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K132I

«YTBEPXOEHA»
Mpuka3 PocaapaBHaasopa N2 5477-Mp/10 ot 11 utoHa 2010 r.
KPA N¢ 33289 ot 27.05.2010

MHCTPYKLUHMA MO NPUMEHEHUNUIO HABOPA PEATEHTOB
aAnd AMMYHO®EPMEHTHOIO ONMPEAENTEHNA AYTOAHTUTEN
K TUPEOINMOBYJINHY B CbiIBOPOTKE (MJIABME) KPOBU
«AT-Tr-NOA>»

1. HASBHAYEHME

1.1. Habop peareHtoB <«AT-TM-U®A» npenHasHayeH AN KOJMYECTBEHHOrO
onpeeneHns KOHUEeHTpauum ayToaHTUTEN K TMpeornobynnHy B CbiBOPOTKe (Mnnasme)
KpPOBU METOAO0M TBepA0odasHOro MUMMyHO(MEPMEHTHOIO aHanm3a.

1.2. AHTuTena Kk TupeornobynuHy (ATI)- 3TO LMPKYNMpPYOLWME UMMYHOMN06YNHbI
NPOTMB  Pas/IMyHbIX 3MNUTOMOB  Mosekynbl  TupeornobynuHa (TF) yenoseka.
MpucyTtcTBre aHTutTen K Tl B CbIBOPOTKE CBS3@aHO C ayTOMMMYHHbIMK 3aboneBaHusMu
wmntoBmaHon >xenesbl (LK), B ToM umcne c 6onesHbto [peiiBca U TUpeonauToMm
XawunmoTto, n ¢ anddepeHuUnpoBaHHbIM PpakoM LWUTOBUAHOW Xenesbl. T aHTuTena
NpenMyLLLeCTBEHHO NpuHaanexaT K knaccy 1gG v aBnATCA reTeporeHHbIMU: U3 OKO0
40 noTeHuManbHbIX @aHTUIEeHHbIX Y4aCcTKOB Ha Monekyne TI, Tonbko 4-6 pacno3HarTcs
aHTUTENnaMu, UMPKYIMPYOLWMMIN B CbIBOPOTKE KPOBW MPU ayTOMMMYHHbIX 3abonesaHunsx.
Mpu pake WMTOBUAHOWM Xene3bl pacno3HalTca Apyrue anutonsl. OnpeneneHne ypoBHS
aHTUTen K T B CbIBOPOTKE KPOBWU MOXHO MCMOMb30BaTb KaK ANArHOCTUYECKUIA KpUTEPUIA
npwu onpeaeneHnm pucka nepepoxaeHms npu aAuddepeHUnpoBaHHOM pake WUTOBUAHOMN
xenesbl. lpy ayToMMMyHHbIX 3aboneBaHusax WK ATl >xenatenbHO onpeaensTb
BMeCTe C aHTuTenamm kK Tupeonepokcupasze («AT-TMNO-UDA», Habop OO0 «XEMA»,
kaT.N2 K131). ATl n/vnu ATMNO onpeaensitoTCs B BbICOKMX KOHUEHTpauusx npun 6o1esHu
IperiBca, TupeomnanTe XalwWmMMOTO U ero pa3HOBUAHOCTSX: KOBEHWUIbHOM NTUMMOLMUTApPHOM
TMpeonauTe, XpoHW4YeckoM GUOPO3HOM BapuaHTe TupeouauTa, waeonaTUdeckomn
Mukcuaeme, aTpoduU4ecKoM acMMATOMaTMYecKoM TupeouautTe n cuHapome LmutTa.
MockoNbKy y NaumeHTOB B 3aBMCMMOCTM OT 3Tana 3abonesaHns MOXeT HabnoaaTbcs
rmMno-, runep- uan syTupeouaHas CTaAus, onpeaesieHMe LaHHbIX aHTUTeN SBASeTCs
60s1ee TOYHbIM ANArHOCTUYECKUM NPU3HAKOM Mpu NOCTaHOBKE AMarHo3a ayTOMMMYHHOIO
nopaxenus LXK 1 onpeaeneHnsa cteneHn nopaxeHus, Yem rnpoBefeHne KnacCuyecknx
rOpMOHasbHbIX TecToB. [locTaHOBKA AaHHbIX OCO6EHHO BaxkHa NpW AMarHoOCTuKe
Ccneaywmnx COCTOSHUN:

- MpW KJIMHUYECKNX nposiBieHnsax 6onesHu Mpensca 6e3 npusHakos 3k30dTanbMa

n yBenuueHus LLDK;

