010 T.

AnTuTena K B4 1,2, Bupycy renatuta C n HBsAg otcyTcTByioT
KoHTponbHble CbIBOPOTKY, BXOAALLME B COCTaB Habopa, HaKT1BUPOBaHbI.

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

XEMA Co., Ltd.

Lo <
g‘s j The 9th Parkovaya str., 48 Authorized Representative in EU:
1\ E=’ 105264 Moscow, Russia Polmed.de

e, Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
f}“x¢ e-mail: redkin@xema-medica.com Aichwald, Germany
£\ f¥) | internet: www.xema-medica.com e-mail: info@polmed.de
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«YTBEPXJEHA»
Mpuka3 PocaapaBHaasopa N2 11661-Mp/10 ot 30 fgekabps 2010 r.
KPA 72854 ot 03.12.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ansd AMMYHO®EPMEHTHOIO ONPEAENIEHNA CA19.9
B CbIBOPOTKE (NMJIABME) KPOBU «CA19.9-NDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB «CA19.9-OA» npegHasHayeH ANA KOJMYECTBEHHOrO
onpepeneHvs koHueHTpaumm CA19.9 B cbiBOpoTKe (MaasMe) KpoBM MeToAOoM
TBEpAO(a3HOro MMMYHO(EPMEHTHOIrO aHanun3a.

1.2. CA19.9, wnn yrneBogHbih aHTureH Cuanun JlbtoucA, npeacTtasnser coborn
aHTUreH (anmMTon), acCOUMMPOBAHHBLIA C PakoOM MOMXKENYAOUYHOW >Xesne3bl, MeYyeHu,
Xenyaka, a Takxe TOACTOM WM nNpsMON  KuwkW. KonuyecTBeHHoe onpeaeneHue
CA19.9 B CbIBOpOTKE WMAM Mna3Me KpoOBW, 0COBEHHO OLHOBPEMEHHO C ornpeaeneHneM
KapunHoaMbpuoHanbHoro aHturena (K3A, XEMA kat. N2 K224), nonesHo Ana KOHTPons
3 DEKTUBHOCTM NleUEHUSA W CNEXEHUS 3@ TEeYEHMEM paka YKa3aHHOW soKanusauuu.
BmecTte C TeM BbiBeAEHWE aHTUreHa W3 UMPKYSaUMW 3aBUCUT OT MPOXOAMMOCTU
XKEeNYHbIX MyTen, MOo3TOMy XoJleCcTas MOXeT Bbi3BaTb HeaAeKBaTHOE MOBbleHNe
YPOBHSA aHTUreHa B CbIBOPOTKE. KpoMme TOro, y HeKOTOpPbIX WHAWMBWAOB OTCYTCTBYEeT
(pepMeHT, CMHTE3MPYIOWMA AAHHYIO AETEePMUHAHTY; no3ToMy aHtureH CA19.9 y Hux
He onpeAenseTcs, HeCMOTPS Ha HalMyue 3/10Ka4YeCTBEHHOW OMnyxonu.B cBs3n ¢ 3Tum
AaHHble Mo coaepxaHuto CA19.9 Bcerga cnegyet MHTEpNpeTuMpoBaTb B KOMMEKce C
pe3ynbTaTamMu APYrnxX MeToAO0B NUCCEeA0BaHUS U KIIMHUYECKUMWN AaHHbBIMU.

2. MPUHUMN PABOTblI HABOPA

OnpepeneHne CA19.9 0OCHOBaHO Ha WCMNOJMIb30BAHUW «C3HABUY»-BapuaHTa
TBEpAOda3zHOro WMMyHOMEpPMEHTHOro aHanmsa. Ha BHYTPeHHel MNOoBEpPXHOCTU
JIYHOK MnaHweTa MMMO6MIN30BaHbl MbIWWHbIE MOHOK/MOHasbHble aHTUTena k CA19.9
yenoseka. B nyHkax nnaHweTa, npu gobasBneHnn nccnenyemoro obpasua, npoucxoauT
cBs3biBaHMe CA19.9, copepxxallerocs B mccnegyemom obpasue, C aHTUTENaMu Ha
TBepaor daze. O6pa3oBaBLUMNCS KOMMIEKC BbISIBASIOT C MOMOLLbIO KOHbOraTa MblLUMHbIX
MOHOKJ/IOHaNbHbIX aHTuTen Kk CA19.9 yenoBeka C Nepokcuaason xpeHa. B pesynbrarte
obpa3yeTcs CBSA3aHHbIN C NACTUKOM «CIHABUY», coAepiKaluunii nepokcnaasy. Bo spems
MHKybaumMm c pactBopoM cybcTpaTta TeTpameTunbeHsmamHa (TMB) npoucxoauTt
OKpallMBaHue pacTBOPOB B SIyHKaxX. VIHTEHCMBHOCTb OKPACKM MpsSIMO MPOMNopLUUOHabHa
KoHUeHTpaunm CA19.9 B uccneayemom obpasue. KoHueHTpauuto CA19.9 B uccneayembix
obpasuax onpeaenaT Mo KaiaMbpoBOYHOMY rpaduKy 3aBUCUMMOCTM OMNTUYECKOWN
NAOTHOCTM OT coaepxaHus CA19.9 B kannbpoBOYHbIX Npobax.
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3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundunyHocTb. [lepekpecTHas peakuMs MbIWNHBIX MOHOKIOHAMbHbIX
aHTuTen k CA19.9 yenoseka C ApyrMMn aHanMTaMu npueeneHa B Tabnuvue:

Ananut NepekpectHas peakuma, %
K3A <0.1
CA15.3 <0.1
CA125 <0.1

3.2. BocnpousBoaUMOCTb.

KoadduuneHT Bapuaumm pe3ynbTaToB onpegeneHums cogepxaHus CA19.9
B OAHOM W TOM >e obpasue CbiIBOPOTKM (Maa3Mbl) KPOBWU C MCMOSb30BaHMeM Habopa
«CA19.9-NOA» He npeBblwaeT 8.0%.

3.3. JINHENHOCTD.

3aBMcUMOCTb KoHuUeHTpaumn CA19.9 B obpasuax CbIBOPOTKM (Msa3Mbl) KpPOBW
npu pasBeaeHUn UX CbIBOPOTKONM (Mnasmoi) KpoBu, He copepxawein CA19.9, nmeet
NMHENHbIN XapaKTep B AMana3oHe KoHueHTpauni 12-240 Ea/mn n coctasnset £10.0%.

3.4. TOYHOCTb.

[aHHbIM  aHanUTMYecKuMii napameTp MpOBEPSEeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME U3MEpeHHON KoHueHTpauun CA19.9 npeanncaHHOW, NOMYyYEHHOW nyTeM
CMEeLMBaHUA paBHbIX OHBBEMOB KOHTPOJIbHOM CbIBOPOTKU WM KannbpoBO4YHOW Mpobbl
60 Ea/mn. MpoueHT «oTKpbITUA» coctaBnsieT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHMManbHaa goctoBepHo onpeaensiemast Habopom «CA19.9-UDA» KOHLEHTpauums
CA19.9 B cbiBOpOTKE (N1asme) KpoBu He npesBbiwaeT 1.0 Ea/mn.
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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.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEHUAX, oTaenax) CaHuUTapHO-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbLIE WU
nJacTMKOBbIEe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
n nepegasaTb BWY, Bupyc rematuta wunu nwboil apyron Bo36yauTeNnb BUPYCHOM
MHbEKUMN.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNIA U3MEPATb ONTUYECKY IO
MAOTHOCTb COAEPXKMMOrO SIYHOK MaHweTa nNpu AsIMHE BOSIHbI 450 HM;

- TepMocCTaT, noaaepxuBarowmin Temnepatypy +37 °C £0.1 °C;

— [A03aTopbl CO CMEHHbIMW HaKOHe4YHMKaMu, nossonswwme oTbupatb 06beMbI
B AmanasoHe 25-250 MKkn;

- UWIMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTWUINMPOBAHHas;

- rep4yaTku pe3nHOBble UKW NIaCTUKOBbIE;

- bymara dunbTpoBasibHas.

7. NOANOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. lMNepepn npoBeneHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemsle obpasubl
CbIBOPOTKM (MNasMbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHaTHOM TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHue niaaHwWweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BNaru, TWwaTesnbHO 3aknenTb byMmaron Ans 3aknemBaHms NaaHLWeTa
M XpaHuTb Npu TemnepaType +2...+8 °C B TeueHne Bcero cpoka rogHoctn Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MepHbIl umnuHap BMectumocTbto 1000 mn, aobasute 550 Mn AMCTMANMpPOBaHHOM BOAbI
M TwaTtenbHO nepeMewatb. B cnyyae apobHoro ucnonb3oBaHus Habopa cneayet oto-
6paTb HeobxoAMMOe KOMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHOW BoAoM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
OVCTUIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «CA19.9-VDA» foMXKEH XPAaHUTBLCS B YNakOBKe MpeanpusTms-
M3roToBuTENS Npu TemnepaType +2...+8 °C B TeueHme BCero cpoka rogHOCTM, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npwu TemnepaType go +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)kxuBaHue (-20 °C) kannbpoBoOUHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/INKBOTAaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBoYHbIX Npob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

-  W®OA-bydep, kKoHblOraT, cybcTpaT, CTOM-peareHT nocne BCKpbITUS (1akoHOB
cnefyer xpaHuTb npu TemnepaTtype +2...+8 °C B TeyeHue BCero Cpoka
roagHocTn Habopa;

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

—  OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoOCTU
Habopa;

—  TMPUrOTOB/IEHHbIA OTMbIBOYHbIN PacTBOp CleAyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18...+25°C) He 6onee 15 cytok wnm npu TemnepaType
+2...4+8 °C He bonee 45 cyToK;

MpumMeyaHue. Mocne MCNONb30BaHWS peareHTa HeMea/IeHHO 3aKpbiBalTe KpPbILWKY

dnakoHa. 3akpbiBanTe Kaxablh h1akoH CBOEN KPbILLKOM.

8.4. 1na npoBeAeHWa aHanuM3a He cneayeT WCNO0/b30BaTb FEMONIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (MNa1a3My) KpoBM, CoAepKaLlyo
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3STUS KPOBW, CbIBOPOTKY (Ma3my)
cnepyet xpaHuTb npu TemnepaTtype -20 °C. MNoBTOpHOE 3aMopa)XkuBaHue-oTTamBaHune
06pa3uoB CbIBOPOTKM (NAasMbl) KPOBM He AonyckaeTcs. [JonyckaeTcs uccrefoBaHue
CbIBOPOTOK, XPaHeHuWe KOTOpbiIX C MOMeHTa 3abopa KpOBM OCYLLECTBAANOCL MNpu
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KPOBW NIOAEN, NONYyYaBLWMX B LEeSX AUarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE aHTUTENa.

8.6. lNMpn wncnonbloBaHun Habopa Ana npoBeAeHUS HECKONbKUX HEe3aBUCUMMbIX
Cepui aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro HE3aBUCMMOro onpeaeneHuns
HeobxoAMMO  MOCTpPOEHWEe HOBOro  KanmMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMmeHayeTcs onpeaeneHve KoHueHTpauum CA19.9 B KOHTPONbHOWM CbIBOPOTKE.

8.7. 1ns nonyyeHns HadexXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobnwoaeHne
NHCTpYKUMK No npuMeHeHuto Habopa.

8.8. He wucnonb3ayinte KOMMNOHEHTbI M3 APYrMX HabopoB WM M3 aHaNOrMYHbIX
HabopoB Apyrux cepui.
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Mo Bonpocam, kacatwmumcs kayectsa Habopa «CA19.9-UDA >,
cnenyet obpawaTtbcst B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/s 58

105264, r. MockBa, yn. 9-a Napkosas, a. 48, 1-n noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHasbHblIi)

3MeKTPOHHAas noyTa: info@xema.ru; rgc@xema.ru
WHTEpHEeT: www.Xema.ru; www.xema-medica.com

PykoBoauTtenb cnyx6bbl knueHTckoro 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 CA19.9
IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of CA19.9
in blood serum or plasma.

This kit is designed for measurement of CA19.9 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

CA19.9 or sialyl-LewisA is an antigen (an epitope) associated with tumours
of the gastrointestinal tract, such as pancreatic, liver, stomach and colorectal
carcinoma. Quantitative determination of CA19.9 in serum and plasma is helpful in
monitoring of patients where such tumours have been diagnosed, especially together
with determination of carcinoembryonic antigen (CEA, XEMA Cat# K224). Increasing
levels of CA 19.9 may indicate a progression of disease or poor therapeutic response
while decreasing values point to the efficacy of treatment. However, the CA19.9 values
obtained should always be interpreted in the context of the results obtained by other
clinical procedures.

Determination of CA19.9 is not suitable for early diagnosis of malignancies because
elevated CA19.9 values may also be found in patients with pancreatitis, cystic fibrosis
as well as liver cirrhosis and other severe hepatic diseases, especially accompanied
by cholestasis as the antigen is excreted with bile. Some individuals lack the enzyme
responsible for synthesis of sialyl-LewisA antigen and therefore cannot respond by
antigen elevation even to progressive tumour growth.
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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
CA19.9-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 CA19.9, 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;

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...4+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...+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 CA19.9 concentration.

9.3. Determine the corresponding concentration of CA19.9 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 Abs"(;'?o";:‘l)’“'ts _ -
CAL 1 0 U/ml 0.05
CAL 2 12 u/ml 0.27 Sl .
CAL3 60 U/ml 0.98 ’ /
CAL4 [ 120 U/ml 1.48 y
CAL 5 240 U/ml 2.30 e e e e e

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
CA19.9. 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
129 Lower limit | Upper limit
Healthy donors - 35
Document: K223I Instruction version: 1901 Format version: 810
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11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
CEA <0.1
CA15.3 <0.1
CA125 <0.1

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being 1.0 U/ml.

11.3. Linearity. Linearity was checked by assaying dilution series of 5 samples with
different CA19.9 concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery. Recovery was estimated by assaying 5 mixed samples with known
CA19.9 concentrations. The recovery percentages ranged from 90 to 110%.

12. LITERATURE

1. Glenn, J., Steinberg, W.M., Kurtzman, S.H., et at. Evaluation of the utility
of a radioimmunoassay for serum CA 19-9 level in patients before and after treatment
of carcinoma of the pancreas. J. Clin. Oncol. 1988; 6:462...+8.

2. Hayakawa, T., Kondo, T., Shibata, T. et al. Sensitive serum markers for detecting
pancreatic cancer. Cancer 1988; 61:1827-31.

3. Koprowski, H., Herly, M., Steplewski, Z., et al. Specific antigen in serum of patients
with colon carcinoma. Science 1981; 212:53-5.

4. Malesci, A., Tommasini, M.A., Bonato, C. et al. Determination of CA19-9 antigen
in serum and pancreatic juice for differential diagnosis of pancreatic adenocarcinoma
from chronic pancreatitis. Gastroenteroglogy 1987; 92:60-7.

