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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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XEMA

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.
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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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