- onpeaeneHune NpUYMH rmnoTMpeosa y B3pocabIxX ¢ Unn 6e3 nameHeHns pasmepos LLXK;

[JocTtaTo4yHo 4acTto BCTpevaeTcs yBenuyeHue ypoBHa AT u ATMO, HO Henb3sA
3abbiBaTb, YTO MOSIBAIEHWE AAHHbIX aHTUTEN He CBA3aHO Mexay cobol, U y OAHMX
NauneHTOB MOXET BCTPeYaTbCsl MOBbIWEHME TONMbKO YpoBHA ATI, a y Apyrux -
Tonbko ypoBHA ATIMO. OnpeaneneHuve ypoBHAa ATI wn/vnn ATMO npu onpeaeneHum
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3(PHEKTUBHOCTN NledeHUss U HopManusaumm dyHkumii WK Hambonee pesynbTaTUBHO
COBMECTHO C onpejenieHneM yposHa T3, T4 n TTT. OaHaKo rnpu nedeHun TupeouanTa
XawnMoTO MpU3HAKOM pe3ynbTaTUBHOCTU SABMSETCA MOHMXeHue ypoBHA ATI (ATMO
NOHWXaeTcs HaMHoro 6bicTpee). Mpu 6one3Hn peirBca TUTP aHTUTEN najaeT nocne
cyb6TOTanbHOM TUPONAIKTOMUN UV @HTUTUPEOUAHON Tepanunm, HO Clerka yBenminsaeTcs
npu ncnonb3oBaHmmn noaa-131. Huskme koHueHTpauun ATI HabnoAaTCa Y 340pOBbIX
nofern, 0CO6eHHO Yy >KeHWMH. [uarHoctuyeckass M MpOrHocTMyeckass 3Ha4yMMOCTb
AAHHOro KpUTepus noka mMano nsy4veHa.

2. MPUHUMN PABOTblI HABOPA

OnpeneneHne ayToaHTUTEN K TUPEOrnoby/MHY OCHOBaHO Ha WCMOMb30BaHWUM
«C3HABUY»-BapuaHTa TBepaoda3HOro MMMyHO(pEpPMEHTHOro aHanmsa. Ha BHYTpeHHeWn
MOBEPXHOCTM JIYHOK MJlaHweTa MMMobunmsoBaH aHTureH - Thyroglobulin. AHTUTena
n3 obpasua CBA3bIBAOTCA C aHTUIEHOM Ha MOBEPXHOCTM NyHkW. Ob6pa3soBasLuMiiCcA
KOMMJIEKC BbISIBMSIOT C MOMOLLbIO KOHBIOraTa MbILLMHbBIX MOHOK/IOHA/bHbIX aHTUTen K IgG
yenoBeka C NepokcMaason xpeHa. B pesynbrate obpasyeTca CBA3a@HHbIN C MIAaCTUKOM
«COHABMY», cofepxalnii nepokcmaasy. Bo Bpema uHkybauumm ¢ pactBopoM cybcTpata
TeTpameTunbensmamHa (TMB) npoucxoauT OKpallMBaHWE pacTBOPOB B JIYHKaXx.
WHTEHCMBHOCTb OKpacky MpsiMO MPOMOpUMOHanibHa KOHUEHTpauum cneumdunyecknx
ayToaHTUTen K TupeornobynuHy. KOHUEHTpauuio ayToaHTUTeNn K TUpeornobynunHy
B uccnenyemblx obpasuax onpenenstoT Mo KanmbpoBOoYHOMY rpaduKy 3aBUCMMOCTU
ONTUYECKON  MMOTHOCTM  OT  COAEpXaHWs  ayToaHTuTen K  TUpeornobynuHy
B KannbpoBOYHbIX Npobax.

3. AHAJINTUYECKUE XAPAKTEPUCTUKHN

3.1. CneundunYHOCTD. Ncnonb3oBaHne BbICOKOOYMLLIEHHOIO npenapaTta
no3BoNseT 4OCTUYb BbICOKOW CNeunduyHoCTM aHanmsa.

3.2. Bocnpon3BoAUMOCTbD.

KoaddurumeHT Baprauum pe3ynbTaToB onpeaeneHns cogepxaxHunsa AT-TI B o4HOM m
TOM e obpa3sue CbiBOPOTKKU (M1a3Mbl) KPOBM C Ucnosib3oBaHneM Habopa «AT-TM-UDA»
He npesblwaeT 8,0%.

