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K206I

«YTBEPXJEHA»
Mpuka3 PocaapasHaasopa N2 11660-Mp/10 ot 30 fgekabps 2010 r.
KPA 72851 ot 03.12.2010

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

1. HABHAYEHMUE

1.1. Habop pearenTtoB «IMPOJIAKTUH-UOA» npeaHa3HayeH ANs KOJMYECTBEHHOro
ornpefeneHns KOHUEeHTpauuu MposiakTuHa B CbIBOPOTKE (MNsa3Me) KpoBWM MeToAOoM
TBEpAO(a3HOro MMMyHO(EPMEHTHOIr0 aHanun3a.

1.2, MponakTvH npeacrasnsetr cobow nonunentua w3 198 amuHOKMCNOT
C MOJIEKyNsipHON Maccon okono 22500 [a, cekpeTupyembliii 303MHOGUNaMN nepegHen
fonu runogusa. OAHOM M3 OCHOBHbIX MPUYMH 6ecnnoaus ABASIOTCA runepnaasuvs
N ageHoMmbl runodusa. Kpome TOro, ¢yHKUMOHaNbHble W3MEHEHWA B perynauum
penpoAyKTUBHOW (OYHKLMM TaKXXe CBA3aHbl C HApYLUIEHUSIMU B CeKpeLnmn rmnodusapHbiX
ropMoHoB. OAHWM M3 MapKepoB 3TUX HapyLIEHWN SBNSETCS HapylUeHHas Cekpeuwus
nponakTuHa. B cBa3m ¢ atum BO3 pekoMeHaoBana ucnonb3oBaTh onpeaeneHne ypoBHS
NposakTMHa B KPOBWU B Ka4yeCTBE CKPUHMHIOBOro Tecta Npu nepsBuYHOM obcrnenosaHum
cynpyros, obpaljalowmxcsa B MeAULMHCKME ydepexaHus no noeoady 6ecnnoaus.
[o HacTynneHnss MeHapxe YypOBeHb MNPOSIaKTMHA B KPOBW HU3KMA M MOBbILIAETCSH
B nybepTaTHbIn nepuod. B 37O BpeMs NponakTUH CTUMYNMPYeT pa3BUTUE MOJSIOYHbIX
xenes. B TeyeHue MEHCTpyasbHOro UMK/IA YPOBEHb MpOSakTUHa HEMOCTOSIHEH.
OH noBbIWAETCA B MEPUOBYNATOPHbIN NMEpUoa M BO BTOPYHK MOSIOBUHY JIHOTEMHOBOM
¢asbl (ero yposeHb MoxeT gocturate 900 MMEa/n), nosTtoMy onpenensTb ypOBeHb
nposiakTMHa peKoMeHAyeTCs B NepByto a3y umkna. Bo Bpems 6epeMeHHOCTM 1 nakTaumm
cekpeuusi ropMoHa Bo3pacTtaeT. Kpome Toro, gumsnonornyeckas rmnepnponaktmHeMums
HabnogaeTca Npu CTPeccoBOM cuTyauum wn npu dusndeckon Harpyske. Cekpeuwus
NposiakTUHa OCYLLECTBIAETCS B ONPeAe/IEHHOM CYTOYHOM PUTME: MaKCMMYM MPUXOANTCSH
Ha nepuopj cHa (B 3—7 pas Bbllle, YEM B TeyeHue AHsA). B CBA3M C 3TUM OYeHb BaXHbIM
ansetcs BpeMs oTbopa o06pasLoB KpoBM AN aHanusa. YBeNMYeHUe KOHLEeHTpauus
nposiakTMHa OTMEYEHO MpW  NPONAKTUHNPOAYLUMPYIOLMX OMNyxonsx runodusa;
MAMONATUYECKMX TUNEPNpPONAaKTUHEMUAX (CUMMTOMBI: Y J>KEHLWWH - HapyleHue
MEHCTpyauumr, y MYXUYMH = UMMOTEHUMS); TFUNodyHKUMN LIWMTOBUAHOW HKenesbl;
NoYeyHOM HeAoCTaTOYHOCTU; MpMeMe MNpOM3BOAHbIX (eHoTMasnHa, ranonepuaona,
MMU3MHA, 3CTPOreHOB, MepopajibHbIX KOHTPALENnTMBOB, MMCTAMWHHbLIX MpenapaTos,
OnnMaToB; MOCTUHCY/IMHOBOW MMMNOMIMKEMUN. YMEHbLUEHME KOHLUEHTpauuu npoaakTtuHa
HabnofaeTcs Npu: XMpPYpruyeckoMm yaaneHum runodusa; nevyeHnm 6poMoKpUNTMHOM;
npueme TUPOKCMHA; peHTreHoTepanuu.
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2. IPUHUUN PABOTbl HABOPA

