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K201I

«YTBEPXJEHA»
Mpuka3 PocsapaBHaaszopa N2 10004-Mp/10 ot 25 okTabps 2010 r.
KPA N2 61704 ot 21.09.2010

MHCTPYKUMA NO NPUMEHEHNIO HABOPA PEATEHTOB
ans AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
TUPEOTPOIMHOIoO rOPMOHA
B CbIBOPOTKE (MJIASME) KPOBU «TTr-No®A»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«TIIM-N®A» npepgHa3HayeH AN KOJIMYECTBEHHOrO
ornpefeneHns KOHUeHTpauMm TUPEeOoTPOMNHOro ropMoHa B CbIBOPOTKE (nia3sMme) KpoBu
MeToAOM TBepAOda3HOro MMMyHOMEPMEHTHOIO aHanunsa.

1.2. TupeoTponHbii ropMoH (TTT) - FIMKONPOTENH C MONEKYISIPHOW MacCcol OKOJ0
30 k[a, cekpeTupyeTtcs nepepHen gonen runodusa. Monekyna TTI cocTouT U3 ABYX
HEKOBaJIEHTHO CBSA3aHHbIX MOAMMENTUMAHbLIX LUenen: anbda- n 6eTa-cybbeanHuMUbl.
CneundunyHoCTb 1  OBMONOrMYEeCcKyl0 aKTUMBHOCTb rOpMOHa onpegenser ero 6eta-
cybbeanHunua. TTT Bbi3biBaeT NPOAYKLMIO U BblAENEHNE LUIMTOBUAHOW XKene30l TMPOKCMHA
(T4) w TpuiioaTupoHuHa (T3). Mpu yBENUYEHUN KOHUEHTpauUMW 3TUX TOPMOHOB B
CbIBOPOTKE KpOBW cekpeuunsa TTI nHrnbupyetcs; HaobopoT, Koraa ypoBeHb TUPEOUAHbIX
rOpMOHOB YMeHbLUAeTCs, B runoduse ysennumeaetcs Bbibpoc TTI 1, cneposaTenbHoO,
yBenMYMBaeTcs NpPOU3BOACTBO M BbIGPOC FOPMOHOB LWMTOBMAHON Xenesbl. Cekpeuums
TTI noaunHaeTCA uMpKaaHbiM (OKOIOCYTOYHbBIM) pUTMaM ¢ akpodason B HOUYHOe BpeMs.
Hanbonbwnii ypoBeHb TTII Habniopgaetcs B yTpeHHMe 4acbkl (6 4vacoB). CyTO4YHble
KonebaHns He3HauUTeNbHbI, OAHAKO, €C/N MOJlyYeHHble pe3y/ibTaTbl He COOTBETCTBYIOT
KJIMHUYECKOM KapTUHE 1 NapaMeTpaM APYrMX UCCnefoBaHnii, peKoMeHAyeTCs NOBTOPHOe
nposeAeHue aHanmsa. okasaHuna K onpegeneHuto TTT:

1) AnarHocTMkKa HapyLleHUn GyHKUMN WNTOBUAHON Xenesbl;

2) runotmpeos (ypoBeHb TTI noBblwaeTcs. [uarHo3 NOATBEPXAAETCH HU3KMMU
KOHUeHTpauusamm obwero wn cBobOAHOMO TUPOKCUMHA W  TPUNOATUPOHMHA. [lpum
CyOKIMHNYECKOM flerkKOM rMnoTupeose, Koraa yposHu T3 u T4 B npenenax HOpPMbI,
onpeaeneHve TTT ABASETCA peLlaoLWnM);

3) runeptupeo3 (cuHTe3 u cekpeuns TTT noAaBneHbl); OUEHKa afeKBaTHOCTU
3aMeCcTUTeNIbHON Tepanumn TUPOKCUHOM;

4) CKPUHWHI BPOXAEHHOrO runotupeosa (Ha NATOM [HE >XW3HW OnpeaenstoT
ypoBeHb TTI B NATHE KpOBM Ha (PpuabTpoBasbHOMW Gymare unam B CbIBOPOTKE KPOBW).
YpoBeHb TTI noBbiweH npu poxaeHun (o 35 MMEA/n), oAHaKo 4yepe3 HeCKONbKUX
OHen cHuxaeTcs Ao 6a3anbHOro (Kak y ManbymMkKoB, Tak M Y AEeBOYEK).

