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K208I

«YTBEPXOEHA»
Mpukas Poc3apasHaasopa N2 4091-Mp/07 ot 22 Hosi6psa 2007 r.
KPZA N2 32210 ot 09.10.2007

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAENIEHNA 3CTPAANOJIA
B CbIBOPOTKE (MJIASME) KPOBWU «3CTPAANOJI-UDA »

1. HABHAYEHMUE

1.1. Habop peareHToB «2CTPAANOJI-UDA» npeaHasHayeH ANa KOJIMYECTBEHHOrO
onpefeneHns KOHUEeHTpauuu 3CTpaauona B CbiBOPoTke (nna3Me) KpoBM METOAOM
TBEpAoda3HOro MMMyHO(EPMEHTHOIO aHanuns3a.

1.2. 3ctpaanon (E2) - cteponaHbIli FOPMOH C MONEKYSipHbIM BecoM 272.4 [la. 310
Hanbonee akTUBHbIA U3 3CTPOreHOB B OpraHu3Me yenoseka. CUMTAETCH, YTO Y MY>XYUH
He3HauMTeNbHOEe KO/IMYEeCTBO 3CTpaaunona BbipabaTbiBaeTcs B KOpe HaAMOYeYHUKOB U
B An4Kax. B xxeHCKoM opraHm3me oH obpasyeTcs B AMYHUKaX, 060104Ke 1 FpaHyne3HbIX
knetkax donnukynos. ®usmonormyeckas ponb E2 3akniovaetrcs B dopMMpoBaHMMU
cneunduyecknx GYHKUMIA XKeHckoro opraHmsma. Cekpeums E2  perynupyetcs
B3aUMOAENCTBMEM FOPMOHOB runoTanamyca, rmnodusa uM SUYHUKOB MpU yyacTum
nnbepurHOB, rOHaAOTPONMHOB, NPOSIAKTUHA W MOJIOBLIX CTEPONAOB. YPOBEHb 3CTPaAnona
OCTaeTCA HU3KMM B Havyane W cepeavHe dONANKYNSPHOM dasbl HOpPMasibHOro
MeHCTpyanbHoro umkna. 3a 3-5 gHelt go nuka J1I yposeHb E2 HaunHaeT pactn n gocturaet
MaKCMMasibHOro 3Ha4yeHus NpMMepHo 3a 12 yacoB Ao nuka JII. MNocne pe3koro nageHus
A0 MUHUManbHbIX 3HadeHun (cnycts 48 yacoB nocne nuka JIIM), ypoBeHb E2 HaunHaeT
CHOBa pacTn. MakcMManbHas KOHLEHTpaLmsa ropMoHa B IOTEMHOBOM da3e HabnaaeTcs
Ha 9-1 AeHb nocne 0BYNALMMK, @ K KOHLY LiMK/a BHOBb MaAaeT No Mepe aTpe3nn XenToro
Tena. Bo BpeMs 6epeMeHHOCTN onpefeneHne ypoBHSA 3CTpaAnosa B KPOBU MO3BONSET
KOHTPO/NIMPOBaTb COCTOsSIHME deTonnaueHTapHon cuctembl. CoaepxxaHve E2 B KpoBu
MaTepu B Hayane 6epeMeHHOCTM COOTBETCTBYET ero CoAepXaHuio y HebepeMeHHbIX
XEHLMH BO BpeMsa OBYNsALMKW. Pe3knii moabeM ero ypoBHs Habnwogaetcs K 9-11 — 10-#
Hegene (B 12 pas), 3aTeM MNOCTEMEHHO YyBeNuMuMBaeTCsa A0 KoHua 6epeMeHHOCTW.
CHWXeHMe KOHUeHTpauuu 3CTpagunona npu AMHaMUYECKOM WUCCefoBaHWN ABNSETCS
nokasaTesieM HapylweHus pasButua nnoda. [loBbllWeHHbIE YPOBHM 3CTpaaunona
B CbIBOPOTKE KPOBW HaboaaTCcs NpyM MaToOYHbIX KPOBOTEUYEHUAX B MEPUOA MEHOMAY3bl;
rmnepnias’vm HaAMnoOYeYHMKOB; 3CTPOreHNpPoOAYyLMPYIOLWMX ONYX0NaX; LMppO3e NnevyeHu;
demMnHn3aunn y aeten; npueme roHagoTponmHOB, KinoMudeHa, scTporeHos. CHUxXeHne
YPOBHSA 3CTpaguona Habnwgaercs npu cuHapome TepHepa, NepBUYHOM M BTOPUYHOM
rmnoroHagmsme, repmadpoauMTM3Me, KIMMaKTEPUYECKOM W MOCTKIMMaKTEPUYECKOM
CMHAPOMaXx, HapyLUEHUM COCTOSHUSA nioja BO BpeMs 6epeMeHHOCTU, Npueme opasbHbIX
KOHTpaLenTUBOB.
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2. IPUHUUN PABOTbl HABOPA