OnpepeneHve nponakTMHa OCHOBAHO Ha WCMOJSIb30BaHUM <«CIHABUY»-BapuaHTa
TBepA0dasHOro MMMyHodbepMeHTHOro aHanmsa. Ha BHyTpeHHel MOBEepPXHOCTU JIYHOK
niaHweTa MMMO6MIM30BaHbl MbIWWHbIE MOHOKJ/IOHAJIbHbIE aHTUTENa K MpONaKTUHY
yenoseka. B nyHkax nnaHweta, npu gobasneHun nccneagyemoro obpasua, NpoMcxoant
CBsA3blBaHWE MNpPOSiakTUHA, coAepXkallerocs B wuccnenyemMoMm obpasue, C aHTUTenamu
Ha TBepaoW ¢ase. O6pa30BaBLUIMACA KOMMIEKC BbIABASIOT C MOMOLbIO KOHbOraTa
MbILWWHBIX MOHOK/IOHA/IbHLIX aHTUTEN K MPONaKTUHY u4efnoBeka C MNepoKCuAason
XpeHa. B pesynbTaTte obpasyeTcs CBA3aHHbIM C MIACTUKOM «CIHABUY», coaep Kaliumn
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3uanHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B SIyHKaX. MHTEHCMBHOCTb OKpPacKu NpsiMo
NponopuUnoHasnbHa KOHLEHTpaumn NposiakTuHa B uccreayemom obpasue. KoHueHTpauuio
nponakTuHa B uccneayembix obpasuax onpenensioT no KanambpoBOYHOMY rpaduky
3aBMCMMOCTM OMTMYECKON MIOTHOCTU OT COAEPXaHWS MpPoNaKTUHa B KasMOGPOBOYHbIX
npobax.

3. AHAJTUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHoOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHANbHbIX
aHTUTEN K NPONIaKTUHY YesioBeKa C APYrvMK aHanMTaMu npuseaeHa B Tabnuue:

Ananut MepekpecrHas peakuus, %
rOPMOH pocCTa <0.1
niaueHTapHbIN NaKToreH <0.1
TTr <0.1
nr <0.1
OCr <0.1

3.2. BocnpousBOAUMOCTb.

KoaddununeHT Bapuauum pesynbTaToB OMNpeaesieHns CoAepXaHus nponakTuHa
B OAHOM M TOM e obpa3sue CbiBOPOTKM (MasMbl) KpOBM C Mcrnonb3oBaHueM Habopa
«[MPONAKTUH-N®A» He npesbiwaeT 8,0%.

3.3. JINHENHOCTb.

3aBUCUMOCTb KOHLUEHTpaLmm nNponakTuHa B obpasuax CbiIBOPOTKM (M1a3Mbl) KPOBU
npv pasBefeHnn nx CbIBOPOTKON (Na1a3MoN) KpOBMW, He coAepiallen NponakTuH, uMeeT
JINHEMHbIA XapaKkTep B Auana3oHe KoHueHTpaumin 100-2000 MME/n wn cocTtaBnsieT
+10,0%.

3.4. To4yHOCTDb.

[aHHbIA aHaNUTUYECKUII napaMeTp MpOBEpSieTCHd TeCTOM Ha <«OTKpbITUEe» -
COOTBETCTBME M3MEPEHHOW KOHLUEHTpauuu MNponakTuHa NpearnnucaHHOW, MOSyYEeHHOMN
nyTeM CMeLlMBaHUS paBHbIX O6BEMOB KOHTPOSIbHOMW CbIBOPOTKM WM KannbpoBOYHOWM
npo6bbl 200 MME/n. MpoueHT «oTkpbITUsA» coctaBnseT 90-110%.