3.3. JINHENHOCTb.

3aBUCMMOCTb KOHLeHTpaumm AT-TI B obpasuax cbiBOpPOTKKM (Mna3Mbl) KPOBM Mpu
pasBeAeHun X CbIBOPOTKOW (M1a3Moi) KpoBu, He copepxallen AT-TI, uMeeT IMHENHbIN
XapakTep B AnanasoHe KoHueHTpauui 100-3000 ME/mMn u coctaensaeT £10,0%.

3.4. TOYHOCTb.

[aHHbIi  aHaNUTMYeCKMA napaMeTp TMpOBEPSIETCS TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME WM3MEPEHHOM KOoHueHTpauum AT-TI npeanucaHHOM, MONYYEHHOW MNyTeEM
CMelLMBaHUS paBHbIX 06 bEMOB KOHTPOJIbHOW CbIBOPOTKM M KananbpoBo4YHoM npobbl 300
ME/mn. MpoueHT «oTKpbITUsA» coctaBnsetT 90-110%.

3.5. YyBCTBUTENIBHOCTD.

MunHMManbHas foctoBepHo onpeaensemas Habopom «AT-TIM-UDA» KOHLEHTpauus
AT-TI B cbiBOpOTKe (Nn1a3Me) KpoBu He npesbiwaeTt 10 ME/mn.
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«VOUN-OLL-1Y>» g0LHa1ead edogeH

VdO9VH 9v1000 ‘v

- 1m eg.109hex BrodLiHoY Ldoudel] - OZETM|TT
«Y®U-0OLL-1VY» g0LHa1ead edogeH
- 1m OIMHaHaWKNdU ou BUNMAdLOH| - 1IZSTO| 0T
- m eLOMHELL BUHRENILNRE BU'T BleWAg - €OON| 6
qLO0MTUX BEHLDEND99 (UW TT) OIMHREOEGLOLDM X 80101
seHhedeodu 1m ‘1LHaJead-uoL) d01S Z0S0Y| 8
9LO0MTUX BRHL2EMI99 (Uw zZ) wiaHL1edy-XT1z XI2
seHhedeodu 1m ‘edoalded 010HhOgI9WL0 LedLIHANHOY| |HSYM 4Ng Z800S| £
9LO0MTUX BRHL2EMD99 (UW TT) oiMHREOETUOUDM X 90L0d ‘(gINL)
seHhedeodu 1m eHudueHaguuiawedlal eredidgAd doalded | gl S9NsS 7G5S04 9
e1odn 0JaHUD (U'W 0G) OIMHREOEALOLDM X 9010l
qLO0MTNX BeHhedeodu  |'1m ‘dochAg-vou 3ds 11a €ZT1T0S| S
eladan oloHdAudAu (W TT) OIMHREOEALIOLDU X 90101
9LO0MITMX BeHhedeodu  |'Lm ‘1B10I9HO) | dHH [(NOD ZCETL| v
(Um T°T) OINHREOEALOLDUN M BPEOLO]
'AHNIAQoLr109duL M aLnLHeOLAR WanHeXdDT0d
qLOONTMX BEHLOEMD9Q WIGHLDDEEN D BYR80LUDh naodx myirodogiad
seHhedeodu 1m 990HJ0 eH exiodogigad sBeHAKOdLHO)| | TOYINOD ZZE10| €
(semed UW T°T ou) OIMHRE0EqLOLDN M
(920X TV BRHL28MD9g 1980101 ‘W /I 000E ‘000T ‘00€
KeHhedsodu — 00T !0 - AHMIAQOL109dUL X UaLnLHROLAR
0 egodu BeHhogodguLrex) ed109hMNLrOX SI9HLI98EN auntmexdairod
el1agn 0JaHUd (' £-2° £ HA) edadAg oloHLRDOOD
NLDOMTMX S19Hhedeodu  |*Lm 990HD0 eH 1990du d19Hhog0dguULre) S-T1VD ZCZETID| ¢
OIMHREOEALOLON X 90101 ‘niIgHHegodnuUMdLD
- 1m ‘niIagorodn.LonLol NIGHROHAL-96 LamHel ] | d1IN 940S ZZETd| T
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5. MEPbI NPEAOCTOPOX>XXHOCTU