5. Safi, F, Roscher, R., Bittner, R., et al. High sensitivity and specificity of CA 19-9
for pancreatic carcinoma in comparison to chronic pancreatitis. Serological and
immunohistochemical findings. Pancreas 1987; 2:398-403.

6. Steinberg, W. The clinical utility of CA 19-9 tumor associated antigen. American J. of
Gastroenterology 1990; 85:350-355.

7. Steinberg, W.M., Gelfand, R., Anderson, K.K., et al. Comparison of the sensitivity and
specificity of the CA 19-9 and carcinoembryonic antigen assays in detecting cancer of
the pancreas. Gastroenterology 1986; 90:343-9.

8. Takasaki, H., Uchida, E., Tempero, M.A., et al. Correlative study on expression
of CA 19-9 and DUPan-2 in tumor tissue and in serum of pancreatic cancer patients.
Cancer Res. 1988; 48:1435-8.

9. Tatsuta, M., Yamamura, H., Iishi H., et al. Values of CA19-9 in the serum, pure
pancreatic juice and aspirated pancreatic material in the diagnosis of malignant
pancreatic tumor. Cancer 1985; 56:2669-73.

10. Wang, T.H. Lin, J.W., Chen, D.S., et al. Noninvasive diagnosis of advanced panceatic
cancer by realtime ultrasonography, carcinoembryonic antigen, and carbohydrate
antigen 19-9. Pancreas 1986; 1:219-23.

11. Strom BL, Maislin G, West SL, et al. Serum CEA and CA19-9: potential future
diagnostic or screening tests for gallbladder cancer? Int. J. Cancer 1990; 45:821.
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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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Instruction for use

HABOP PEATEHTOB

Ana UMMYHO®EPMEHTHOIO OMNMPEAENEHNA
KAPUMNHOSMBPUOHAJIbHOIO AHTUIFEHA

B CbIBOPOTKE (MJ1IA3ME) KPOBU

«K3A-NUDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF CARCINOEMBRYONIC ANTIGEN

IN HUMAN SERUM OR PLASMA

CEAEIA

HOMEP MO KATASTOTY K224
TY Ne 9398-034-18619450-2007

PETMICTPALIMOHHOE YOOCTOBEPEHWE
Ne ®CP 2009/04163 ot 2 okTA6ps 2013 roga

W For 96 determinations/Ha 96 onpepenexui

[ns uH BUMPO AMAarHOCTUKN

C€

i

&5 j “ XEMA Co,, Ltd.

i\ B/ Theoth Parkovaya str., 48 Authorized Representative in EU:
TG 105264 Moscow, Russia Polmed.de

LETNI Tel ffax: +7(495) 510-57-07 Steinacker 20, D-73773

Aichwald, Germany

_K ¥y | e-mail: redkin@xema-medica.com
e-mail: info@polmed.de

EX - jnternet: www.xema-medica.com
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K2241

«YTBEPXOEHA»
Mpukas Poc3apaBHaa3opa N2 2786-Mp/07 ot 18 ceHTabpsi 2007 r.
KPA 14353 ot 07.05.2007

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

1. HABHAYEHMUE

1.1. Habop peareHtoB <«K3A-UDOA» npepgHasHayeH [ANA  KOJMYECTBEHHOrO
ornpeaeneHns KoHUeHTpaunm KapumHoIMbprMOHanbHOro aHTUreHa B CbIBOPOTKe (na3me)
KpOBW MeToAoM TBepA0dasHOro UMMyHodepMeHTHOro aHanumsa.

1.2. KapunmHoaMbpuroHanbHbil aHTureH (KSA) npeactaeBnsetr cobor ceMencTBo
rMMKOMNPOTENHOB C MoJleKynspHoW Maccor 180-200 k[a, KOTopbli B HOpMe
3KCMPEecCMpyeTcs B TKaHSAX NULLLEBAPUTENIbHOM CUCTEMbI YenoBeKa. MoBbILLEHNE YPOBHS
K3A B CbIBOPOTKE KPOBM MOXET NpeaLlecTBOBaTh peLunamnBy paka TO/ICTON UAn NpsSiMON
KULWKWU — OHO PerucTpuvpyeTcs B cpeAHeM 3a 4-6 MecsueB A0 pa3BUTUS KITMHUYECKUX
nposisneHuin peumansa. Xota 4o 30% 60/bHbIX C peLunanBOM paka AaHHOM oKanmnsaunm
HEe WMelT MOBbIWEHHbIX ypoBHel KDA B CbIBOPOTKE, Mepuoauyeckoe onpeaeneHue
KoHUeHTpauun K3A uMeeT BaxHOE 3HayeHwe ANns crexeHus 3a 60/bHbIMM Mnocne
orepaumn — nosblleHne ypoBHs KSA cBnaeTenbCcTByeT 0 peunanse paka. MNosbieHne
ypoBHsi KSA oTMedaeTcs u npu psae ApYyrux 3nuTeNnanbHbIX OMnyxonen, BKouas
KapuWHOMY MOJIOYHOW Xene3bl, Xenyaka, 6poHX0B, NOAXENyA0UYHOM Xenesbl, NULWEBOoAa,
ANYHWMKOB W 3HAOMeTpusa. OnpeaeneHne copepxaHua KSA wmeeT Hambonbliee
3HayeHne Npu oueHke 3PPeKTUBHOCTM MPOTMBOOMNYXONEBOM Tepanum (XMMno-, pagno-
WM MMMYyHOTEpanuu), a TakxXe Mpu cnexeHun 3a 60sbHbIMM MOCAe OnepaTtUBHOMO
yAaneHus onyxofielt C Lenbilo CBOEBPEMEHHOro obHapyxeHus peuuavsa. Hanuume
B UMPKYNISLUMW BeLWeCcTB, uMewmx kpanHe cxogHoe ¢ KDA ctpoeHne (NCA, NCA2),
TpebyeT NCNoIb30BaHUA B TECT-CUCTEME aHTUTESN, UMEIOLNX BbICOKYIO CNeunduyHoCTb
ana KSA. B paHHOM TecT-cucteme ans «3axsata» KDA Mcnonb3yeTcss MOHOK/IOHaIbHOe
aHtuteno 3C6. B cBsA3n ¢ vacTtbiMm noBbiweHneM K3A npu nobpokayecTBeHHbIX
COCTOSHMAX (BOCNanuTeNnbHble 3aboseBaHUs KULWEYHWKA, XPOHUYECKUA OPOHXUT U
Ap.) onpeneneHne ypoBHs K3A He pekOMeHAyeTCs MCMonb30BaTb AN CKPUHWMHIA
HOPMasbHbIX NONYAAUUIA C Lefblo AMAarHOCTUKN KapLUMHOMBI.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve KapuvHO3MOPMOHANbHONO aHTUIFeHa OCHOBAHO Ha WMCMNOJSb30BaHUMU
«C3HABWY»-BapunaHTa TBepAoda3HOro UMMyHoMEpPMEHTHOro aHanmnsa. Ha BHyTpeHHeW
NOBEPXHOCTU JIYHOK MaHweta WMMOOMAN30BaHbl MbIlWWHBIE MOHOKJIOHAJIbHbIE
aHTUTena k K3A venoseka. B nyHkax nnaHweTa, npu aobasBneHnn uccnesyemoro
obpasua, npoucxoauT cBsizbiBaHWe KDA, coaepxallerocs B wccrneayemom obpasue,
C aHTMTeNnaMu Ha TBepaon ¢dase. O6pa3oBaBLUMNCA KOMMEKC BbISBASKOT C MOMOLLbLO
KOHbtOraTa MbIWWHbBIX MOHOK/IOHaNbHbIX aHTUTen k K3A yenoseka C MepokcuAason
XpeHa. B pe3synbrate obpasyeTrcsl CBA3aHHbIA C MNACTUKOM «C3IHABUY», COAEPXKaLUUN
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3uanHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B JIyHKaX. MHTEHCMBHOCTb OKpPacKu NpsiMo
NponopuUnoHasnbHa KOHUEHTpaLumMmM KapunmHOIMOpMOHaNbHOro aHTUreHa B UCCeayeMoM
obpa3sue. KoHUeHTpauuto KapunmHO3MOpMOHanbHOro aHTUreHa B uccneayembix obpasuax
onpeaensiT no KannbpoBoyHOMY rpaduKy 3aBMCUMOCTM OMTUYECKOM MIOTHOCTK
OT CcoAepXaHUs KapuMHOIMOPMOHANbHOIr0 aHTUreHa B KannbpoBOYHbIX Npobax.

3. AHAJTUTNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTen Kk K3A yenoseka c ApyrMMM aHanuTamun npuseaeHa B Tabnuue:

AHanut TNepekpectHas peakuus, %
CA125 <0.1
CA19.9 <0.1
CA15.3 <0.1

3.2. BocnpousBoaUMOCTb.

KoaddurumneHT Bapuaumm pesynbTaToB onpeaeneHuns copepxaHusa KSA B 0AHOM n
TOM e obpasue CbiBOPOTKM (Mna3Mbl) KPOBWU C Mcnonb3oBaHneM Habopa «KOA-UDA»
He npesbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHUeHTpauun K3A B obpasuax cbiBOpOTKM (Mna3Mbl) KPOBU MNpu
pasBefeHnn UX CbIBOPOTKOM (Ma1a3Mon) KpoBU, He coaepxallen KDA, nMeeT IMHENHbIN
XapakTep B AMana3oHe KOHLUeHTpauuii 2-64 Hr/mn n coctasnset £10.0%.

3.4. TOYHOCTb.

[JaHHbIA aHanUTUYeCKMA napaMeTp MPOBEPSETCHA TEeCTOM Ha <«OTKpbITue» -
COOTBETCTBME M3MEpPEHHOW KOHUeHTpauun KSA npeanncaHHOW, MOMYYEeHHOW nyTem
CMeLlUMBaHUS paBHbIX 06BEMOB KOHTPOJIBHOW CbIBOPOTKM M KannbpOBOYHOM MNpo6bI
4 Hr/mn. MpoueHT «oTKpbITUS» cocTasnseTt 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHMManbHas AOCTOBepHO onpeaenseMas Habopom «K3A-UDA» KOHLeHTpauums
KSA B cbiBOpOTKe (Mna3me) KpoBu He npesBbiwaeT 0.5 Hr/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

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

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbI3rMBaHUs U NonagaHuns Ha KOXY U Cin3nuctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60MbWINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu paboTte c Habopom cnepyet cobntogatb «lMpaBuna yCTpONCTBa, TEXHUKN
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEHUAX, oTaenax) CaHuUTapHO-
3MNAEMMUONIOTMYECKUX YUYPEXAEHUA cucTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBbLIE WU
nJacTMKOBbIEe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
n nepegasaTb BWY, Bupyc rematuta wunu nwboil apyron Bo36yauTeNnb BUPYCHOM
MHbEKUMN.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEpTMKaNbHON0 CKaHWMPOBAHWSA, MO3BONSKOLWMA U3MEPATb OMNTUYECKYHO
MAOTHOCTb COAEPXKMMOrO SIYHOK MaHweTa nNpu AsIMHE BOSIHbI 450 HM;

- TepMocTaT, noaaepxuBarwmin temnepatypy +37 °C £0.1 °C;

—  [03aTopbl CO CMEHHbIMW HaKOHEeYHWKaMu, Mo3Bosislowme oTbéupaTb 06bEMBI
B AmanasoHe 25-250 Mkn;

- UWAMHAP MepHbIK BMecTuMocTbio 1000 mn;

- BOAa AVUCTWINMPOBAHHas;

- repyaTku pe3nHOoBble UKW NIaCTUKOBbIE;

- bymara dwunbTpoBasbHas.

7. NOANrOTOBKA PEATEHTOB A1 AHAJIU3A

7.1. lMNepep npoBefeHWeM aHanm3a KoMNoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHaTHOM TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHve niaaHwWweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KOM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNONb30BaHHbIMKM  CTpUMbl, 4YTOBbI  NpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BNaru, TWwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHns NaaHLWeTa
M XpaHuTb Npu TemnepaType +2...+8 °C B TeueHne Bcero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe hnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MepHbIl umnuHap BMectumocTbto 1000 mn, aobasute 550 Mn AMCTMANMpPOBaHHOM BOAbI
M TwaTtenbHO nepeMewatb. B cnyyae apobHoro ucnonb3oBaHus Habopa cneayet oto-
6paTb HeobxoAMMOe KOMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pa3BecTu Auc-
TUNANPOBaHHOW BoAoM B 26 pa3 (1 Mn KOHUEeHTpaTa OTMbIBOYHOrO pacTteopa + 25 mn
OVCTUIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «KDA-UDA» fOnXKeH XpaHUTbCA B yMNakoBKe Mpeanpusitus-
M3roToBuTENS Npu TemnepaTtype +2...+8 °C B TeueHme BCero cpoka rogHOCTU, yKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

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

8.2. Habop paccumTtaH Ha npoBeAeHue aHanusa B aybnukatax 41 uccnegyembix
o6bpa3uoB, 6 KanMbpoBOYHbIX Mpob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayer
XpaHuTb Npu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka roAHOCTU
Habopa;

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

—  OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoOCTU
Habopa;

—  TMPUrOTOB/IEHHbIA OTMbIBOYHbIN PacTBOp CleAyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18...+25°C) He 6onee 15 cytok wnm npu TemnepaType
+2...4+8 °C He bonee 45 cyToK;

MpumMeyaHue. Mocne MCNONb30BaHWS peareHTa HeMea/IeHHO 3aKpbiBalTe KpPbILWKY

dnakoHa. 3akpbiBanTe Kaxablh h1akoH CBOEN KPbILLKOM.

8.4. [ins npoBefeHMs aHanu3a He creayeT WCMosb30BaTb FEMOSIM3UMPOBAHHYHO,
MYTHYH CbIBOPOTKY (M/1a3My) KpOBM, @ Takxe CbIBOPOTKY (MnasMy) KpoBM, coaepiKallyo
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (M1asmy)
cnepyeT xpaHuTb npu Temnepatype -20 °C. [MoBTOpHOE 3aMopaXkvBaHue-oTTanBaHue
06pa3L0oB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMycKaeTcs.

8.5. VckntouaeTca mcnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAewn, Nony4yaBlIMX B Lensax AMarHOCTUKU UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOASAT MbIlUMHbIE aHTUTENa.

8.6. Mpn wncnonb3loBaHun Habopa ana npoBeAeHUS HECKONIbKUX He3aBUCUMMbIX
Cepuil aHanu3oB cneayeT UMEeTb B BUAY, YTO AJ1S KaXA0ro HE3aBMCMMOro onpeaesieHus
Heob6xoAMMO  MOCTPOEHMEe HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs onpejeneHne KOHUEeHTpauuM KapumHO3IMO6pPUMOHaNbHOro aHTureHa
B KOHTPOJIbHOW CbIBOPOTKE.

8.7. [lns nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobntoaeHue
NHCTpYKUMK No npuMeHeHuto Habopa.