KoHueHTpauus TITI yBenuumBaeTca BO BpeMs 6epeMeHHOCTU. [loBbilleHHOe
coaepXXaHue ropMoHa HabnwogaeTcs nocne  TaXenblX  (PU3MYEeCKMX  Harpysok.
MoHMXeHHOe AaBneHue M MOHWXEHHas TemMnepaTypa TakXe CTUMYNUPYIOT CeKpeLuto
TTr. KopTuson v ropMoH pocTta yrHetawT cekpeuuto TTT. [OHMKEHHOE coaepKaHue
TTC yacto HabnwapaeTcs Yy MNOXWAbIX JIIOAEA, NPU  XPOHUYECKOM MOYEeYHOW
HeAOoCTAaTOYHOCTUN, LUMppO3e MeyeHu, 3aMedsIeHHOM MOSI0BOM pasBUTUWU, BTOPUYHOWM
ameHopee, cuHapome KyuwuHra, akpomeranuu. ns «3axsata» TIT[ Ha MOBEPXHOCTH
MUKPOMIAHLLET WCMOJIb3YyeTCS MOHOKJ/IOHanbHOe aHTuTeno XTB32, cneuundwuyHoe
ana  6eta-cybbveamHuubl. CBA3aBLWMIACA TFOPMOH MPOSIBASETCA KOHBIOrMPOBAHHbBIM
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c depmeHToM (Fab2)-dparMeHTOM MOHOK/IOHANbLHOrO aHTUTena mnpoTUMB ApPYyroro
anuTona 6eta-cybbeanHuubl (XTB2). laHHOe coyeTaHne aHTUTEsN MO3BOJISIET CBECTU K
MWHMMYMY MepeKpecTHble peakuun C APYrMMU rMnodusapHbIMKU FOPMOHAMU U Apyrue
JIOXKHOMOTOXUTENbHbIE peakumu.

2. NIPUHUMN PABOTblI HABOPA

OnpepeneHne TMPEOTPOMNMHOro FOPMOHA OCHOBAHO Ha WMCMOJSIb30BAHUN «CIHABUNY»-
BapuaHTa TBepAoda3HOro MMMyYHO(EPMEHTHOIO aHanm3a. Ha BHyTpeHHel NOBEPXHOCTH
JIYHOK Mf1aHLWeTa UMMOBMIN30BaHbl MblLUMHbIE MOHOK/IOHasNbHblE aHTUTeNa kK 6eta-uenu
TTlryenoBeka. BnyHkax nnaHweta, npuaobaBneHnm nccieayemoro obpasua, nponcxoant
cBA3bIiBaHWe TTI, coaepiallerocs B uccneayemMom obpasue, ¢ aHTUTENaMu Ha TBepaon
¢aze. Obpa3oBaBLUMICA KOMMIEKC BbISBSIOT C MOMOLbIO KOHbtoraTa (Fab2) pparmeHTa
MbILWMHbBIX MOHOK/IOHaNbHbIX aHTuTen Kk 6erta-uenu TTT YenoBeka C MepoKCUAA30M
XpeHa. B pe3ynbTtaTe obpasyeTcsi CBA3a@HHbIA C MAACTUKOM «C3HABUY», COAEPXaLUUi
nepokcmaasy. Bo Bpems mHkybaumm c pactBopoM cybcTpata TeTpameTunbeH3manHa
(TMB) npoucxoamT oKpallnBaHne pacTBOPOB B IyHKax. MHTEHCMBHOCTb OKpacKu NpsiMo
NponopLUnoHanbHa KOHLIEHTPaLUMM TUPEOTPOMNHOrO rOpMOHa B MccieayemMoM obpasLe.
KOHUeHTpauuio TUPeOoTPOMHOro ropMoOHa B uccneayembix obpasuax onpenenstoT no
KannbpoBOYHOMY rpaduKy 3aBMCUMOCTM OMTUYECKOW MJOTHOCTM OT coAepXaHus
TUPEOTPOMHOro ropMoHa B KannmbpoBOYHbIX Npobax.

3. AHAJTUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOKIOHAMbHbIX
aHTuTen k 6eta-uenu TTI C ApyruMn aHanuTamu npveBeaeHa B Tabnuue:

Ananut NepekpectHas peakuma, %
Xr <0.1
nr <0.1
OCr <0.1

3.2. Bocnpou3BOoAUMOCTb.

KoaddurumeHT Bapuauum pesynbTaToB onpeaeneHus cogepxaHusa TTT B O4HOM
1 TOM Xe obpasLe CbiIBOpOTKM (MnasMbl) KPOBM C Ucnosib3oBaHneM Habopa «TTIM-UDA»
He npesbiwaeT 8,0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun TTT B ob6pasuax CbIBOPOTKM (MasMbl) KpOBU Mpwu
pasBefeHnn NX CbIBOPOTKOM (Ma1a3Mon) KpoBM, He coaepxallen TTIT, UMeeT JIMHENHbIN
XapakTep B Avana3oHe KoHueHTpauun 0.2-20 MME/n u coctasnset £10,0%.

3.4. TOYHOCTD.

[aHHbIi  aHaNUTMYeCKMIi napaMeTp MpPOBEPSETCS TEeCTOM Ha <«OTKpbITME» -
COOTBETCTBME W3MEPEHHOM KOoHueHTpauun TIT npeannucaHHOM, MNOSyYEHHOW MyTeEM
CMelLUMBaHUS pPaBHbIX 06BHEMOB KOHTPOJIbHOW CbIBOPOTKW M KanMbpoBOYHOK Mpobbl
1 MME/n. MpoueHT «oTKpbITUS» cocTtasnseT 90-110%.

3.5. YyBCTBUTENBHOCTb.

MuHMManbHas 4ocToBepHO onpeaensieMas Habopom «TTM-UDA» koHueHTpauus TTI
B CbIBOpPOTKe (Mna3me) KpoBu He npesBbiwaeT 0.08 MME/n.
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5. MEPbI NPEAOCTOPOX>XXHOCTU

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

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

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

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

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

6. OBOPYJOBAHUE N MATEPUAIJDI,
HEOBXOAWMBIE NMPU PABOTE C HABOPOM
- (doToMeTp BEpTUKANbHOIO0 CKAHUPOBAHMS, MO3BOJISOLLNIA U3MEPATb ONTUYECKYO
MAOTHOCTb COAEPXMMOrO JIYHOK MaHLWweTa Npu ASIMHE BOSIHbI 450 HM;
- TepMocTaT, noaaepxuBarwmin Temnepatypy +37 °C £0,1 °C;
— [03aTopbl CO CMEHHbIMM HaKOHEe4YHMKaMW, 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 npoBeaeHWeM aHanm3sa KOMNoHeHTbl Habopa n nccneayembie o6pasupbl
CbIBOPOTKM (NNasMbl) KpPOBM cneayeT BblAepXaTb MNpuU KOMHATHOM TemnepaTtype
(+18...+25 °C) He MeHee 30 MUH.

7.2. MpuroTtoBsieHMe NJaHLwWeTa.

BCKpbITb MakeT C NiaHWeTOM W YCTaHOBWUTb Ha paMKy HeobxoAmMoe KOMMYecTBO
ctpynos.  OcTaBlWKMECAS  HEWCMNONb30BaHHbIMW  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.

