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K2071

«YTBEPXJEHA»
Mpwukas PocagpaBHaasopa N2 1334-Mp/09 ot 20 despana 2009 r.
KPA N2 59498 ot 25.12.2008

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEQEJIEHNA
MPONECTEPOHA B CbIBOPOTKE (MNMJIASME) KPOBM
«MPOrECTEPOH-N®A>»

1. HABHAYEHMUE

1.1. Habop peareHToB «[MPOrECTEPOH-NDA» npeaHasHayveH ans
KOJIMYECTBEHHOIO onpeaeneHns KOHUEHTpauuM NporectepoHa B CbIBOpPOTKe (nnasme)
KpPOBW MeToAOM TBepAodasHOro MMMyHO(EpPMEHTHOro aHanunaa.

1.2. MporecTtepoH - recrareH C MofneKkynapHonm Maccor 314.5 panbToH,
CeKpeTupyeMblii XeNTbiM Te/IOM, @ TakXe KOpPO HaAMOYEeUYHMKOB U SsUYKaMu; SBNsieTcs
npealwecTBeHHNUKOM AN 6MOCMHTE3a KOPTUKOCTEPOMAOB W aHAPOreHoB. $BNSSACh
@HTAroHWCTOM 3CTPOreHOB, MPOrecTepoH BbI3bIBAET XapaKTEPHble W3MEHEeHUs
SHAOMETPUS, HeobxoaAuMble AN  UMMAaHTauMu  OMNJOAOTBOPEHHON  AMLIEKNETKW.
B TeyeHne HopManbHOro MEHCTPYasbHOMO LMKIa KOHLEHTpaLMsa NporecTepoHa ocTaeTcs
HU3KOM A0 MOMeHTa OKOH4YaHus nuka JII; ogHoBpeMeHHO c nukom JII HabnpaeTcs
HebonbLloe, HO AOCTOBEPHOE MNOBbILIEHNE KOHLEHTPaLMM NporectepoHa C NoceayoLmnm
CHWXeHneM. Bo BTOpYO NONOBUHY LMK/I1a YPOBEHb MporectepoHa BMECTe C 3CTPaAM0SIoM
HauMHaeT CHOBa MOAHWMMATbLCS, 3aBepluas ATenHU3aumioo. K KOHUY LMKIa ypOBEHb
nporectepoHa CHoBa NajaeT A0 3HayeHMh QONIMKYNINHOBOM ¢a3bl. ITO pe3koe
YMEHbLUEHNE YPOBHS MporectepoHa BbI3bIBAET MEHCTPYasibHOE KpOBOTEYEHUWE. B nepuoa
6epeMeHHOCTN KOHLUEeHTpauus nporectepoHa HapacTaeT, OH Bbi3blBAaeT nponundepaumnio
N pasBUTME MOJOYHbLIX Xene3 W CrnocobCTBYeT YrHETEeHMK rMpouecca OBYNsAUUK.
B nepBOoM TpuMecTpe nporectepoH CEKpeTUMpYyeTCs B >XeNToM Tene 6epeMeHHOCTH,
a ¢ 3-4 mecsiua - B MUTOXoHApUAX Tpodobnacra. CoaepxxaHne nporectepoHa B KpOBM
mMaTepu ObICTPO yBeNMYMBAETCs, MOBbIWAsACb B 2 pasa K 7-8 Hegene, n npoaoskaer
rnocrteneHHo pactn Ao 37-38 Hepenu. CHMXeHWEe ypoBHS MporectepoHa yKasbliBaeT
Ha naTtonornio 6epeMeHHOCTW, a YyBe/WYEeHWEe YPOBHSA FOPMOHa — Ha MOYEYHYI
HenoCTaTOYHOCTb.MOBbIWEHME  KOHLEHTpauuu nporectepoHa Habnwogaerca npu
6epeMeHHOCTN; Onyxonax HaAMoOYEeYHUKOB M  AnYeK; JUMUAOKIETOYHON OMnyXoam
ANYHUKA; XOPUOH3MUTENMOME; MNPUEMe JieKapCTBEHHbIX MNpenapaToB nporecrepoHa
N ero aHasnoroB. CHMXeHWe KOHLEeHTpauuMu nporectepoHa HabnwaaeTcs npu yrpose
BbIKMAbIWA; CUHAPOME ranakTopenm-aMeHopew; 3aMeplleinn 6epeMeHHOCTW; npueme
aMnuuuIIvHa, AMHONPOCTa, TPOMETALMHA, 3CTPaanona, nepopasnbHbiX KOHTPALENTUBOB.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve nporectepoHa OCHOBAaHO Ha WCMO/Ib30BaHUM  KOHKYPEHTHOro
MMMYHOMEPMEHTHOrO aHanu3a. Ha BHyTpeHHel MOBEpXHOCTW JIYHOK MJaHLeTa
MMMO6MIN30BaHbI MbIWWHbIE MOHOKJ/IOHA/IbHbIE @HTUTENA K MporecTepoHy. MporecrtepoH
M3 obpasua KOHKYpuMpyeT C KOHBbIOFMPOBAHHLIM MPOrecCTEPOHOM 3a CBSA3blBaHWE
C aHTUTEeNnaMm Ha NOBEPXHOCTU NIYHKU. B pe3ynbTaTe 06pasyeTcs CBA3aHHbIV C M1aCTUKOM
«C3OHABUY», copepxalumii nepokcuaasy. Bo Bpemsi nHkybauum ¢ pactBopom cybcTpaTa
TeTpameTunbensmamHa (TMB) npoucxoauT oOKpalmBaHME pacTBOPOB B JIYHKaX.
MHTEHCMBHOCTb OKpacky 06paTHO MponopuMoHanibHa KOHLUEHTpauuuM MporectepoHa
B uccrnegyemom obpasue. KoHueHTpauuto nporectepoHa B wuccnesyembix obpasuax
onpeaensioT no KannbpoBoYHOMY rpaduKy 3aBMCUMOCTM OMTUYECKOW MIOTHOCTK
OT COZEepXaHUS NMporecTtepoHa B KasrimMbpoBoYHbIX nMpobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundunyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHAMbHbIX
aHTUTeN K NporecTepoHy C APYrMMM aHanutTamu npmseaeHa B Tabnuue:

Ananut MepekpecrHas peakuus, %
MporectepoH 100
17-OH lMporectepoH 1.0
11-OH MporectepoH 25
KopTnkocTepoH 0.01
[MperHeHosoH 0.9
[ eoKCcnKopTMKOCTEPOH 0.3
[JeokcnkopTturson 0.03
KopTunson 0.002

3.2. BocnpousBoanMOCTb.

KoadduuneHT Baprauum pesynbTaToOB OMNpeaesieHus COAep>KaHUs MporecrtepoHa
B OAHOM W TOM e obpasue CbiIBOPOTKM (Mna3Mbl) KPOBWU C MCMOSAb30BaHMeM Habopa
«MPOMECTEPOH-N®A» He npesbiwaeT 8,0%.

3.3. JINHENHOCTD.

3aBMCUMOCTb KOHLEHTpaLuum nporectepoHa B o6pa3suax CbiBOPOTKM (Maa3mbl) KPOBU
npu pasBefeHnn UX CbIBOPOTKOM (Mna3Mon) KpoBU, He copepxxauwel [MporectepoH,
VMMeeT JIMHENHbIN XapakTep B Anana3oHe KoHueHTpauui 1-300 HMoNb/N n cocTaBnseT
+10,0%.

3.4. TOYHOCTb.

[aHHbIA  aHanuUTMYecKMii napaMeTp MpoBepsieTCs TeCTOM Ha <«OTKpbITMe» —
COOTBETCTBME M3MEPEHHOM KOHUEHTpauuu nporectepoHa npeanucaHHomr, nonyyeHHom
nyTeM CMEWMBaHUA paBHbIX O06bEMOB KOHTPOJSIbHON CbIBOPOTKM M KannbpoBOYHOM
npobbl 3 HMONbL/N. MpouUeHT «OTKpbITUA» coctasnseT 90-110%.

3.5. YyBCTBUTENIbHOCTb.

MuHuMManbHast goctoBepHo onpegensiemas Habopom «[MPOFECTEPOH-UOA»
KOHLIEHTpauus nporectepoHa B CbiIBOPOTKe (Ms1a3Me) KpoBu He npeBbiwaeT 0,25 HMonb/n.