8.8. He wucnonb3yinte KOMMOHEHTbI M3 APYrMxX HabopoB WM W3 aHANOrMYHbIX
HabopoB Apyrnx cepum.

Document: K2241 Instruction version: 1901 Format version: 806

6



XEMA

‘BMHaTagged doed eH LelduAead UIGHHOhALOL S19XOHWA ‘(Z U "Wd) numrogsedradu nasedgo
UIawWaATaLwroM 1o Xxeneedgo XIAawaATawdon g yeE) anHexdarod Adundgeds AwoHhogodguuey ou aimuaraduQ

TT

"TOLOW («INhOL X UMhOL LO» 'UIGHUBHULI
-OHhODAM) uviqHAueadaLHn a1yAeduroudmn exndedl oloHhogodguuey (Mmnewnddoduue) eLdohdgo ewindolue Ui
‘(WH 0S¥ LIO) 90du XI9GHhOE0dQULeX 91D0HLOLL BeMDDhMLLO — (A) LeHUTdo 920 ‘(UW/1H) Xegodu XiaHhogodguLre
8 YEY BuUNedLHaMHOM - (X) Joumdoge 920 :dudedld viGHhogodguued XeleHUTdOOM XIGHUSHWUL g SLKodlido|]

0T

1D 9290du yoHnogodguLrex ou
1mBuraeld198 ed1awoLod dHewqg "elHa1ead-LU0LD BMHOJI9HE SUd0U HUIW GT 9UHSKSL 9 M1d99emodu OWUTOXQOH
elaMHeLL NOHAL OJOWMXAST0D ||Q SUHIAOWEY "WH QG 19HL0g dHULT udu suHegoduHeMD oloHquednidag
adiowolrod eH eromHewru NOHAL olowmkdaod (LQ) ULDOHLIOLKU UOXIDhULLUO AHUKhULDE dLddaWEY

194N UI9LUDX
-oddy g sdoloeauMmedy0 MOHAL 20WuxdaT0d Wole ndu ‘eirHasead-UOLd IIW QQT OU ‘BHUTUEHSQUMISWeRdLDL
e1ed1ogAd dogloed M MeM ‘MLIDOHALDLRE0TBLO0L XK UOL 8 U O9LD0dOMD 29X UOL O UMHALF D8 09 D1UIDDHY

‘BUHREMMed)0o 019HMD sMimMaced MHBLUSLD LO MLDOWMDONERE
g 1LAHUW QZ-0T OUHOKAL 8 (D, ST+ 'ST+) 9dALedauwdlr UOHLEHWOX uduU DLOHWDL 9 LdmMHewu
9LUAAUQANHY "HUW £-7 SUHOKhIL 8 MLD99emoduU OWWITOXQOSH WMHAL g eHUTUEHSgUMISWedLDL eledidgAd
edogloed aMHII8HYG ‘eHUTUEHAgLUULdWEdLDL eled1dgAd edoalded 1MW QT Ou MMHALF 929 09 D1UDDHY

'91eWAQ noHAuegod.Larnd ou UMHIXOLOU WOLAHdSgadaU g BLaMHRLL WOMHREUNALOOU MOHAL €M NLDONTUX
MMLRLID0 9lELURTA OHAUDLRIML OWNTOXQOSH UMHREOdULHRIDT WOTeX ud|] "BI19AgadL oH (MOHAL SMHRaMhRWEE)
8I9WL0 ndu exxdareg ‘wanHegodnLHeMT numn nannedumude naMoIATaLd0U O NLDOHXdag0U YoHALreLHOEMdOL ou
NINBUHIXNET NIWI9g0lAdY LomHewry aLnHXsdLog Am / U "WD) edogLoed 0IOHROSIGWLO LMW OSZ OU MMHALF 928 og
919ge90T axgIaWL0 yorxed ndl] ‘eed § UNHALF LUOW.LO 1 MOHAL S0WMXADT0D 91ULrRTA NMTTEQANHM MMHBRRHOMO O

‘Do LE+ ddAredauwaL
udu LAHUW 09 DUHBKAL 8 019 LUAAUQANHM 1 eLOMHEUU BUHREUSLMRE BUT WOJIBWAQ LOMHEUL S1YdLeE

‘LIAHUIW GT SUHOKAL 8 M1d9gemodu OWNMITOXQoaH goneedgo
XIAWaATaIL2OM 1 my1ododiad YoHArodLHOM ‘godu XI9Hhogodguurey auMHaJ9Hg ‘uaodx (1aweewru) wirodoaiqad
goneedgo XIAWIATBLUIOU INIW QS Ou XeledUugAD & 91MD9HE MMHAL di9HAueldo g -wiirododiqad
noHarodiHON 1 19godu yoHhogodguireld INIW S ou XerLeduwrgAd a miHALY aMMoiAga101981000 g 91MI9HY

"BLEIOIGHON LW Q0T OU UMHAL 928 09 91UDDHY

‘naody (1aweewu) nirodogiad eneedgo 010WSATILIOMN nMHBTageRd XIGHALDLREOTSLOOU

OMAUOMI9H  9LPE0£9UOUdM  BILOATHOWOMSd  8golelduAead XIGHXSTEH BUHIhALOU  BUT  auHenawudl]
jBMHaLRTaduo 19LeLqurAsad aLexeddn 1axow goneedgo suHauwgegeed BuUT

goLHa1ead 1 gaodadAg xniAd snHegosqaroud|) *0 Agodu oiAHhogodgured BAEdUoUdU ‘nidageed OHALDLUHLOLOT
19ATOUD 049 ‘UW/IH 9 loemiagadu aNeedgo WOWSATOLIOM 8 YEY BUTRALHOTHOM BeWaeJeUOUTadU MLD]

‘m¥10dogig9d YoHaurod1HOM 1 godu XiIaHhogodguLeX
BUT YOHAL 4T 1 XedoLgou g 9 19n€edgo a19WaATaLdomn — aoundid 09.109hULON DOWNTOXQOSH ANWed g 91MLDBWO| |

VEUUVHY INHITIgodU "6

Format version: 806

Instruction version: 1901

Document: K224I



K2241

10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCd HOpPMaMu, MpUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
COOTBETCTBUM C npaBunamu GLP (Xopowen nabopaTOpHOW MpakTUKK), Kaxkaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHue. 3HauveHuMss KOHUeHTpaumin K3DA B wuccnegyembix obpasuax,
HaxoAsilMecss HuXKe rpaHuubl 4yBCTBUTENnbHOCTM Habopa (0.5 Hr/mn), a Takxe
npeBbillalOWmMe 3HavyeHne BepxHen KanmbpoBouyHoOW npobbl (64 Hr/mn) crnepyet
nNpuBOAUTbL B cneaytower dopme: B nccriegyemom obpasue X KoHueHTpaums KOA Huxe
0.5 Hr/MN unu Bblwe 64 HIr/MA.