OnpegeneHve 3CTpaauMosia  OCHOBAHO Ha  MCMOJIb30BaHMM  KOHKYPEHTHOMO
UMMYHO(MEPMEHTHOrO aHanusa. Ha BHyTpeHHel MOBEepXHOCTM JIYHOK MJiaHweTa
MMMO6MIN30BaAHbl KPOSIMYbWU MOJIMKIIOHAJIbHbIE @HTUTENa K 3CTpaauony. SCTpaavon
M3 obpasua KOHKYpUPYEeT C KOHbIOMMPOBaHHbIM 3CTPAAMOSIOM 3@ CBsi3blBaHWe
C aHTUTENaMM Ha [MOBEpPXHOCTU JIyHKWU. B pesynbrate o06pasyetcs CBs3aHHbIN
C NIACTUKOM «C3HABUY», COAEpXKalLMii nepokcnaasy. Bo BpemMs nHky6aumnm c pactBopom
cybcTpata TeTpametunbeHsmamHa (TMB) npouMcxoAWT OKpaluvBaHWe pacTBOPOB
B JlyHKax. WHTEHCMBHOCTb OKpackyM 06paTHO MPOMOpUMOHaNbHA KOHLEHTpauum
3CTpaavona B uccneayemom obpasue. KoHUeHTpauuilo 3CTpaaumona B MCCieayemblxX
obpasuax onpeaensoT Mo KanubpoBo4yHOMY rpacdvKy 3aBWCMMOCTM OMNTUYECKOW
MAOTHOCTM OT COAEPXKaHUsi 3CTPaAMosa B KaiMbpoBOYHbIX Npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHas peakuus KpoaUYbUX MOANKIOHANbHbIX
aHTUTEN K 3CTpPaanony € ApyruMu aHanvtamu npuseaeHa s Tabnuue:

Ananut MepekpecrHas peakuus, %
DcTpaauon 100
DCTPOH 0.2
ScTpuon 0.6
KopTtuson 0.06
MpenHW30710H 0.09
KopTukocTtepoH <0.01
MporectepoH <0.01
17-OH MporectepoH <0.05
MperHeHonoH <0.05
TecTocTepoH <0.01

3.2. BocnpousBoaUMOCTb.

KoadduruneHT Bapumauumn pesynbTaToB OMNpefesieHns CoAepXaHus 3cTpaauvona
B OAHOM M TOM e obpa3sue CbiIBOPOTKM (Mna3Mbl) KPOBW C MCMOAb3oBaHMeM Habopa
«3CTPAANOJI-UDOA» He npesblwaeT 8,0%.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHLIEHTpaLmu 3cTpagauona B obpasuax cbiBOPOTKM (Ma3Mbl) KPOBU
npu pasBefeHMU MX CbIBOPOTKOM (Mna3Moi) KpoBKM, He coAepxaller 3CTpaavorsn, umeet
JNINHENHbIN XapaKTep B Anana3oHe KoHueHTpauui 0.1-20 HMonb/n n coctaenset £10,0%.