Document: K2071 Instruction version: 407 Format version: 011

3



K2071

«YOUN-HOdI1DI10dL» goLHalead edogeH

- 1m edg.109nhex BrodLiHoY Ldoudel] - [eYAsYa RN0)S
«YOUN-HOdI1DI10dL» goLHalead edogeH
- 1m OIMHIHDWMAU OU BUTNMAdLOHY - /00| 6
- 1m eloMmHeLU BUHRANILNIRE BU'T BleWAg - €OON| 8
9LO0MTUX BRHL2EMD99 (U'W TT) OIMHREOETLOUDM X 90L0.
seHhedeodu ‘1m ‘1H31ead-uoL) d0l1S Z0S0d| 2
9LO0MTUX BBHLD4GND39 (1w zz) viaHLedy-xT1g XT2C
seHhedeodu ‘1m ‘edoalded 010HhO8I9WL0 LdLIHANHOY| |HSYM 4Ng Z800S| 9
9LO0MTUX BRHL2EMD99 (Uw TT) oiMHREOETUOUDM X 8010 ‘(gNL)
seHhedeodu 1m eHudueHaguruiawedlal eredidgAd doaided | gl S9NS ZGS04| S
e1adan oloHdAudAu
qLooMTMX BeHhedeodu |'1m (W Zz) 0IMHRE0EALOLDM X 90101 ‘1e10I9aHO)| | d4H [NOD 7/02l| ¥
(Uw 8°0) OIMHREOETLIOLIDUN M BPEOLO]
‘eHodaLldal0du wanHexdarod
9LOONTUX BRHLIEMD99 WIGHLD98EM D exg0Lah naody usLododiad
seHhedeodu 1m 290HD0 eH exiodogiqad BeHAKOdLIHOY| | TOYLNOD 7/020]| €
(semked UW g'Q oU — 9I9HILel1d0
'UW Z - U/9U0oWH 0 egodu BeHROgOdQULEN)
(9Lo0MTUX BRHLREMND29 OIMHRIOETLOLIDN X 199010
seHhedeodu - ‘ur/aAroWH QOE ‘00T ‘O€ ‘0T ‘E'T ‘0
egodu seHhogodguLeX) — eHOda.12910dU RPELODRMLION DI9HLII9EN
e1agn oloHdAudAu anmexdarod ‘exdagouan naodx mdLrodogiqd
MLD0MTMX a19HRedeodu |Lm 990HD0 eH 19g0du d19Hhog0dguULre) /=T IVD Z/020| ¢
OIMHREOEqLOUDN X 80104 ‘UIaHHegodMUNdLD
- 1m ‘yiagorodunionou YISHhOHAL-96 LomHelr | d1 N 940S z/0zd| T

VdO9VH 9v1000 ‘v

Instruction version: 407 Format version: 011

Document: K2071



XEMA

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 NonNaaaHmsa Ha KOXy 1 Cnn3uncTble. Mpy nonagaHum Ha KOXY 1 CIN3UCTble
MOpPaXeHHbIA y4acToK cneayeT NpoMbiTb HOMbLUNMM KONIMYECTBOM NPOTOYHOM BOAbI.

5.3. lpu pabote c HabopomM cnepyet cobniogatb «lMpaBuna yCTPONCTBA, TEXHUKNU
6e3onacHoOCTN, MPON3BOACTBEHHOW CaHWUTapuu, MNPOTUBOIMUAEMMYECKOrO pexuMma u
NNYHOM rurmeHbl Npu pabote B nabopatopusax (OTAeneHuax, oTaenax) caHuUTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUIA cMCcTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. lNpu pabote c Habopom cneagyer HageBaTb OA4HOPA30Bble PE3UHOBbIE WU
NnacTMKOBble NepyaTKn, Tak Kak 0bpasLbl KPOBK YesioBeka criefyeT pacCMaTpmBaTb Kak
noTeHuManbHO MHDULMPOBAHHbBIN MaTtepuar, CnoCobHbIV ANUTENbHOE BPEMS COXPaHATb
n nepepasaTb BWY, Bupyc renatuta unm nwobor apyron Bo3OyauTenb BUPYCHOWM
MHbekunu.