EQuHNLbI, HE/MA
Wccnepyemas rpynna " ”
HwxHuit npepen Bepxuuii npegen
HeKypswme - 5.0
KYPUNbLLMKN - 10.0
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Mo BonpocaM, kacatwmmcs kadectsa Habopa «KIA-UDA»,

cnepyet obpawartbcs B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-s Napkosas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbIN)

3MeKTpoHHas noyta: info@xema.ru; rqc@xema.ru
MHTEPHET: www.Xema.ru; www.xema-medica.com

PykosoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. []. C. KocTpuknH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF CARCINOEMBRYONIC ANTIGEN
IN HUMAN 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% 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, 100-250 ul, 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...+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...425 °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

Itis 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 Abso(;bsaonsienl)lmts I
CAL 1 0 ng/ml 0.09 s ’
CAL 2 2 ng/ml 0.21 7
CAL 3 4 ng/ml 0.30 § ™
CAL 4 8 ng/mi 0.51
CAL 5 32 ng/ml 1.61 N ‘ ‘ ‘
CAL 6 64 ng/ml 2.58 T M
Document: K2241 Instruction version: 1901 Format version: 806
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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, ng/ml
Sex, age o s
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 0.5 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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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;
03176, r. Kues, yn. Akagemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua




¥ Sy,

AT
o

4]

Instruction for use

XEMA

UHCTPYKLUMA MO NPUMEHEHUIO HABOPA PEATEHTOB
ana MUMMYHO®EPMEHTHOIO ONPEAENEHUA
AJIbOA-OETOMPOTEUHA

B CbIBOPOTKE (MJIA3ME) KPOBU

«ADMN-NOA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF ALPHA-FETOPROTEIN

IN HUMAN SERUM OR PLASMA

AFP EIA

HOMEP MO KATAJIOTY K225
TY Ne 9398-028-18619450-2007

PETMICTPALUMIOHHOE YOOCTOBEPEHUE
Ne ®CP 2007/00738 ot 10 oktA6psa 2013 roga

AnTtuTena K BUY 1,2, Bupycy renatuta C n HBsAg oTtcyTcTByIOT
KOHTpOnbHble CbIBOPOTKY, BXOAALLME B COCTaB Habopa, MHaKTVBUPOBaHbI.

W For 96 determinations/Ha 96 onpegeneHun

[Ons uH BUMPO ANMarHoCTUKN

2 XEMA Co., Ltd.

N\
} The 9th Parkovaya str., 48 Authorized Representative in EU:
nfm 105264 Moscow, Russia Polmed.de
&§%¢ Tel./fax: +7(495) 510-57-07 Steinacker 20, D-73773
K 18 e-mail: redkin@xema-medica.com Aichwald, Germany
K & internet: www.xema-medica.com e-mail: info@polmed.de
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XEMA

COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MNPMHUMN PABOTbI HABOPA 2
3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTU3A 5
8. YCNoBuA XPAHEHWSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 9
CONTENT
1. INTENDED USE 10
2. SUMMARY AND EXPLANATION 10
3. PRINCIPLE OF THE TEST 10
4. WARNINGS AND PRECAUTIONS 11
5. KIT COMPONENTS 12
6. SPECIMEN COLLECTION AND STORAGE 13
7. TEST PROCEDURE 13
8. QUALITY CONTROL 15
9. CALCULATION OF RESULTS 15
10. EXPECTED VALUES 15
11. PERFORMANCE CHARACTERISTICS 16
12. LITERATURE 16

WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM
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K225I

«YTBEPXOEHA»
Mpukas Poc3apaBHaa3opa N2 2786-Mp/07 ot 18 ceHTabpsi 2007 r.
KPA 14353 ot 07.05.2007

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEAEJIEHNA
AJIb®A-OETOMPOTENHA
B CbIBOPOTKE (MJIASME) KPOBU «A®IMN-NDA>»

PekomMeHAOBaHa K yTBepxXaeHWo HayyHo-akcnepTHbIM COBETOM MO MEAULIMHCKUM U3LeNnsaM

1. HABHAYEHMUE

1.1. Habop peareHtoB <«A®M-UOA» npeaHasHayeH ANa  KOJMYECTBEHHOro
ornpefeneHns KOHUeHTpauun anbda-detonpotemHa B CbiBOPOTKe (Mnsia3mMe) KpoBu
MeToAOM TBepAOda3HOro MMMyHOMEPMEHTHOIO aHannsa.

1.2. Anbda-detonpotenH (ADI) — rMMKONPOTEMH C MONEKYSPHON Maccon OKOJ0
65 k[a, ceKpeTupyroLWwmnicsa NIOAHOM NeYeHblo N XeNToYHbIM MellkoM. ADIT asnseTca
OCHOBHbIM 6e/1KOM MA0AHONM CbIBOPOTKM, Y B3POCAbIX coaepxkaHne A®I B CbiBOpOTKE
KpPOBWM He3HauuTenbHo. OnpegeneHne AO®I B CbIBOPOTKE KPOBW WCMOb3yeTcs
ANS NepBUYHOM AMArHOCTUKW M MOHWUTOPWUHIa renaTouesItoNISPHOr0 paka MeyeHu,
3M6PUNOHANbHOK/IETOYHBIX OMyX0Nen SUYHUKOB U SNYeK, TepaToM M TepaToKapLMHOM
nobon nokanusaumn. OnpeneneHne A®IT B CbIBOPOTKE KPOBWU HGepeMeHHbIX XeHLWH
WX B aMHMOTMYECKOM XWAKOCTU B nepwuosd ¢ 15 go 20 Hejenu CAy>XWUT OAHWUM U3
nabopaTopHbIX METOAOB BbISABAEHUA TSXENOW BPOXAEHHOM MaToforMnM nnojaa -
cnHgpoma [layHa v aedeKToB HeEpPBHON TPy6KHU.

2. MPUHUMN PABOTblI HABOPA

OnpepeneHne anbda-deTonpoTenHa OCHOBAHO Ha WCMNOMb30BAaHUU «CIHABUY»-
BapunaHTa TBepaoda3Horo MMMyHo(epMeHTHOro aHanmsa. Ha BHyTpeHHen NoBEPXHOCTH
JIYHOK MaHWeTa MMMOBUAM30BaHbl MbIlWMHbIE MOHOK/OHANbHblE aHTUTena k A®I
yenoseka. B nyHkax nnaHweTta, npu gobasneHun nccnegyemoro obpasua, NpoMcxoant
cBa3biBaHWe A, coaepxallerocsi B uccnenyemom obpasue, ¢ aHTuTenaMum Ha TBepaon
¢aze. O6pasoBaBLUNINCA KOMMMEKC BbISBMASIOT C MOMOLLbI KOHblOraTa MblWMHbIX
MOHOKJ/IOHaNbHbIX aHTuTen k A®Il yenoseka C mepokcuaason xpeHa. B pesynbrarte
obpa3yeTcs CBA3aHHbIN C NACTUKOM «CIHABUY», coAepiKalumnii nepokcnaasy. Bo spems
MHKybaumMm c pactBopoM cybcTpaTta TeTpameTunbeHsmamHa (TMB) npoucxoauTt
OKpalluMBaHWe pacTBOPOB B JIlyHKax. MHTEHCMBHOCTb OKpacKu NpsiMo NponopLuMoHabHa
KOHUEeHTpaumn anbda-detonpotemHa B uccneayemoMm obpasue. KoHueHTpauuio
anbda-peTonpoTemHa B UcCCnefyeMblix obpasuax onpeaenstT no KaanbpoBOYHOMY
rpadukKy 3aBUCMMOCTM OMTUYECKOM MJIOTHOCTU OT coAepxaHusa anbda-deTonporenHa
B KanMbpoBOYHbIX Npobax.

Document: K225I Instruction version: 1901 Format version: 611
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3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneunduyHOCTb. [lepekpecTHas peakuusi MbIlWUHBIX MOHOKJIOHANbHbIX
aHTUTEn K A®I yenoBeka C APYrMMM aHanutTamu npueeaeHa B Tabnuue:

Ananut NepekpectHaa peakuus, %
CbIBOPOTOYHbI anbbyMuH <0.1
Xr <0.1
MnaueHTapHbI NaKTorex <0.1

3.2. BocnpousBoaUMOCTb.

KoadduruneHT Bapnaumm pesynbTaTtoB onpeaeneHns cogepxanus AOIN B ogHOM n
TOM >Xe obpa3sue cbiBOpOTKKM (Mnasmbl) KPOBKU C ncnonb3oBaHnem Habopa «A®PM-NOA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHUeHTpauumn A®I B obpa3uax CbiBOPOTKM (MaasMbl) KPOBWU Mpwu
pa3BefeHNM UX CbIBOPOTKOM (M1asMoii) KpoBu, He coaepxallen ADI, nMeeT IMHERHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-500 ME/Mn n coctaBnsaeT £10.0%.