3.5. UyBCTBUTEJIbHOCTD.

MuHuManbHaa  AocTtoBepHO  onpepensemMas Habopom  «MPOJIAKTUH-UDA»
KOHLEHTpaLUMs NponakTUHa B CbIBOPOTKe (Mna3mMe) KpoBKM He npesbiwaeT 10 MME/n.

Document: K206I Instruction version: 101 Format version: 702

3



K2061

<KVON-HNIAVLOdL» 90LH31 ead

VdO9VH 9v1000 ‘v

- 1m edogeH eg1daney BrodiHOM Ldoudel| - 090 | 0T
«YOU-HUIIVLIOdL» g0LHa1ead
- 1m edogeH OiMHaHaWNdLU ou BUNMAALOH| - 19021| 6
- 1m eloMHeL U BUHRANILNIRE BUT BleWAg - €OON| 8
9LOONTUXK (UW TT) OIMHREOETLOUDM M 80LO0.
BeH198Md>99 seHhedeodu |*1m ‘1H31ead-uoL) d0l1S Z0S0d| 2
QLO0NTUX (Uw zZ) wiaH1edy-xXT1z XT2C
BeH198M299 seHhedeodu |*Lm ‘edoalded 010HhOgI9WL0 LedLIHANHOY | HSYM 4Ng Z800S| 9
(UW TT) OIMHREOETLOLION X 90101
QLOONTUXK ‘(91) eHudueHagUrnLaned.Lal
BeHL198Md99g BeHhedeodu |*Lm ered1dgAd doarded| gl sdns ZGS0d| S
e19dn oJoHDIRdM (UW TT) OIMHREOEQLIOLIDU X 90101
qLO0MITMX BeHhedeodu |'1m ‘1B10I9HO) | d¥H [NOD Z902l| v
(UW 8'0) CiIMHREOETLIOLIDUN X
2g0.L01 ‘eHMLIRIOdU WaMHEXAST0D
QLOONTUXK WIGHLDD9EN D BYR80LUDh naody myLrodogiad
BeH128Md99g seHhedeodu |*Lm 990HJ0 eH ex1odogl9d seHAwrodLlHO) | TOYLINOD 79020 €
(semxed
UW 80 OU — 3I9HALBLI0 ‘UW Z — U/JINW O
(900X TN BeHLD8MDag egodu BEHhOg0dQULIEN) OIMHREOEILIOLDN X
seHhedeodu - 1990104 ‘U /3JINW 000C ‘000T
egodu seHhogodguLe) !00C ‘00T ‘0 — eHMLIeUOdU PELODKULON
e1agn oJoHoedx 319HLD98EM aumexdarod ‘myLodoglqad
N1D0MTUX S19Hhedeodu |'Lm 990HJ0 eH 1990du d19Hhog0dguULre) S-T VD 79020 ¢
OIMHREOEqLOUDN X 90104 ‘UIaHHegodmundLd
- 1m ‘iagorodunionrol NIGHhOHAL-96 LOmHewr | dliW 930S 790zd| T

Format version: 702

Instruction version: 101

Document: K2061



XEMA

5. MEPbI MPEAOCTOPOXXHOCTHU

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

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem cron-peareHta (5,0% pacTtsBop
CEPHOW KMUCNOTbI), B UCMOJIb3YyEMbIX KOHLIEHTPaUUSAX ABASOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxatmowmm gernicteuem. MsberaTb
pa3bpbI3rMBaHuUs M NoMagaHuns Ha KOXY 1 Cin3nctble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NopaKeHHbI y4acToK cnefyeT NpoMbITb 60/bLINMM KOMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopomM cnepyet cobnogate «lMpaBuna yCTpONCTBA, TEXHUKMU
6e30MacHOCTM, MNPOU3BOACTBEHHOW CaHUTapuu, MPOTUBOIMUAEMUYECKOTO pexmMa
MU NTMYHOWN TUrneHbl Npu paboTe B nabopatopusx (OTAeneHusiX, oTAenax) CaHUTapHo-
3MNAEMUONIOTNYECKUX YUPEXAEHUA cMCTeMbl MuHUCTEpcTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayetT HaaeBaTb OAHOPA30Bble PE3UMHOBLIE WU
nacTMKOBble MepyaTKn, Tak Kak 0bpasubl KPOBM YenoBeka criefyeT pacCMaTpuBaTh Kak
NoTeHUManbHO MHDULMPOBAHHbBIN MaTtepuar, CnoCObHbIV ANUTENbHOE BPEMS COXPaHATb
N nepegaBaTb BWY, Bupyc renatuta unm nwoboli apyroi Bo36yauTenb BUPYCHOW
MHdekunu.

