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K202I

«YTBEPXJEHA»
Mpuka3 PocsapaBHaaszopa N2 10002-Mp/10 ot 25 okTabps 2010 r.
KPA 61735 ot 21.09.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
JITIOTEMHN3UPYHOLLENO roPMOHA
B CbIBOPOTKE (MJIABME) KPOBU «JIF-N®A»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«JIT-U®A» npegHa3HayeH AN KOJMYECTBEHHOrO
ornpefeneHns KOHUEHTpauun JTEMHU3UPYIOLWEro ropMoOHa B CbIBOpPOTKe (rnna3me)
KpOBW MeToA0M TBepA0dasHOro MMMyHodepMeHTHOro aHanumsa.

1.2. JlioTenHusmpyowmi ropmoH (JIIN) - rankonpoTens C MONEKyssipHOW Maccown
okono 28000 Ada. OH cekpeTupyeTcsa roHaAOTPOMHbIMU KIETKaMW nepeaHen [0nu
rmnogpusa. Y xeHwwuH JII perynupyeTr @YHKUMIO >XENToro Tena u CTUMyAupyet
6uocmHTe3s nporectepoHa. Y MyxuumH JIIL cTumynmpyeT obpasoBaHMe TeCcTOoCTepoHa
B MHTEpPCTULUMaANbHbIX KneTkax Jlenaura. YpoBeHb roOpMOHa B TEHYEHWE MEHCTPYasibHOro
LMK/a OCTAaeTCs HU3KMM, 3@ UCKJTIOYEHNEM CEPEAUHbI LKA, KOrAa ero KoHueHTpauns
MOXeT Bo3pactaTb B 5-10 pa3s. lNpuMepHO 3a 12 yacoB A0 BO3HUKHOBEHUSA nuka JIIN emy
npealwecTByeT MUK 3CTpagunona, a cama oBynsduua npoucxoauT cnycts 12-20 yacos
nocsne AOCTMXKEHUS MaKCMMabHON KOHUEeHTpauun JII. Y XeHLWWH ropMOH CTUMYANpyeT
paspbiB SMYHUKA M obpasoBaHMe XenToro Tena, KOTOpoe HayMHaeT CeKpeTupoBaTb
B KPOBb MPOrecTepoH, yBennymnBas Takmum ob6pasoM ero KOHUEHTpauuio B JIHOTEUHOBYO
daszy. CoaepxaHune JII B KPOBM KaK Yy MY>XUUH, TaK N Y XXEHLUNH 3aBUCUT OT CYTOYHOIO
puTMa, MO3TOMY OnpejeneHwe 3TOr0 roOpMoHa cneayeT NpoBOAUTb B OAHO U TO Xe
BpeMs. lNepuoanyeckme yBenuyeHns KoHueHTpauuu JII 6onee BbipaXkeHbl Y >XEHLWMH
(B 3aBMCMMOCTM OT CTaAMW MEeHCTpyasibHOro umkna). Tak, konebaHua ypoBHSA ropMoHa
CT@HOBATCS MEHee YacTbIMU B KOHLLE TIOTEMHOBOW CTaANMU, @ UX BbIPAXXEHHOCTb — B KOHLE
ponnukynMHoBOM. YBenuueHune KoHueHTpauuu JII Habniopgaetcs npuv NepBUYHON
ANChYHKLMM MOMOBbLIX Xefes3; aMeHopee, Bbl3BaHHOW HeAOCTaTOYHOCTbI SAMYHWKOB;
cnHapoMme LTeriHa-JleBeHTans; meHonay3e. CHMXeHne KoHueHTpauuu JII HabnoaaeTtcs
npu HapyweHun OYHKUMM runodusa uamM runotanamyca; CUHAPOME rasakTopen-
aMeHoppen; M30/MPOBaHHOM AeduumTe roOHaAOTPOMHbIX FOPMOHOB; WM30/IMPOBAHHOM
aednumte NI («depTUnbHbIN €BHYX»); HEBPOTUYECKON aHOPEKCUN; 3a4epXKe pocTa 1
NosOBOr0 CO3peBaHUs; NpuemMe AUroKCMHa, Merectpona, peHoTuasnHa, nporecTepoHa,
3CTPOreHoB.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpepeneHve NIOTEMHU3UPYIOLLEr0O TFOPMOHA OCHOBAHO Ha WCMNOSb30BaHUK
«C3HABUY»-BapuaHTa TBepAodas3HOro MMMyHO(EPMEHTHOro aHanmsa. Ha BHyTpeHHewn
MOBEPXHOCTU JIYHOK TJlaHWeTa WMMOOUAM30BaHbl MbIWWHbIE MOHOKJIOHAa/IbHbIE
aHTuTena k O6eta-uenn JII 4yenoseka. B nyHkax nnaHweta, npu pobasneHuun
nccneayemoro obpasua, nponcxoaunT ceAsbiBaHme JIIT, coaepikallerocs B MCCneayemom
obpa3sue, ¢ aHTUTEeNaMn Ha TBepaol ¢asze. O6pa3oBaBLIMNCA KOMMIEKC BbIABASIOT C
MOMOLLbI KOHBbIOraTa MbILUMHBIX MOHOKJ/IOHANbHbLIX aHTUTeN K anbda-uenun JII/OCr/Xr
yesioBeKa C Nepokcuaason xXpeHa. B pesynbtaTte obpasyeTcs CBsi3aHHbIA C MIaCTUKOM
«C3OHABUY», copepxalumii nepokcuaasy. Bo Bpemsi nHkybaumm ¢ pactBopom cybcTpaTa
TeTpameTunbeHsmamHa (TMB) npoucxoauT OKpallMBaHME pacTBOPOB B JIyHKax.
WNHTEHCMBHOCTb OKpaCKu MpsiMO MPOMNOpPLMOHabHA KOHLEHTPaLMn NIOTENHMU3NPYIOLLETO
ropmMoHa B uccnegyemom obpasue. KoHUeHTpauuio NIOTEMHU3UPYIOLWEro FOpMOHa B
nccnepyembix obpasuax onpeaensitoT No KanvbpoBOYHOMY rpadumKy 3aBUCUMOCTM
ONTUYECKOM NIOTHOCTM OT COAEPXKAHNSA MIOTENHU3MPYIOLLEro rOpMOHa B KafIM6POBOYHbIX
npo6ax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneuncpnUUYHOCTD.
MepekpecTHasi peakuusi MblWMHbIX MOHOKJOHaNbHbIX aHTUTen kK 6eta-uenu JIT
C ApYTMMW aHanuMTaMu npueeaeHa B Tabnuvue:

Ananut NepekpectHas peakuma, %
Xr <0.1
oCr <0.1
TTC <0.1

3.2. BocnpousBoaAUMOCTb.

KoadduruneHT Bapnaumm pesynbTaToB onpeneneHns cogepxaHus JII B 04HOM
TOM e obpasue CbIBOPOTKKN (M1asMbl) KPOBU C Ucnonb3oBaHneM Habopa «JIT-UDA» He
npesbiwaeT 8,0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun JII B obpasuax CbIBOPOTKM (Mna3Mbl) KPOBWU Mpwu
pa3BefeHnn X CbIBOPOTKOWM (Mla3Moi) KpoBu, He coaepxawen JII, nMmeeT NIMHENHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-100 ME/n n coctasnset £10,0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napaMeTp MpPOBEPSETCA TECTOM Ha <«OTKpbITME» -
COOTBETCTBME W3MEPEHHON KOHUeHTpauumn JII npeanucaHHon, MNoJSyYeHHON nyTem
CMeLlLUMBaHUS pPaBHbIX 06BEMOB KOHTPOJIbHOW CbIBOPOTKW M KannMbpoBOYHOM MpobbI
25 ME/n. MNpoueHT «oTKpbITUs» cocTtaBnsetT 90-110%.

3.5. YyBCTBUTENBHOCTD.

MuHMManbHast gocToBepHO onpeaensemas Habopom «JIM-UDA» koHueHTpauus JII
B CbIBOPOTKE (nna3me) KpoBu He npesbiwaeTt 0.3 ME/n.
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5. MEPbI MPEAOCTOPOXXHOCTHU

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

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

PactBop cepHO kucnoTbl ob6bnagaer pasgpaxawowmMm agenctemeM. Msberatb
pa3bpbI3rMBaHns M MNonagaHna Ha KOXy W cnu3uctblie. Mpu nonagaHumM Ha KOXYy U
C/IN3UCTbIE MOPaXKeHHbI Y4acTOK cieflyeT NPOMbITb 60/bWMM KOSIMYECTBOM MPOTOYHOM
BOAbI.