3.4. TOYHOCTb.

[aHHbIM  aHanuMTMYecKuMii napameTp MNpPOBEPSETCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME M3MEpPeHHON KoHueHTpauun ADI npeanncaHHOM, MOMYYEHHOW NyTeMm
CMEeLUMBaHUA paBHbIX OH6BEMOB KOHTPOJIbHOM CbIBOPOTKM WM KanubpoBO4YHOW Mpobbl
15.0 ME/mn. MNpoueHT «oTKpbITMs» coctaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHuManbHaa AocToBepHo onpepensemMass Habopom «A®M-UDA» KOHLEHTpaums
AO®IN B cbiBOpOTKe (Nna3me) KpoBu He npesbiwaeTt 0.9 ME/mn.

3.6. Xyk-adpdekTt (hook-effect) BbICOKMX KOHLEHTpaLMNA.

Mpn wncnonb3oBaHun Habopa <«ADM-UDA» xyk-addekT He obHapyxeH Ao
KoHUeHTpauumn A®M 12000 ME/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem.  MsberaTb
pa3bpbi3arMBaHns M NonagaHust Ha KOXy W cnamsuctole. Mpu nonagaHumM Ha KOXy
N CIIM3UCTbIE MOPAXXEHHbIW y4YacToK ciefyeT NpoMbiTh 60MbWINM KOJIMYECTBOM MPOTOYHOWN
BOAbI.

5.3. lNpu pabote ¢ Habopom cnepyet cobniogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTN, MNPOU3BOACTBEHHOW CaHWUTapuu, NPOTUBOIMUAEMMYECKOTO pexuMma U
JINYHOWN rurneHbl npu paboTte B nabopaTtopusx (oTaeneHusX, oTAaesax) CaHUTapHO-
3NNAEMUNONONMYECKUX YUPEXAEHUI cucTeMbl MUHUCTEpCTBa 34paBooxpaHeHus CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayeT HageBaTb OAHOPA30Bble PE3VMHOBbIE WU
naacTUKOBbIE MepyaTku, Tak Kak 06pasLbl KpOBU YenoBeKka crefyeT paccMaTpuBaTh Kak
noTeHuManbHO MHMOULMPOBAHHLIA MaTepuan, CNoCobHbI ANNTENbHOE BPEMSI COXPaHSTb
n nepegasatb BWY, Bupyc renatuta wunm nwboi gpyro Bo3byauTenb BUPYCHOWN
nHbekumn.

6. OBOPYAOBAHUE U MATEPUAJbI,
HEOBXOAWMUMBbIE NPU PABOTE C HABOPOM

- (OTOMETp BEPTUKAIbHOIO CKaHMPOBaHWS, MO3BOISOLWMNIA N3MEPATb ONTUYECKYO
NIOTHOCTb COAEPXMMOrO JIYHOK MaHLweTa npu AnvHe BoAHbl 450 HM;

- TepMocTaT, noaaepxusatrowmi Temnepatypy +37 °C +£0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolme oTbupaTb 06bEMbI
B Anana3soHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTMMocTbio 1000 mn;

- BOJa AUCTUINIMPOBaHHas;

- nep4yaTku pe3nHOBble UM NNACTUKOBbIE;

- bymara dunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. lMepea npoBefeHWeM aHanM3a KOMNoHeHTbl Habopa n nccneayemble o6pasubl
CbIBOPOTKM (NNnasMbl) KpOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. NMpuroToBsieHUe NjaHLWeTa.

BCKpbITb MakeT C NiaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOMMYecTBO
ctpyno. OcTaBlWwMecs  HEWCNOSb30BaHHbIMKM  CTpUMbl, 4YTObBbI  MNpeaoTBpaTUTb
BO34ENCTBME Ha HMX BNaru, TWwaTenbHO 3aknenTb bymMaron Ans 3akneMBaHus NaaHWeTa
M XpaHuUTb Npu TemnepaType +2...4+8 °C B TeueHune Bcero cpoka rogHoctu Habopa.

7.3. MpurotoBsieHNne 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 «ADM-UDA» fonXKeH XpaHUTbCS B YNakoBKe Mpeanpusitus-
M3roToBuTENS Npu TemnepaType +2...+8 °C B TeueHme BCero cpoka rogHOCTM, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npwu TemnepaType go +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3amopaxuBaHue Lenoro Habopa.

[AonyckaeTca ogHOKpaTHoe 3aMopa)kxuBaHue (-20 °C) kannbpoBoOUHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHue aHanusa B aybnukatax 41 uccnegyembix
o6bpa3uoB, 6 KanMbpoBOYHbIX Mpob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

8.3. B cnyyae apobHoro mcnonb3oBaHus Habopa KOMMOHEHTbI creayeT XpaHwuTb
cnepytowmm obpasom:

- OCTaBlUMECS HeMCrnosib30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- KOHbtorat, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (dakoHOB cneadyet
XpaHuTb Npu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka roAHOCTU
Habopa;

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

- OCTaBLUMIACA HEWCMNOJIb30BAHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayert
XpaHUTb Npu Temnepatype +2...+8 °C B TeueHMe BCero cpoka rogHocTn Habopa.
MpUroTOBAEHHbIN OTMbIBOYHbIN pPacTBOp CrefyeT XpPaHuTb MpPU KOMHATHOW
Temnepatype (+18..+25 °C) He 6onee 15 cyTtok wnu npu TemnepaType
+2...4+8 °C He 6onee 45 cyTok.

MpumMeyaHue. Mocne MCNoNb30BaHMS peareHTa HeMeA/IeHHO 3aKpbiBalTe KPbILKY

¢nakoHa. 3akpblBaliTe Kaxabli hf1akoH CBOEN KpPbILLIKON.

8.4. [ina nposefeHus aHanu3a He CcneayeT WCMosb30BaTb MEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Mna3My) KpoBM, CoAepaLLyo
asuna HaTpus. Ecnn aHann3 npon3BoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (Maasmy)
cnepnyeT xpaHutb npu TemnepaTtype -20 °C. MNoBTOpHOEe 3aMOpaXxuBaHMe-OTTanBaHue
o6pasLoB CbIBOPOTKM (M1a3Mbl) KpOBW He AornyckaeTcs. [lonyckaeTcs uccnenosaHue
CbIBOPOTOK, XPaHEeHuWe KOTOpPbiIX C MOMeHTa 3abopa KpOBM OCYLLECTBAANOCL MNpu
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. VcknovaeTtca ncnonb3oBaHMe Ana aHanu3a o6pasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAewn, Nony4yaBlMX B Lensax AMarHOCTUKM UK Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlNHbIE aHTUTeNa.

8.6. lNMpn wncnonb3loBaHun Habopa Ana npoBeAeHUS HECKONIbKMX HEe3aBUCUMMbIX
Cepuil aHanuM30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro HE3aBUCMMOro onpeaeneHns
HeobxoAMMO MOCTPOEHWEe HOBOro KanubpoBoyHOro rpadwuka; Kpome 3TOro,
pekoMeHAyeTCs ornpeaeneHue KOHUeHTpauuu anbda-deTonpoTrenHa B KOHTPOJSIbHOM
CblBOPOTKE.