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (doTOoMeTp BEpTUKANbHOIO0 CKAaHNMPOBAHMS, MO3BOJISOLLNIA U3MEPSATb ONTUYECKYHO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSIHbI 450 HM;
- TepMocTaT, noaaepxuBarwmin Temnepatypy +37 °C £0,1 °C;
— [A03aTopbl CO CMEHHbIMM HaKOHEeYHMKaMW, Mno3Bonswme oTbupatb 06bEMbI
B AnanasoHe 25-250 mkn;
- UWAMHAP MepHbIN BMecTuMocTbio 500 Mn;
- BOAa AUCTWIIMPOBaHHas;
—  repyaTku pe3uHOBbIE UK MIACTUKOBbLIE;
- bymMara dunbTpoBanbHas.

7. NOATOTOBKA PEATEHTOB A/ AHAJIU3A

7.1. lNepen npoBeaeHNeM aHanm3sa KoMNoHeHTbl Habopa n nccneayemole o6pasupbl
CbIBOPOTKM (NNasMbl) KpOBM cCneayeT BblAepXaTb MNpUM KOMHATHOM TemnepaTtype
(+18...+25 °C) He MeHee 30 MUH.

7.2. MpuroTtoBsieHMe NJaHLwWeTa.

BCKpbITb MakeT C NAaHWeTOM W YCTaHOBWUTb Ha paMKy Heob6XoAuMoe KOMYecTBO
ctpynos.  OcTaBlWKMecs  HEWCNONb30BaHHbIMW  CTpUMbl, 4YTOBbI  NpeAoTBpaTUTb
BO3JENCTBME Ha HUX Bfaru, TwaTenbHO 3aknenTb ByMaron Ans 3akiemBaHns NaaHLWeTa
M XpaHuTb Npu TemnepaTtype +2...+8 °C B TeyeHuMe BCeEro cpoka rogHoctn Habopa.

7.3. MpurorosnieHne OTMbIBOYHOIO pacTeopa.

Copepxumoe nakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pacTsopa (22 Mf1), nepeHecTn
B MEPHbIN UnnuHap BMecTuMocTbto 500 M, nobaButb 440 M ANCTUIIMPOBAHHOM BOAbI U
TWwaTenbHO nepeMeluaTs. B cnyyae apobHoro ncnonb3osaHuns Habopa cneayet otobpath
HeobxoAnMMoe KOSIMYECTBO KOHLeHTpaTa OTMbIBOYHOrO pacTBopa WM pasBecTu AUCTUIIN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLUEeHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn anctun-
JINPOBaHHOM BOAbI).
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8. YCNoBusA XPAHEHUA N SKCNJTYATALUUN HABOPA

8.1. Habop peareHToB «[POFECTEPOH-U®A» [o/MmKEH XpaHUTbCS B yMakKoBKe
npeanpuaTMA-U3rotToBuTeNns npu TemnepaTtype +2..+8 °C B TeueHne BCEro cpoka
rOAHOCTW, yKa3aHHOro Ha ynakoeke Habopa. [lonyckaeTcs XxpaHeHue (TpaHCnopTUPOBKa)
Habopa npu TemnepaType Ao +25 °C He 6onee 5 cytok. He gonyckaeTcs 3aMopaxunBaHue
uenoro Habopa.

8.2. Habop paccuuTtaH Ha npoBefeHue 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 XpaHwuTb
cnepytowmm obpasom:

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLATENbHO 3aKNenTb

6ymarorn ansa 3aknemBaHus NiaHweTa u XpaHuTb Npu Temnepatype +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraTt, cybcTpart, cTon-peareHT Mocne BCKpbITUS (akoHOB cneayer
XpaHuTb Npun Temnepartype +2...+8 °C B TeueHune BCero cpoka rogHoctu Habopa;

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

- OCTaBLUMNCA HENCMO/Ib30BaHHbIM KOHLIEHTPAaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb nNpu TemnepaTtype +2..+8 °C B TeuyeHWe BCero cpoka roAHOCTU
Habopa;

-  TMPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp ClefyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18..+25°C) He 6onee 5 cyTok wnuM npu TemnepaType
+2...48 °C He 6onee 30 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHWS peareHTa HeMeA/IeHHO 3aKpbiBalTe KPbILKY

dnakoHa. 3akpblBanTe Kaxablih (h1akoH CBOEW KPbILLKOM.