5.3. lNpu pabote ¢ Habopom cnepyet cobniogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTN, NPOU3BOACTBEHHOW CaHWUTapuu, NPOTUBOIMUAEMMYECKOrO pexuMma U
JINYHOWN rurneHbl npu paboTte B nabopaTtopusx (oTaeneHusX, oTaesnax) CaHUTapHO-
3NNAEMUNONONMYECKUX YUPEXAEHUI cucTeMbl MUHUCTEpCcTBa 34paBooxpaHeHnss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote ¢ Habopom cneayetT HaaeBaTb OAHOPA30Bble PE3VMHOBbLIE WU
NacTMKOBbIE NepyaTKK, Tak Kak 06pasubl KPOBM YesloBeKa CriefyeT paccMaTpmBaTh Kak
noTeHUManbHO MHMDULMPOBAHHbLIN MaTtepuar, CNoCOBHbIV ANNTENbHOE BPEMS COXPaHSATb
n nepepasatb BWY, Bupyc renatuta unm nwbon apyron Bo3byauTenb BUPYCHOM
MHdeKunn.

6. OBOPYAOBAHUE U MATEPWUAJbI,
HEOBXOAWMUMBbIE NP PABOTE C HABOPOM

- (OTOMETp BEPTUKAIbHOIO CKaHMPOBaHWS, MO3BOISOLWNIA U3MEPATb ONTUYECKYO
NIOTHOCTb COAEPXMMOrO JIYHOK MaHLweTa npu AnvHe BoAHbl 450 HM;

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

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolme oTbupaTtb 06bLEMBI
B AnanasoHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTuMocTbio 500 Mn;

- BOJa AUCTUINIUPOBaHHas;

- nep4yaTKu pe3nHOBble UMY NIACTUKOBbIE;

- 6ymara dpunbTpoBasnbHas.

7. NOArOTOBKA PEATEHTOB AJ11 AHAJIU3A

7.1. lNepen npoBeaeHWeM aHanm3a KOMNoHeHTbl Habopa n nccneayemblie o6pasupbl
CbIBOPOTKM (NNasMbl) KpPOBM cneAyeT BblAepXaTb MNpuM KOMHATHOM TemnepaTtype
(+18...+25 °C) He meHee 30 MUH.

7.2. MpurotoBneHue njaHwWwerTa.

BCKpbITb MakeT C NAaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOMYecTBO
ctpynosB. OcTaBlWwKMecs  HEWCNONb30BaHHbIMW  CTpUMbl, 4YTOBbI  NpeaoTBpaTUTb
BO3JENCTBME Ha HUX Bfaru, TwaTenbHO 3aknenTb ByMaron Ans 3akieMBaHns NaaHLWeTa
M XpaHuTb Npu Temnepatype +2...4+8 °C B TeueHuMe Bcero cpoka rogHoct Habopa.

7.3. MNMpurotoBneHne oTMbIBOYHOIO pacTBopa.

B cnyyae papobHoro wucnonb3oBaHus Habopa cnepyetr otobpaTb Heobxoammoe
KOJINYECTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBopa M pa3BecTy ANCTUNNMPOBAHHON BOAOW
B 21 pa3 (1 mMn KOHLEeHTpaTa OTMbIBOYHOro pacteopa +20 Mn AUCTUANIMPOBAHHOW BOAbI).
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8. YCNOBUSA XPAHEHUSA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «JI-UDA» [OMKEH XPaHUTLCS B YyMNakoBKe MpeanpusTus-
M3roToBuTENS Npu TemnepaType +2...+8 °C B TeyeHune BCero cpoka rogHOCTU, yKa3aHHOro
Ha ynakoBke Habopa.

[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 aJ/IMKBOTAaX.

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 HEeWCnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

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

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

- KanubpoBOYHble NPObbl N KOHTPOJIbHYIO CbIBOPOTKY MOC/AE BCKPbITUS (P/TaKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 Mecsues;

—  OCTaBLUMINCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
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;

MpumMeyaHue. Mocne MCNONb30BaHMS peareHTa HeMea/IeHHO 3aKpbiBalTe KpPbIWKY

dnakoHa. 3akpblBanTe Kaxablh h1akoH CBOEW KPbILLKOM.