8.7. [Ins nony4yeHns HadexHbIX pe3ynbTaToB Heob6XoAMMO cTporoe cobniogeHue
NHCTpyKuMM no npumeHeHuto Habopa.

8.8. He wucnonb3yinTe KOMMOHEHTbI M3 ApPYyrnx HabopoB WM U3 aHaNOrMyHbIX
HabopoB ApyrUX Cepuii.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
peKoMeHAyeM MONb30BaTbCA HOPMaMu, MNpUBEAEHHbIMM HuXe. Bmecte ¢ TeMm, B
COOTBETCTBMM C npaBunamm GLP (Xopowei nabopaToOpHOM MpakTUKM), Kaxaas
nabopatopusa Ao/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakTepHble ANns
obcnenyemon nonynsauuu.

MpumMmeuaHme. 3HaveHna KoHUeHTpaunn A®I B nccnegyemblx obpasuax, Haxoas-
LLIMECS HUXeE rpaHuubl YyBCTBUTENbHOCTM Habopa (0.9 ME/Mn), a Takxxe npeBblllatowme
3HayeHne BepxHen kanmbposBouHol npobbl (500 ME/mMn) cnepyeT npuBOAWUTb
B cneaytollen dopme: B nccnegyemom obpasue X koHueHTpauus ADM Huxe 0.9 ME/Mn
nnu Bbiwe 500 ME/Mn.

B Habope «ADM-NDA» 3HaUEHNA KOHLEHTpaunin KanmbpoBOUYHbIX NMPo6 BblipaXeHbl
B ME/Mn. [1ng nepecyeTa KOHLUEHTPAUWN B HI/M/1, NOy4YeHHOE 3HaYeHNe KOHLEeHTpaLmm
B ME/Mn cnegyeT yMHOXWUTb Ha 1.25.

1 ME/mMn = 1.25 Hr/mn

3a0poBble _ _
A0HOpbI 10.0 12.5

Mepaunanbl n CKO (pekoMeHayeMbi Anana3oH HopM 0.5-2.0 MOM)

14 21.7 0.43
15 28.3 0.47
16 30.0 0.51
17 36.3 0.49
18 43.8 0.52
19 53.3 0.50
20 60.0 0.55
21 63.3 0.57
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «ADM-UDA>,

cnepyet obpawatbecs 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 (MHOrokaHanbHbI)

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. KocTpnkuH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of alpha-fetoprotein 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

Alpha-fetoprotein (AFP) is a glycoprotein with a MW ca. 65 kDa which is secreted by
fetal liver and yolk sac. AFP represents the main protein of fetal serum while being found
in trace quantities in adults. Serum AFP quantitative determination is used in primary
diagnostics and monitoring of hepatocellular liver cancer, trophoblastic tumours
of testicles and ovary as well as theratomas and theratocarcinomas. Quantitative
determination of AFP in serum of pregnant women or in amniotic fluid during week
15-20 of gestation is widely used for laboratory screening of Down syndrome and
defects of spinal cord.

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
AFP-antibodies. Antigen from the specimen is captured by the antibodies coated onto
the microwell surface. Second antibodies - murine monoclonal to human AFP, 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% 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, 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...+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...+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.

7.4. Alternative units:

1 IU/ml = 1.25 ng/ml

Document: K225I Instruction version: 1901 Format version: 611

13



K225I

"pamoj|e si 3]2Ad bBuimeyy/buizasi) auo Ajuo - (s)ajdwes |0J43u0d pue siojeiqied)
sajou bulpuey *'9 '/

‘uooNpaJ ejep J1oj poyiaw julod-Ag-julod Alddy | ZT

110384q1|eD 1S4y U0 Mue|q Ja3awoloyd 39S | TT

"wu 0S¢ e (Ausuap |eando) QO ainsesp | 0T

'S||9m 33 03Ul dOLS 4o |1 00T asuadsia| 6

Do GZ+'""8T 1€ SaINUIW 0Z-0T d3eqnoul| 8

'S||om 3y3 ojul WL SANS 40 |1 00T dsuadsia | £

'sawl} g sdils ay3 ysem
uajem paj|isip Aq (X9Z HSVYM 4Ngd) 231e1auaduod uonnjos buiysem jo uonnjip X9z Aq uonnjos buiysem aitedald | 9

"Do LE 1€ SINUIW 09 21LqNOUT | §

"(3x1 3y3 o3ur pepnpdur) adey aAisaype 3e|d Ag s|jlam
93 JI9A0D 'S||oM 3y3 0jul sajdwes umouxun pue JOYLINOD sojdwes |0J43u0d ‘9-T vy sJojedqied jo |1 oG 12did | +

"S||9M 33 03Ul ddH [NOD Jo | 00T dsuadsia| €

juswainsesw
3094400Ul 03 pes| Aew uonn|ip ajdwes Joj syusbeau 40 siayng J9Yyzo Jo 3sn Uojeaqied osaz buisn ‘Ajbuipiodoe
9|dwes siy3 ain|Ip Ajjeuoiippe “ojeiqiied 3saybiy ayi spasdxa ajdwes ay3 ul uoileijuaduod ajAjeue paisabbns J1|

'SdIYLS d3asnNn
WO¥4 3dVL DONITVIS IAISTHAY IAOWIY LON Od "dldwes umousun yoes 1oy s||om 0m3 pue JOYLNOD sa|dwes

[0J3U0D pue 9-T YD SJ03elqi|ed 2yl 104 S||aM T 931ed0||e ‘awely ay3 03Ul sdi3SoUdIW JO Jaquinu padissp ayy ind | T

aJ4npadoud Aessy "G/

Instruction version: 1901 Format version: 611

Document: K2251

14



XEMA

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 alpha-fetoprotein
concentration.

9.3. Determine the corresponding concentration of alpha-fetoprotein 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 Abso(;bsaon;:‘lilmts B
CAL 1 0 1U/ml 0.05 o e
CAL 2 5 1U/ml 0.098 N
CAL 3 15 1U/ml 0.604 w |/

CAL 4 50 IU/ml 1.334 i
CAL5 150 IU/ml 1.893 . ‘ ‘ ‘
CAL6 | 500 IU/ml 2.230 e e e e e

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
AFP. 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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Healthy donors - 10.0 - 12.5

14 21.7 0.43
15 28.3 0.47
16 30.0 0.51
17 36.3 0.49
18 43.8 0.52
19 53.3 0.50
20 60.0 0.55
21 63.3 0.57

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Albumin <0.1
hCG <0.1
Lactogen <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.9 IU/ml.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different alpha-
fetoprotein 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%.

11.5. Hook-effect

No hook-effect has been noticed with samples up to 12000 IU/ml.
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Cumson / Symbol

3na c / Symbolize

Mpoussoautens / Manufacturer

Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

-
HHIEIE
-

Homep cepun / Batch code

<
2
z
=
=

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHue TemnepaTypsbl / Temperature limitation

ToNbKO ANA UH BUTPO ANArHoCTUKM /
In Vitro Diagnostic Medical Device

BHumaHwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIETIOCTHOCTM YNaKoBKM /
Do not use if package damaged

SORB MTP

MnaHwert / EIA strips

Al

-

Kann6poBoyHble npobbl / Calibrator set

CONTROL

KoHTposibHas ceiBopoTka / Control sera

KoHbtoraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTa TeTpamMeTunbeHsuanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

M

STOP

Cron-peareHT / Stop solution

=]
=]
=

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;
03176, r. Kues, yn. Akagemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua
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