3.4. To4yHOCTDb.

[aHHbI  aHanuUTMYecKMii napaMmeTp MNpPOBEPSeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME M3MEPEHHOW KOHLEHTpauuu 3CTpaguona npeanucaHHon, MosyyYyeHHOoMu
nyTeM CMeLlMBaHUS paBHbIX O6bEMOB KOHTPOJIbHOW CbIBOPOTKM WM KannbpoBOYHOWM
npo6bl 0.3 HMoNb/N. MpouUeHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa  focTtoBepHO  onpegensemas Habopom  «3CTPAANO-UDA»
KOHUeHTpauusa 3cTpagvona B  CblBOPOTKe (nna3Me) KpoBW He  rpeBblwaeT
0.05 HMonb/n.
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5. MEPbI NPEAOCTOPOX>XXHOCTU

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

5.2. Bce komnoHeHTbl Habopa, 3a ucknioyeHnem cron-peareHta (5,0% pacrtsop
CEPHOW KUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPAUUSAX ABASIOTCA HETOKCUYHBIMMU.

PacTtBOop cepHOW kucnoTbl obnagaeT pasgpaxawmowmm aencteuem.  MsberaTb
pa3bpbIi3rMBaHms 1 NonagaHmsa Ha KOXy U Cnn3uncTble. Mpy nonagaHum Ha KOXY Y CAN3UCTble
NOpa)KeHHbIM y4acToK cnefyeT NpoMbITb 60MbLLINM KONMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cneayet cobniogatb «lMpaBuna yCTPOMCTBA, TEXHUKU
6e3onacHoOCTN, MPOU3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuMma u
NNYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeneHuax, oTaenax) CaHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUI cMCcTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote ¢ Habopom cneagyer HageBaTb OA4HOPA30Bble PE3UHOBbIE WU
NnacTMKOBble NepyaTkn, Tak kak 0bpasLbl KPOBW YesioBeka criefyeT pacCMaTpuBaTb Kak
noTeHumanbHO MHDULMPOBAHHbBIAN MaTtepuar, CnoCObHbIV ANUTENbHOE BPEMS COXPaHATb
n nepepasatb BWY, Bupyc renatuta unm nwobor apyron Bo36yauTenb BUPYCHOWM
MHbekunu.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (oTOoMeTp BEepTUKaNbHOIrO CKaHMPOBAHMWS, MO3BONSAIOLWNIA U3MEPATb OMTUYECKYHD
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu AsIMHE BONHbI 450 HM;
- TepMmocTaT, noaaepxuBawowuin Temnepatypy +37 °C 0,1 °C (unu TepmocTa-
TUPYEMbIl LerKep);

- [03aTopbl CO CMEHHbIMW HaKOHeYHUKaMu, Mo3Bonsowmne oTbupaTb 06bLEMDI
B AnanasoHe 25-250 Mkn;

- UMAMHAP MepHbI BMecTuMocTbio 500 Mn;

- BOAA AMCTUNNMpOBaHHas;

- nepyaTKku pe3nHOBble WU NIACTUKOBbIE;

- bymara dunbTpoBasbHas.

7. NOATOTOBKA PEArEHTOB A/11 AHAJIU3A

7.1. lMNepen npoBeaeHneM aHanm3sa KOMNoHeHTbl Habopa un nccneayemble 06pasupl
CbIBOPOTKM (NNasMbl) KpPOBM cCneayeT BblAepXaTb Mpu KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. MpurotossieHne NJjaHLWwerTa.

BCKpbITb MakeT C NiaHLWeTOM W YCTaHOBWUTb Ha paMKy Heob6xoAMMoe KOM4ecTBO
ctpynoB. OcTaBWwMecs  HEWCNONb30BaHHbIMW  CTpUMbl, 4YTOBbl  NpeaoTBpaTUTb
BO34ENCTBME Ha HMX BRaru, TwaTesnbHO 3aknenTb 6yMmaron Ans 3aknemBaHus naaHwWeTa
M XpaHuTb Npun Temnepatype +2...+8 °C B TeyeHune Bcero cpoka rogHoctu Habopa.