5.1. MoTeHUManbHbIi pUck NpumMmeHeHnst Habopa — knacc 2a (FOCT P 51609-2000).

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

PactBOop cepHOM KkucnoTbl obnajaeT pasapaxatowmm  aeicteuem.  U3beraTb
pa3bpbi3rnBaHUs 1 NoNagaHns Ha KoXy 1 cnn3uncTble. Mpu nonagaHnum Ha KOXY U CIN3UCTble
NOPaxeHHbIW y4acToK criefyeT NpoMbiTb 60MbLINM KONMYECTBOM MPOTOYHOW 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. OBOPYAQOBAHUE N MATEPUAIJbI,
HEOBXOAWMMBbIE NMPU PABOTE C HABOPOM
- ¢oToMeTp BEpTMKaNbHOIr0 CKaHMPOBAHMS, MO3BONSAIOLNIA N3MEPATb ONTUYECKYIO
NIOTHOCTb COAEPXMMOrO JIYHOK MaHLweTa npu AsvHe BoAHbl 450 HM;
- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3onswolme oTbupaTb 06bEMbI
B Anana3soHe 25-250 Mkn;
- UWIMHAP MepHbI BMecTuMocTbio 500 Mmn;
- BOAa AUCTWUANIMPOBaHHas;
- nep4yaTKu pe3nHOBble UMY NNACTUKOBbIE;
- 6ymara dunbTpoBanbHas.

7. NOANOTOBKA PEArEHTOB A/11 AHAJIU3A

7.1. lMNepen npoBeaeHWeM aHanm3sa KOMNoHeHTbl Habopa un nccneayemble 06pasupl
CbIBOPOTKM (MN1asMbl) KpOBW cnedyeT BblAepXaTb MpW KOMHATHOW TeMmnepaType
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpurotossieHne NJjaHLWwerTa.

BCKpbITb MakeT € MAaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMOe KOM4YecTBO
ctpynoB. OcTaBWwMecs  HEWCNONb30BaHHbIMW  CTpUMbl, 4YTOBbl  NpeaoTBpaTUTb
BO3JENCTBME Ha HUX Bfaru, TwaTenbHO 3aknenTb 6yMaron Ans 3akiemMBaHns naaHLweTa
M XpaHUTb Npun TemnepaTtype +2...+8 °C B TeueHuMe BCEro cpoka rogHoctn Habopa.

7.3. MpurotoBsieHMEe OTMbIBOYHOIO pacTtBopa.

B cnyyae papobHoro wucnonb3oBaHus Habopa cnepyetr otobpaTb Heobxoaumoe
KOMYECTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBopa W pasBecTu AUCTUAIMPOBAHHOW BOAOW
B 21 pa3 (1 MAn KOHUeHTpaTa OTMbIBOYHOrO pactesopa + 20 M ANCTUANMPOBAHHON BOAbI).
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8. YCNOoBUA XPAHEHUA U SKCIMJTYATALUUUN HABOPA

8.1. Habop peareHToB «AT-TI-UOA» [OMKEH XPaHUTLCSA B yrnakoBKe MpeanpusaTus-
N3roToBuTENS NpuU Temnepatype +2...+8 °C B TeyeHne BCEro cpoka rofHoCT, yKaszaHHoOro
Ha ynakoske Habopa.

[onyckaeTtca xpaHeHue (TpaHcnopTupoBka) Habopa npwu Temnepatype ao +25 °C
He 6onee 5 cyTok.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
obpa3suoB, 5 kanmbpoBouHbIX Npo6 M 1 nNpobbl KOHTPOSIbLHOM CbIBOPOTKM (BCEro
96 onpeneneHuit).

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

- OCTaBlUMECH HEeUCMNOsb30BaHHbIMKU CTPUMbl HEO6XOAMMO TLATENbHO 3aK/enTb

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

-  WNOA-bydep, kKoHblOraT, cybCcTpaT, CTOM-peareHT nocne BCKpbITUS (h1akoHOB
cnepyeT XpaHuTb Npu TemnepaTtype +2...+8 °C B TeyeHue BCero cpoka roiHoCTu
Habopa;

- KanubpoBOYHble NPobbl M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (DIaKOHOB
cneayeT xpaHuTb Npun TemnepaTtype +2...+8 °C He 6onee 2 mecaues;

- OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAaT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb npu TemnepaTtype +2..+8 °C B TeuyeHWe BCero cpoka rogHOCTU
Habopa;

-  MPUrOTOB/IEHHbI OTMbIBOYHbIN PacTBOp CrefyeT XPaHWUTb MNpU 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 Kaxablh hakoH CBOEW KPbILLKOM.