8.4. [Ins npoBefeHMs aHanu3a He creayeT WCMNosb30BaTb FEMOSIM3MPOBAHHYHO,
MYTHYH CbIBOPOTKY (N1a3My) KPOBM, @ Takxe CbIBOPOTKY (MnasMy) KpoBM, coaepikallyo
asua HaTpus. Ecnu aHann3 Npon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (Masmy)
cnepyeT xpaHuTb npu Temnepartype -20 °C. [MoBTOpHOE 3aMopaXkMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (MNs1a3Mbl) KPOBU He AOMycKaeTcs.

8.5. VcknouaeTca mcnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAew, Nony4yaBlIMX B Lensax AMarHOCTUKK UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOASAT MbIlUMHbIE aHTUTENa.

8.6. Mpn wncnonbloBaHun Habopa Ana npoBeAeHUS HECKONIbKUX He3aBUCUMMbIX
Cepuili aHanu3oB cneayeT UMeTb B BUAY, YTO AN KaXA0ro HE3aBUCMMOro onpeaesieHus
Heob6xoAMMO  MOCTPOEHME HOBOro  KanMbpoBOYHOro rpaduka; Kpome 3Toro,
pekoMeHAyeTCs  OonpefeneHvMe  KOHUEeHTpauuu  NI0TEUMHU3MPYIOLWEro  ropMoHa
B KOHTPOJIbHOW CbIBOPOTKE.

8.7. [lns nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoaAuMo cTporoe cobntoaeHue
NHCTpYKUMK No npuMeHeHuto Habopa.

Document: K202I Instruction version: 101 Format version: 610

6



XEMA

‘BuHaageed dowed eH LelduAead UIGHHDIhALOU SLKOHWA ‘(7 "U "Wd) nunroacedradu nacedgo
WIGWBATBLUDOM MLDT Xeneedqo XiAwaATowdom g | avHexdarod Axudedl AwoHhogodguuex ou ainuaaduQ

TT

"TOLOW («dMhOL M UMhOL LO» ‘UIGHUDHUL
-OHhO02AYM) YIgHALeadalHN a1nAgquroudn exndedl oloHhogodguuey (MMnewndoduue) eLahdQo ewindodue Buff
‘(WH 0G1 LO) 90du XI9Hhog0dgULIeX 9LD0HLOLL BRMIOShNLLO — (A) LeHnrdo 920 ‘(L/3|n) Xegodu xiaHhogodguurey 9
Alr suynediHanHoM - (X) 2doundoge 4920 :diudedt yiaHhogodguued XeLeHUTdoOoM XIGHUSHWL 8 3.1Kyod.idol]

ot

1D 9290du YoHhogodguure ou
alyBLraeldlag edloawolod dHewqg ‘elHa1ead-U0ld BMHIJ9HE SUd0U HUW GT dUMHDhaL g Uldagenodu OWUITTOXQODH
B1OMHRLL MOHAL OJOWMXADT0D ||Q SUMHIAIWEY 'WH QG 19HLU0" dHUUD udu suHegoduHeMD oJoHdauednidag
adioworod eH erdmHewru MOHALY olowmkdarod (LO) ULDOHLIOLL UOMNIDhULIUO AHUKULDE d1ddOWEN

*19aN YI9LLRX
-oMdy g poLoeammedid0 MOHAL 20WMXADT0D Wole ndu ‘erHalead-uoLd LW QQT OU ‘eHUTMEHDgUMLOWRdLDL
e1edidgAd dogioed M MeX ‘UIDOHALRLRE0TILI0U X KMOL 8 M 019L00d0MD X MOL O UMHAL 929 09 DLUIDHY

‘BMHeaMmedy0 0J9HMD Buimgeed MHBLILD LO ULDOWMDOMERE
9 1AHUW QZ-0T OUHINKAL 8 (Do SC+''ST+) odArLedoauwdlr UOHLEBHWOX UdU DLOHWDL 9 l1dMHelu
QLUAAUQANHI "HUW £-7 SMHOhDOL g MULD9geModU OWMITOXQOSH MMHAL 8 eHUTUEHSQUMLISWRdLSL eredidgAd
edogloed aMHII8HY 'eHUTUEHAgLUULBdWEdLDL el1ed1dgAd edoalded W QT Ou UMHAL 9d49 09 DLUDDHY