7.3. MpurotoBsieHMEe OTMbIBOYHOI0 pacTtBopa.

Coaepxumoe dnakoHa € KOHLEHTPATOM OTMbIBOYHOIo pactsopa (22 M), nepeHectn
B MEPHbIN UMnuHAp BMecTuMocTbto 500 M, nobasutb 440 M ANCTUNIMPOBAHHOM BOAbI U
TWwaTenbHO nepeMellaTb. B cnyyae gpobHoro ncnonb3osaHuns Habopa cneayet otobpathb
HeobxoaMMoe KOMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTu AUCTUNIU-
poBaHHOM Bogol B 21 pa3 (1 M KOHUEHTpaTa OTMbIBOYHOro pacteopa + 20 MA AUCTUN-
NINPOBaHHOM BOAbI).
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8. YCNoBusa XPAHEHUA N SKCNNTIYATALUUN HABOPA

8.1. Habop peareHtoB «3CTPAANOJI-UDA» p[onXKeH XpaHUTbCA B YMakKoBKe
npeanpusaTUA-U3roToBuTens npu Temnepatype +2...+8 °C B TeueHue BCero cpoka
roAHOCTM, yKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi xpaHeHue (TpaHcrnopTupoBka) Habopa npwu TemnepaType ao +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3amopaxwuaHue Lenoro Habopa.

[AonyckaeTcsa ofqHOKpaTHoe 3amMopa)xmBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKM B aJIMKBOTaXx.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B aybnukatax 41 nccnegyembix
obpasuoB, 6 kanMbpoBOYHbIX Npo6 M 1 nNpobbl KOHTPOSBLHOM CbIBOPOTKM (BCEro
96 onpenenexHui).

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

- OCTaBlUMECH HeUCMNOosb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

bymaror Ans 3aknevBaHus NiaHLwWweTa n XpaHUTb nNpu TemnepaTtype +2...+8 °C
B Te4YeHne BCero cpoka rogHoctn Habopa;

- KOHbBblOraT, cybcTpaTt, cTon-peareHT Mocne BCKPbITUS (dNaKoHOB cneanyet
XpaHuUTb npu Temnepatype +2...+8 °C B TeyeHMe BCero cpoka roAHOCTU
Habopa;

- KanmbpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (D1aKOHOB
cnefyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 Mecsues;

- OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPAaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb npu Temnepatype +2...+8 °C B TeuyeHWe BCEro Cpoka roAHOCTU
Habopa;

-  TMPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp CrefyeT XPaHWUTb MpuU KOMHaTHOWM
Temnepatype (+18...+425°C) He 6onee 5 cyTok wunu npu TemnepaType
+2...48 °C He 6onee 30 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/IeHHO 3aKpbiBalTe KpbILKY

dnakoHa. 3akpblBanTe Kaxablih h1akoH CBOEN KPbILLKOM.

8.4. 1ns npoBeAeHWs aHanuM3a He cneayeT WCMNo/Sb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Mna3My) KpoBM, CoAepaLlyo
asuna HaTpus. Ecnn aHann3 nponsBoANTCS He B Ae€Hb B3ATUS KPOBM, CbIBOPOTKY (Maasmy)
cnepyet xpaHuTb npu Temnepatype -20 °C. [oBTOpHOe 3aMOopa)XuBaHue-oTTanBaHue
06pa3L0oB CbIBOPOTKU (NS1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknoyaeTca ucnonb3oBaHMe A8 aHanmsa o6pasLoB CbIBOPOTKM (Mna3mbl)
KpOBW NtoAen, Nony4yasBlmMX B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOASAT MbIWWHbIE aHTUTENa.

8.6. Mpn uncnonb3oBaHuM Habopa ANS NpoBeAEHUS HECKOSbKMX He3aBUCUMbIX
Cepui aHanuM30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHus
Heo6xoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
peKoMeHAyeTCs onpeeneHne KOHUEeHTpaunm 3CTpaamona B KOHTPOIbHOM CbIBOPOTKeE.