6. OBOPYAOBAHUE U MATEPWUAIJbI,
HEOBXOAWMUMBbBIE NPU PABOTE C HABOPOM

- (OTOMETp BEpTUKANbHOI0 CKAaHMPOBAHWS, MO3BOJISOLLNI U3MEPATb ONTUYECKY IO
NIOTHOCTb COAEPXXMMOTrO JIYHOK MaHLweTa npu anvHe BofHbl 450 HM;

- TepMocTaT, noaaepXxuBarwmin Temnepatypy +37 °C £0,1 °C;

—  [A03aTopbl CO CMEHHbIMW HaKOHEeYHMKaMu, no3sonswwme oTbéupate 06bEMbI
B AmanasoHe 25-250 mMKkn;

- UWAMHAP MepHbI BMecTuMocTbio 500 mn;

- BOAa AUCTUNIMPOBaHHas;

- nepyaTKu pe3nHOBble UK NIACTUKOBbIE;

- bymara dunbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB A1 AHAJIN3A

7.1. MNepen npoBeAeHMEM aHann3sa KOMMNoHeHTbl Habopa v nccneayemoie o6pasubl
CbIBOPOTKM (MNasMbl) KpOBW cnedyeT BblAepXaTb MpW KOMHATHOW TeMmnepaType
(+18...425 °C) He mMeHee 30 MUH.

7.2. MpurotossieHne NJaHLWeTa.

BCKpbITb MakeT C NAaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KONM4YecTBO
ctpynoB. OcTaBwKWecs  HEeWCNOoNb30BaHHbIMKM  CTpuMbl, 4YTOBbl  NpeaoTBpaTUTb
BO34ENCTBUE Ha HUX BRaru, TWwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHms NaaHwWeTa
1N XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne Bcero cpoka rogHoctu Habopa.

7.3. MpurotoBJsieHMEe OTMbIBOYHOI0 pacTtBopa.

Coaepxumoe dhnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pactsopa (22 M), nepeHectn
B MEPHbIN LMAMHAP BMecTMMOoCTbto 500 Mn, Ao6aBuTb 440 MN AUCTUNNMPOBAHHOW BOAbI U
TWwaTenbHO nepeMelaTb. B cnyyae gpobHoro ncnonb3osaHmns Habopa cneayet otobpathb
HeobXxo0AMMOe KOIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa M pas3BecTu AUCTUANN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
NINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHUSA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «[POJTAKTUH-UD®A» pomkeH XpaHUTbCS B yMakKoBKe
npeanpuaTUA-u3roToBuTens npu TemnepaTtype +2...+8 °C B TeyeHwe BCEro cpoka
roAHOCTW, YKa3aHHOro Ha ynakoeke Hab6opa.

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

[AonyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannb6poBOUYHbIX NpPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJIMKBOTaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBOuHbIX Mpob6 M 1 nNpobbl KOHTPOSILHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

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

- OCTaBlUMECS HeuCrnosib30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATEeNbHO 3aK/enTb

6ymaror Ans 3aknevBaHus NiaHLWweTa U XpaHUTb Npu TemnepaTtype +2...+8 °C
B TeYeHne BCero cpoka rogHoctu Habopa;

- KOHblorat, cybcrtpaTt, cTon-peareHT Mocne BCKPbITUA (dakoHOB cneanyet
XpaHuTb Npu Temnepatype +2...+8 °C B TeuyeHue BCero cpoka rOAHOCTU
Habopa;

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

- OCTaBLUMIACA HEWUCMNOJIb30BAHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayert
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoOCTU
Habopa;

—  TMPUrOTOB/IEHHbI OTMbIBOYHbIN pPacTBOp CleAyeT XPaHWUTb MpuW KOMHaTHOWM
Temnepatype (+18...+425°C) He 6onee 5 cyTok wunu npu TemnepaType
+2...4+8 °C He 6onee 30 cyToK;

MpuMeyaHue. MNocne NCNoNb3oBaHUA peareHTa HeMeasSleHHO 3aKpbliBalTe KpbILKY

dnakoHa. 3akpblBanTe Kaxablh h1akoH CBOEW KPbILLKOM.