‘91eWAQ MoHAueaodLaumnd ou MMHIXOLOL WOLAHASg9daU g eLOMHeL L WOMHREUNALIOU NOHAL €M NLDONTUXK
MMLR1D0 9lBURTA OHAUDLRIML OWNTOXQOSH MMHRFOAULHEMST WOomKed ndl] "sd1oAgadlL oH (MOHAL SMHREUhBWEE)
aMa19WL0 ndu exxdsreg ‘wanHegoduiHeMdaw num nanneduude yamoiArawdou > NLOoHXda8ouU YoHALeLHOENdOL ou
NUWBUHXMET MIWI9g01AdY LamHewl aimHxsdiog ‘(g7 'u "wd) edogidoed 0JOHhOSIAWLO LW QSZ OL WMHALF 928 0g
919990 9x8gI19WL0 yorxed nd|| ‘eed § UMHAL SLUOW.LO N OHAL S0WMNKADT0D 91ULreTA NMNEQANHU MMHBRHOMO O]

‘Do LE+ ddALedaunalL
udu LAHUW Q9 SMHBHKOL 8 010 dLUAAUQANHU 1 BLOMHEUL BUHEEMOLMRE KUT WOJEWAQ LdMHeul alyses

"IAHUW QT -G SMHDhAL g ULdademodu OWNTOXQOIH gonerdgo
XIGWaATaL2ON 1 my1ododiad YoHArodLHOM ‘godu xI9Hhogodguuey avHIJ9Hg ‘uaodxy (1aweewru) wirodogiqad
aoneedgo XIGWIATOLIOU LMW QG OU XeleXUUgATW d 31ud9HE MIHAL di9HAuUeldo g ‘uiirodogiad
UoHAarodiHOM U 19g0odu oHhogodguUIreX LW QG OU XeLeXULQAT 8 UIHAL 9MMOoIAg101981000 9 91MD3HYG

"BLEIOILHON LMW QQT OU UMHAL 908 09 91UD3HY

‘ngody (1aweewu) mitodogaiqd eneedgo 0J0WATELDIM UNHBTRgsRd XIGHAILUSLRgOTaLOO0U

OMAUOMI9H  91eg80€dqU0UdM  BOLOATHOWOdad golelduAead  XIGHXSTEH BUHIhALUOU  BU 'SuMHEhawud|]
jBUHBLRTadUO 19.LeL1qrAead q1exeddn 1oXOoW gofeedqo BuHaLgegeed BuT

g01Ha1ead u godaAg XnlAdT snHeaogqauroudy| *0 Agodu oiAHhogodguLued BAEqroudn ‘nidosgeed OHAUSLUHLOLOT
19AToUD 049 ‘U/JW 00T Lloemiagadu oaNeedgo WOWDATILUOOM 49 | BUTIRALHOTIHOM Kewaelewouradu wnud3

‘m3Lodogiqad YoHarodLHOM 1 godu XIaHhogodguLrey
BUT YOHAL 2T v xedolgou g g 19fieedgo a1awaATawroom — goumdid 09.109hULON SOWNITOXQOSH AdnWed g 91M1d3WO|]

VEUUVHY aUHITIg0dU "6

Format version: 610

Instruction version: 101

Document: K202I



K202I

10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OOcHoBbIBasiCb Ha pe3yfbTaTaxX mccnenoBaHuin, npoeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCs HOpPMaMu, MpuUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
cooTBeTCcTBMUM C npaBunamum GLP (Xopower nabopaTopHOW NpakTUKK), Kaxxaas
nabopatopusa AO/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakTepHble ANns
obcrnegyemMon nonynsaunn.

MpumeyuaHune. 3HayeHNa KOHLeHTpaumnJII Buccneayembix obpasuax, Haxoasawmecs
HMXe rpaHuLbl YyBcTBUTENbHOCTM Habopa (0.3 ME/n), a Tak)Xe npeBblliatolmne 3HadyeHme
BepxHen kannbposoyHon npobbl (100 ME/n) cneayeT npvBOAWTb B CrieaytoLlen opme:
B Mccneayemom obpasue X kKoHueHTpaums J1IIN Huke 0.3 ME/n wnu Bbiwe 100 ME/n.