Coaepxumoe nakoHa C KOHLEHTPAaTOM OTMbIBOYHOIO pactsopa (22 MA1), nepeHecTu
B MEpPHbIN UmnuHap BMecTuMocTbto 500 M, nobaButb 440 M ANCTUITMPOBAHHOM BOAbI U
TWwaTenbHO rnepeMeluaTs. B cnyyae apobHoro ncnonb3osaHuns Habopa cneayet otobpath
HeobxoAnMMoe KOSIMYEeCTBO KOHLeHTpaTa OTMbIBOYHOrO pacTBopa W pasBecTu AUCTUIIN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLUEeHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
JINPOBaHHOM BOAbI).
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8. YCNoBusa XPAHEHUA N SKCNNTIYATALUUN HABOPA

8.1. Habop peareHToB «TTIM-UDA» AOMKEH XPaHUTLCS B YMakKoBKE Mpeanpustus-
M3roToBuUTENS Npun Temnepatype +2...+8°C B TedeHMe BCEro Cpoka rogHoCTN, yYKa3aHHOro
Ha ynakoske Habopa.

[onyckaeTcsi XxpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype Ao +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3amopaxwuaHue Lenoro Habopa.

[AonyckaeTcsa ofgHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kannbpoBoUHbIX Npo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

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

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

- OCTaBLUMECS HEeUCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

bymaror ansa 3aknemBaHus niaHweTa U XpaHuTb Npu TemnepaTtype +2...+8 °C
B Te4YeHne BCero cpoka rogHoctn Habopa;

- KOHbtoraT, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (nakoHOB cneayet
XpaHuTb Npun TemnepaTtype +2...+8 °C B TeueHune BCero cpoka rogHoctu Habopa;

- KanubpoBOYHble NPOObI N KOHTPOJIbHYIO CbIBOPOTKY NOC/AE BCKPbITUS P/IaKOHOB
cnepyeT XpaHuTb nNpu Temnepatype +2...+8 °C He 6onee 2 MecsiLEB;

- OCTaBLUMINCSA HENCMOJIb30BaHHbIM KOHLIEHTPaT OTMbIBOYHOIO pacTBopa cneayer
XpaHuTb nNpu TemnepaTtype +2..+8 °C B TeyeHwe BCEro Cpoka rOAHOCTU
Habopa;

—  MPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp CrnefyeT XPaHWUTb MpuU KOMHaTHOWM
Temnepatype (+18..+25°C) He 6onee 5 cyTok wauM npu TemnepaType
+2...4+8 °C He 6onee 30 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHMS peareHTa HeMeA/leHHO 3aKpbiBalTe KpPbILKY

¢nakoHa. 3akpbiBaliTe KaxAabln MfakoH CBOEN KPbILLIKON.

8.4. lna npoBeAeHUs aHanusa He cnefyeTr UCNosb30BaTb FEMOSIU3UPOBAHHYIO,
MYTHYO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Mna3sMy) KpoBM, coaepikallyio
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3ATUSA KPOBU, CbIBOPOTKY (M1a3my)
cnepyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMopa)kMBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (N1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VcknovaeTca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (MiasMmbl)
KPOBW NtoAen, NonyyaBlwmx B LensxX AMarHOCTUKM UKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlMHbIE aHTUTENa.

8.6. lNMpn wncnonb3losaHnn Habopa Ana NpoBeAeHUS HECKOSIbKUX HEe3aBUCUMMbIX
cepuil aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXXA0ro He3aBUCMMOro onpeaeneHus
HeobxoAMMO  MOCTPOEHWE HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs onpeaeneHne KoHueHTpauum TTT B KOHTPONbHOW CbIBOPOTKE.

8.7. 1ns nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHuto Habopa.
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10. O)XXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ysbTaTax uccnenoBaHwuii, npoBefAeHHbIX 000 «XEMA»,
peKkoMeHAyeM MOoSb30BaTbCA HOpMaMu, MNpUBEAEHHbIMM HWxe. Bmecte ¢ Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowei nabopaTopHOM MpakTUKKW), Kaxaas
nabopatopusi Ao/kKHa cama onpeaennTb MNapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnenyemon nonynauuu.