8.7. Ins nony4yeHns HadexXHbIX pe3ynbTaToB HeobxoaAnMmo cTporoe cobnwoaeHue
NHCTpyKUMM no npumeHeHuto Habopa.

Document: K208I Instruction version: 202 Format version: 612

6



XEMA

‘xeneedgo XIAWaATawdOM g eronredide anHexdarod Axndeds AWoHhogodguurex ou aLnuaraduQ

0T

Lf/9UOWH T00 0 ‘daWndueH ‘SHNhNLRE YOLIBIW OHHIELDDMAIDH M Lr/AUrOWH ( 1990dU WOHhogodguLrex ointiedLHaTTHOM
alysHaednd]| 'TOLBW («dMhOL M WMMhOL 10» ‘UIGHUSHUL-OHRODAM) WIGHAUeadaLlHN dluAsduroudn edundedd
0loHhogodguuey (nunewmddoduue) e1ond9o ewindolue BUT “(WH QSH LIO) 9odu XI9Hhog0dguurex 9LD0HLOLU
BeX)I9hMLUO — (A) LeHudo 920 ‘(L/dawowH) Xegodu XiaHhogodguuey g ewoutredide nunediHanHON Wdwudelolr
WIGHhULBIDT - (X) 2omMnoge 920 :yudedt yiaHhogodguuex XelreHUTdood XuddahnwdudelowArou g a1yodido||

*AxA’eog ou
aLmpLraeldlq9g edlowoLod MHewq ‘elHa1ead-uo0ld BMHID9HE SLUd0U HUW GT 9UHIKhaL 9 Midademodu OWUTOXQOSH
RLOMHRLL NOHAL OJOWMXADT0D |JO SUHIAOWEY "WH QS 19HU08 SHULT udu snHesoduHeMD oloHauedmnidag
adiowolrod eH eromHewru MOHAL olowumkdaod (LIQ) ULIDOHLIOLLU UOMNIDhULIUO AHUhULRE dLadOWEY

1981 UIFLLDX
-oMdy g ydlaeaumedyo MOHAL S0WMXKAST0D WOLE udu ‘elHalead-uoLd MW QQT ou ‘eHUTMEHSgUMIBWedLaL
eLediogAd dogioed M MeX ‘UIDOHALDLEEO0TILOOU X KOL 8 U 0i9100d0oMD X WUOL O UMHAL 908 08 91UDDBHY

‘BMHeaMmedy0 019HMD suingeed MHILISLD LO ULDOWNIOUERE
9 1AHUW QZ-0T °UHBKAL 8 (Do ST+ '"ST+) odAredouwdL UOHLEBHWON uUdU DLOHWDL 8 LdMHewru
9LUAdUQANHY "HUW €-7 OMHOhOL 8 uniddgenmodu OWWITOXQOSH WMHAL 8 ePHUTMEHIgUMLBWedlaL eredidgAd
edogloed avMHII9HYG ‘eHUTUEHAgUULBdWEdLAL eled1dgAd edoalded 1MW QOT OouU UMHAL 329 08 BLUDBHY

'91eWAQ noHAaureaod.Liaund ou UMHIXOLOU WOLAHASgadaU g eLlaMHRLL WOMHREUNALOOU MOHAL €M NLDONTUX
MM1RLD0 9lBLRTA OHAUDLRIML OWWMTOXQO9H UMHREOdULHRYDT WOTKeX nudl] "BI19AgadL aH (MOHAL svMHeREMhEWRE)
Mg19WL0 ndu exxdareg ‘wanHeaodnLHeYST UK yanmneduude namoiATrawdou > NdoHXda8ouU NoHAeLHOEMdOod ou
VWBUHIXMNET MWIag0lAdY LamHewu a1mHxediog ‘(€77 "u "wd) edogioed OJOHhOSIGWLO LW QGZ OU MMNHAL 928 og
9199e90 93aI19WL0 nomex ndy| ‘eed g UIHAL DLUOWLO 1 MOHAL SOWNXADTOD SLULRTA MNTIEBQANHN UMHBRHOMO O

(HMW/90 009) UMHEREaNXEBALD8 WOHHBOLO0U U Do L€ + MdU LAHUW 09 SMHDKAL 8 BUNRQANHN BOLIRMDALOLT
‘Do LE+ dArLedouwaL
udu LAHUW QZT SVHOKIL 9 019 LUAAUQAMNHM M BLOIMHELL BUHREUILNIRE BUT YOIBWAQ LOMHELU SLydLUNeE