Epvunupi: MEp/n

Wcenepyemasn rpynna " "

Huxuuit npepen BepxHuii npepen
Oetn oo 11 net 1,0 5,0
My>KUYMHbI 1,5 9,0

KeHLWMHbI

®a3bl unkna:
donnukynsipHas 2,0 9,5
OBYNSALUNSA 10,0 45
noTEMHOBAs 0,5 17
MeHonaysa 5,0 57

11. INTEPATYPA

1. Pierce, J.G. and Parsons, T.F. Glycoprotein hormones: Structure and Function, Annual
Rev. Biochem., 50, 465-495 (1981).

2. Harris, G.W. and Naftolinf., The Hypothalamus and Control of Ovulation, Brit. Med.
Bullet., 26, 1-9 (1970).

3. Knobil, E., The Neuroendocrine Control of the Menstrual Cycle, Rec. Prog. Horm Res.,
36, 52...4+88 (1980).

4. Jeffcoate, S.L., Clinics in Endocrinol. Metab., 4, 521-543 (1975).

5. Whitely, R.]J., Keutmann, H.T. and Ryan, R.J., Endocrinology, 102, 1874 (1978).

Mo BonpocaM, kacarwmmcs kadectsa Habopa «JIF-UDA>,

cnepyet obpawaTtbca B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

3/M1eKTpoHHas noyTta: info@xema.ru; rqc@xema.ru
MHTEPHET: WwWw.Xema.ru; www.xema-medica.com

PykosoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. . C. KocTpuknH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of LH in blood serum or plasma. For possibility
of use with other sample types, please, refer to Application Notes (on request). The kit
contains reagents sufficient for 96 determinations and allows to analyze 42 unknown
samples in duplicates.

2. SUMMARY AND EXPLANATION

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

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

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

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

In the differential diagnosis of hypothalamic, pituitary, or gonadal dysfunction,
assays of LH concentration are routinely performed in conjugation with FSH assays
since their roles are closely interrelated. Furthermore, the hormone levels are used
to determine menopause, pinpoint ovulation, and monitor endocrine therapy.
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3. PRINCIPLE OF THE TEST

This test is based on two-site sandwich enzyme immunoassay principle. Tested
specimen is placed into the microwells coated by specific murine monoclonal
to B chain human LH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to a chain human LH/FSH/HCG, labelled with peroxidase enzyme, are then added
into the microwells. After washing procedure, the remaining enzymatic activity bound
to the microwell surface is detected and quantified by addition of chromogen-substrate
mixture, stop solution and photometry at 450 nm. Optical density in the microwell
is directly related to the quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2, This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5,0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents. Microbial
contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. 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 ul, is useful
but not essential;

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

Dry thermostat for 37 °C £0.1 °C;

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

5.3. Storage and stability of the Kit

Store the whole kit at +2...4+8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

Specimens may be stored for up to 48 hours at +2...4+8 °C before testing. For a
longer storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
thawing should be avoided.

7. TEST PROCEDURE

.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...4+25 °C) before use.

All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

It is recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

Prepare washing solution from the concentrate BUF WASH 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 LH concentration.

9.3. Determine the corresponding concentration of LH in unknown samples
from the calibration curve. Manual or computerized data reduction is applicable
on this stage. Point-by-point or linear data reduction is recommended due to non-linear
shape of curve.

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

Calibrators Value Abso(zbsaon;:‘l)lmts Wl T
CAL 1 0 IU/I 0.09 o
CAL 2 5 10/1 0.24 Pl //
CAL 3 25 1U/I 0.85 W
CAL 4 50 IU/I 1.57 b
CAL 5 100 IU/I 2.39 ‘ * * nrion .

10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods alone -
all available clinical and laboratory findings should be used by a physician to elaborate
therapeutically measures. Each laboratory should establish its own normal range
for LH. Based on data obtained by XEMA, the following normal range is recommended
(see below). NOTE: the patients that have received murine monoclonal antibodies
for radioimaging or immunotherapy develop high titered anti-mouse antibodies (HAMA).
The presence of these antibodies may cause false results in the present assay. Sera from
HAMA positive patients should be treated with depleting adsorbents before assaying.

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

Analyte Cross-reactivity, % wt/wt

HCG <0.1
FSH <0.1
TSH <0.1

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.3 IU/I.

11.3. Linearity

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

11.4. Recovery

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