MpuMmeuaHue. 3HauyeHus KOHUeHTpauuh TIT B uccneayembix obpasuax,
HaxoAsIlUMEeCs HMXe rpaHuubl 4yBcTBUTENbHOCTM Habopa (0.08 MME/n), a Takxe
rnpeBbilaOWNe 3HA4YeHne BepxHer kanubpoBouHoOM npobbl (20 MME/n) cnepyet
npuMBOAWTL B creaytowein dopme: B uccneayemom obpasue X KoHueHTpaumnsa TTT Huxe
0.08 MME/n unu Bbiwe 20 MME/n.

Nccnepyemasn Epunuyp), MME/n
rpynna Hunuii npepen Bepxuuit npepen
340pOBblE€ AOHOPbI 0.3 4.0
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Mo BonpocaM, kacatowmmcsa kayectsa Habopa «TTM-UDA>»,

cneayet obpawaTtbcs B OO0 «XEMA» no agpecy:

105043, Mocksa, a/a 58,

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

3MEeKTPOHHAasa noyTa: info@xema.ru; rqc@xema.ru
MHTEpPHET: WWW.Xema.ru; www.xema-medica.com

PykoBoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KOCTpUKUKH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of TSH 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

Thyroid stimulating hormone (TSH) is a glycoprotein with molecular weight
ca.30 kDa which is secreted by hypophysis. A molecule of TSH consists of two
noncovalently bound subunits: a- and B-HCG. B-subunit determines biological activity
and immunological specificity of TSH.

TSH stimulates thyroid gland to secrete thyroid hormones. TSH secretion
in hypophysis is controlled by a negative feedback regulation by thyroid hormones. TSH
secretion is subject to circadian rhythms with highest levels seen early in the morning
(6 a.m.). Changes of TSH blood level during a day are not significant; nevertheless,
if the results do not correspond with clinical status and other laboratory data, it is
recommended to take and test another blood sample.

Determination of TSH level in serum is recommended in the following states and
conditions:

1. Diagnostics of dysfunction of the thyroid gland;

2. Hypothyroidism (TSH level is increased. The diagnosis is confirmed by low
concentrations of total and free T4 and T3. In mild subclinical forms when T4 and
T3 levels are within normal ranges, determination of TSH concentration is critical);

3. Hyperthyroidism (synthesis and secretion of TSH are inhibited); monitoring
of replacement therapy;

4. Screening for inherited hypothyroidism (on day 5 after birth TSH level in blood
is determined). TSH level is elevated just after birth but it comes within the normal
range in several days (both in boys and in girls).

Serum TSH level is elevated during pregnancy, after physical stress, in individuals
with lowered blood pressure and lowered temperature. Secretion of TSH is inhibited
by Cortisol and Growth hormone. Low TSH levels are often seen in elderly people,
in patients with chronic renal insufficiency, liver cirrhosis, in retardation of sexual
development, in secondary amenorrhea, Cushing syndrome, acromegaly.

In a present test system, B- chain specific monoclonal antibody XTB32 is used
as capture reagent; enzyme-labelled (Fab2)-fragment of another B- chain specific
monoclonal antibody XTB2 is used as tracer. This combination enables to minimize
both cross-reactive reactions with other pituitary hormones and false positivity caused
by anti-species antibodies.

Document: K201I Instruction version: 101 Format version: 012
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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
8 chain human TSH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to (Fab2)-fragment of B chain human TSH, 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...+8 °C upon receipt until the expiration date.

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

6. SPECIMEN COLLECTION AND STORAGE

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

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

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...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.

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

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.
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Calibrators Value Absc(;zt:éaz)nﬁ?nl;mts el S
CAL 1 0 mIy/I 0.08
CAL 2 0.2 mIy/I 0.13
CAL 3 1 mIU/I 0.23
CAL 4 5 mIU/I 0.73 wl
CAL 5 10 mIV/I 1.30 Jj,zw”

CAL 6 20 mIU/I 2.04 ° . . 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
TSH. 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.

Sex. age Units, miU/I
+ag Lower limit Upper limit
Healthy donors 0.3 4.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
HCG <0.1
LH <0.1
FSH <0.1

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being 0.08 mIU/I.

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

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