8.4. [Ins npoBefeHMs aHanu3a He creayeT WCMNosb30BaTb FEMOSIM3MPOBAHHYHO,
MYTHYH CbIBOPOTKY (N1a3My) KPOBM, @ Takxe CbIBOPOTKY (MnasMy) KpoBM, coaepikallyo
asuna HaTpus. Ecnn aHann3 npon3BoANTCS He B AeHb B3ATUS KPOBU, CbIBOPOTKY (Maasmy)
cnepyeT xpaHuTb npu Temnepartype -20 °C. [MoBTOpHOE 3aMopaXkMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (MNs1a3Mbl) KPOBU He AOMycKaeTcs.

8.5. VckntovaeTtca ucnonb3oBaHue AN aHanmsa o6pasLoB CbIBOPOTKM (nna3mbl)
KpOBW NtoAew, Nony4yaBlIMX B Lensax AMarHOCTUKK UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbIlNHbIE aHTUTENa.

8.6. Mpu ucnonb3oBaHuM Habopa AN NpPoBeAEHUS HECKOSIbKMX He3aBUCUMbIX
Cepuili aHanu3oB cneayeT UMeTb B BUAY, YTO AN KaXA0ro HE3aBUCMMOro onpeaesieHus
Heob6xoAMMO  MOCTPOEHME HOBOro  KanMbpoBOYHOro rpaduka; Kpome 3Toro,
peKoMeHAyeTCs onpeenieHne KOHLEeHTpaLumm NposakTuHa B KOHTPOJSIbHON CbIBOPOTKE.

8.7. [Ins nony4yeHus HaAexXHbIX pe3ysbTaToB HeobXoaMMo CcTporoe cobniwoaeHve
WNHCTpyKUMM No npumMmeHeHunto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OOcHoBbIBasiCb Ha pe3yfbTaTaxX uccnenoBaHuii, npoeeaeHHbix 000 «XEMA»,
pekoMeHAyeM Mofb30BaTbCs HOpPMaMu, MpuUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamum GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusi Jo/MKHa camMa onpeaenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnegyemMon nonynsaunn.

MpumMmeuaHue. 3HayeHUs KOHLEHTpauuMii nMponakTuHa B uccneayembix obpasuax,
HaxoAsilMecs HMXe rpaHuubl 4yBCTBUTeNbHOCTM Habopa (10 MME/n), a Takxe
rnpeBbillalOWMe 3HayeHne BepxHeln KanmbposouHol npobbl (2000 MME/n) cneapyet
NpuBOAMUTbL B cneaytower dopme: B nccnenyeMom obpasue X KOHUeHTpaLums npoaakTuHa
Huxe 10 MME/n vnan Bblwe 2000 MME/n.

Eaunuybi, MME/n
Wccnepyemasn rpynna ” ”
Huxnuit npepen |  Bepxuwii npepen
My>KUYMHBbI 60 560
XKeHLWmHbI
BepemMeHHble:
1-1 TpumecTp - 2000
2-1A TpUMecCTp - 6000
3-1 TpuMecTp - 10000
®a3bl unkna:
donnukynsipHas 60 600
NI0TENHOBAs 120 900
MeHonaysa 40 550
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Mo BonpocaM, kacatowmmcs kadectsa Habopa «MPOJIAKTUH-UDA>»,
cnenyet 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
MHTEpPHET: WWW.Xxema.ru; www.xema-medica.com

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

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF PROLACTIN
IN HUMAN BLOOD 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.
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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. 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.
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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 Absorbsaon:‘:'e“l)lmts o
CAL 1 0 mIU/I 0.06 P
CAL 2 100 mIU/I 0.33 i
CAL 3 200 mIU/I 0.61 Sl
CAL 4 1000 mIU/I 1.57 Voo
CAL 5 2000 mIU/! 2.21 T M

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 . o
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
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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 10 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).

Document: K206I Instruction version: 101 Format version: 702

16