8.4. ins npoBeAeHWs aHanuM3a He cneayeT WCMNO/b30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Mna3My) KpoBM, CoAepxaLlyo
asua HaTpus. Ecnu aHann3 Nnpon3BoAMTCS He B AeHb B3STUS KPOBWU, CbIBOPOTKY (M1asmy)
cnepyet xpaHuTb npu Temnepatype -20 °C. [oBTOpHOe 3aMOpaXXuBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (NS1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VckntouaeTcs nMcnosnb3oBaHMe Ana aHanu3a obpasuoB CbIBOPOTKM (MnasMmbl)
KpOBW NtoAen, Nony4yasBlwmMX B Lensx AMarHOCTUKM UAW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE aHTUTENa.

8.6. Mpn wucnonbloBaHun Habopa Ana npoBeAeHUS HECKOIbKMX HEe3aBUCUMMbIX
Ccepuil aHanuM30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHuns
Heo6XoAMMO  MOCTPOEHME HOBOr0  KanuMbpoBOYHOro rpaduka; Kpome 3Toro,
pekoMeHAyeTCsl  onpeaeneHue  KOHLUEeHTpauuu nporectepoHa B KOHTPOJIbHOM
CbIBOPOTKE.

8.7. Ins nonyyeHus HadexXHbIX pe3ynbTaToB HeobxoAnMo cTporoe cobnwoaeHne
NHCTpYKUMKM No npuMeHeHuto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mosb30BaTbCs HOpMaMu, NpuBeAEHHbIMM HWxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamu GLP (Xopower nabopaTopHOM NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpeaenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemMon nonynsaunn.

MpumeyaHme. 3HaueHUs KOHUEHTpauui MnporectepoHa B  MCCneayeMbix
obpasuax, HaxoAslMecs HMXe rpaHuubl 4yBcTBUTENbHOCTM Habopa (0.5 Hmonb/n),
a TaKXe MnpeBbllarwmne 3HayeHne BepxHen kKanubposouyHol npobbl (300 HMonb/n)
cnefyeT NpuBoAUTbL B cneaytowein dopme: B uccnenyemMom obpasue X KOHUeHTpauus
nporectepoHa Hmxe 0.5 HMonb/n nnu Boiwe 300 HMONbL/A.

10.2. B Habope «MPOFECTEPOH-N®A» 3Ha4yeHnsa KOHLEHTpaunim KkannmbpoBoOYHbIX
npo6 BblpaXeHbl B HMOMb/N. [ns nepecyeTa KOHUEHTpauui B HI/MA, MOSyyYeHHoe
3HayYeHMe KOHUEHTpauMn B HMOMb/N cnefyeT YMHOXUTb Ha 0.318.

1 HMonb/n = 0.318 Hr/Mn

Eaunmubl, HMonb/n Eaunuub! gon., Hr/mn
Ncenepyemasn rpynna — — — —
HwxHuii npepen BepxHuii npepen HwxHuii npepen BepxHuii npepen
My>KUMHBbI - 4.0 - 1.27
12-17 net 0.3 4.3 0.1 1.37
KeHLWNHbI
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
®asbl unkna:
donnmkynsipHas 0.6 4.6 0.19 1.46
NI0TENHOBAs 7.5 80 2.39 25.4
oByNnAUNS 11 80 3.5 25.4
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Mo Bonpocam, kacatowmmcsa kayectsa Habopa «MPOFECTEPOH-U®DA >,
cnenyet obpawaTtbcst B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

3M1eKTPOHHas noyta: info@xema.ru; rgc@xema.ru
VHTEpHET: www.xema.ru; www.xema-medica.com

PykoBoauTenb ciyx6bl 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 PROGESTERONE IN HUMAN BLOOD 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. Safety Data Sheet for this product is available upon request directly from
XEMA Co., Ltd.

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

Distilled or deionized water;

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

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

Dry thermostat for +37 °C £0,1 °C;

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

5.3. Storage and stability of the Kit

Store the whole kit at +2...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 21X by 21 dilutions
in distilled water.

7.2. Procedural Note:

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

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.

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(IE%':?“")(: 1“6:)'55 ] ”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 =T h
CAL6 |100 nmol/I 942 ; - )
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%.
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