"eLRJOI9HOA NIW Q0T ou WIHAL 208 o8 91UDoHYg

"LAHUW QT-G DUHOKAL 8 M1d9genodu OWNITOXQODH
aofeedgo XIAWaATaLwdIM 1 mitododiad KoHAUod1iHOM ‘godu XI9Hhog0dguUeX SWMHRI9HY ‘uaody (1aweewru)
mirodoalqad aonegedgo XIGWIATILDIIU INW GZ OU XeLRXUUQAT g 91MI9HE UNHAL 9I19HAIe1d0 g ‘uxiodoalqad
UoHarodiHON 1 19godu HOHhogodgULreX LW G OU XeLledULrgA 8 UIHALY 9MMoi1Ag.101991000 9 91UD3HY

‘m110dogiqad YoHAaurodiHOXM 1 godu XiIaHhogodguuex
BUT YOHAL 4T 1 XedoLgou g 9 19n€edgo 319WaATaLIOU — g0UNdLD 09103hULION SOWNTOXQOBH Adied g SLMIDBWOL]

VEUUVHY INHIT3IgodU 6

Format version: 612

Instruction version: 202

Document: K208I



K208I

10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbIx OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCs HOpMaMu, NpUBEAEHHbIMU HUMXe. BMecTe ¢ TeM, B COOT-
BETCTBMMU C npaBuiamMmn GLP (Xopoliert nabopaTopHON NpakTukn), kaxaas nabopatopus
[OMKHa caMa onpefennTb NapaMeTpbl HOPMbl, XapakTepHble Ans obcnenyemor nomny-
nsummn.

MpumMevaHme. 3HayeHUs KOHLEHTpauui acTpaauona B uccrneayemblx obpasuax,
HaXoAsALWMECH HWXe rpaHuubl YyBCTBUTENbHOCTM Habopa (0.05 HMonb/n), a Takxe
npeBbillaloWmMe 3Ha4yeHue BepxHer KannmbposouyHor npobbl (20 HMonb/n) crnepyert
NpuBOAMUTL B Ccreaytolen popme: B uccneayemom obpasue X KoHLEeHTpauus actpaanona
Huxe 0.05 HMonb/n nnu Beiwe 20 HMONb/ .

10.2. B Habope «3CTPAANOJI-UDA» 3HayeHMs KOHLEHTpauumin KannbpoBOYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecyeTa KOHUEHTpauui B MNr/Ma, nonyyeHHoe
3HayYeHne KOHLEHTPaLUun B HMOJb/N crnefyeT YMHOXUTb Ha 272.

1 HMONb/N = 272 nr/mMn

Necnepyeman EnvHuubl, HMonb/n EpuHunup! gon., nr/mn
rpynna Hwxnuii npegen | Bepxuuii npegen | Huwkuuii npegen | 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
®a3bl UnKna:
donnukynsipHas 0.14 0.7 38.1 190.4
noTenHosas 0.17 1.1 46.2 299.2
oBynauuns 0.34 1.8 92.5 489.6
MeHonaysa - 0.23 - 62.6
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Mo BonpocaM, kacatowmnmcs kadectsa Habopa «3CTPAAUOI-UDA »,
cneayet obpawaTtbcs B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

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

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

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF ESTRADIOL IN HUMAN BLOOD 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. Safety Data Sheet for this product is available upon request directly from
XEMA Co., Ltd.

4.15. The Safety Data Sheet fit the requirements of EU Guideline 91/155 EC.
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5.2. Equipment and material required but not provided

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 100-250 pl, is useful
but not essential;

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

Dry thermostat for 37 °C £0,1 °C (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 21X by 21 dilutions
in distilled water.

7.2. Procedural Note:

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

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/! 352 . .

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 9792 21760
Menstrual cycle:
follicular phase 0.14 0.70 38.1 190.4
luteinic phase 0.17 1.10 46.2 299.2
ovulation 0.34 1.80 92.5 489.6
post menopausal - 0.23 - 62.6
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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 0.05 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%.
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