8.4. 1ns npoBeAeHWa aHanuM3a He cneayeT WCMNOo/b30BaTb FEMONIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (M/1a3My) KPOBM, @ Takxe CbIBOPOTKY (Maa3My) KpoBM, CoAepKaLLyo
asuna HaTpus. Ecnn aHann3 nponsBoANTCS He B AeHb B3ATUS KPOBM, CbIBOPOTKY (Maasmy)
cnepnyet xpaHuTb npu Temnepatype -20 °C. [oBTOpHOe 3aMOpaXuBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKU (NS1a3Mbl) KPOBU He [OMyCKaeTcs.

8.5. VckntoyaeTtca ncnonb3oBaHMe AN aHanmsa o6pasLoB CbIBOPOTKM (Mna3mbl)
KPOBW NtoAen, NonyyasBlMX B LensxX AUarHOCTUKM MAW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOASAT MbIlWHbIE @aHTUTENA.

8.6. Mpn uncnonb3oBaHuKM Habopa ANS NpoBeAEHUS HECKOSbKMX He3aBUCUMbIX
cepuvi aHanu3oB criegyeT WUMeTb B BUAY, UTO AN KaXAoro He3aBMCUMOro
onpeaeneHns HeobxoAMMO MOCTPOEHME HOBOrO KannmbpoBo4yHOro rpadwuka; Kpome
3TOro, peKOMeHAYeTCs onpefeneHne KOHLEHTpauum ayToaHTuTen K TupeornobynuHy
B KOHTPOJIbHOW CbIBOPOTKE.

8.7. Ins nonyyeHus HadexXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobnwoaeHne
MHCTpyKUunmM no npumeHeHuto Habopa.
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g "d1d eH 19NULrgeL anHaxLorod]|
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1T

‘BMHRaMmMedy0 019HUD suinaced
MHBUDLD L0 UIDOWMIMERE @ LAHUW QZ-0T SUHDhaL 8 (Do G2+ "8T+) 2dAledsumwsL WOHLEHWOXM MdU SLOHWSL 4
LomHeuu 9LUAANQANHIA "HUW £—-7 DUHBhOL 8 N1d99enodu OWNTOXQOIH MNHAL g BHUTUEHDQUMLIDWedLL eLed1dgAd
edogloed auHaJ9HY ‘eHUTUEHDgUUIDWeRdLDL eledldgAd edoalded IW QOT OoU MIHAL 229 08 DLUDDHY
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9L1MaLeE ‘NLDOHXd390U YOHALRLHOENAOL OU MWBUHIXMUET UWIGG0IAdY BLaMHeL L S0WMXADT0D a1nemanwadau oHLedAMIY

"LIAHUW QT-G 9MHDKAL g M1d99emodU OWNTTOXQOSH aonerdgo XIGWaATaLdOm
n mirodogigad pYoHdurodiHOM ‘godu xi9Hhogodguuey auHad9Hg ‘uaody (1laweewru) wxniodoalad sohneedgo
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XEMA

10. O)XXMAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ysibTaTax uccriegoBaHuii, npoBefeHHbIx 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. 3HayeHWs KoHueHTpauminn AT-TI B wuccneayembix obpasuax,
HaxoAsilMecss HuxXe rpaHuubl 4YyBCcTBUTENbHOCTM Habopa (10 ME/mn), a Takxe
rnpeBbIlaOWNe 3HavyeHne BepxHen KanubposouHor npobbl (3000 ME/mn) cnepyet
npuBOAMUTL B crneaytowen dopme: B uccneayemom obpasue X kKoHueHTpauumsa AT-TI
Huxe 10 ME/mMn vnn Bbliwe 3000 ME/Mn.

Wccnepyemas rpynna Euuuul, ME/mn
HwxHuii npegen Bepxuwuii npegen
My>XUYMHBbI - 100
XKeHLWMHbI - 100
ctapwe 50 nert - 150

11. JINTEPATYPA

1. U Feldt-Rasmussen - Analytical and clinical performance goals for testing
autoantibodies to thyroperoxidase, thyroglobulin, and thyrotropin receptor. Clin. Chem.,
Jan 1996; 42: 160 - 163.

2. PW Ladenson - Optimal laboratory testing for diagnosis and monitoring of thyroid
nodules, goiter, and thyroid cancer. Clin. Chem., Jan 1996; 42: 183 - 187.

3. Anthony P. Weetman - Graves' Disease. N. Engl. J. Med., Oct 2000; 343: 1236 -
1248.

Mo BonpocaM, kacatowmmcs kadectsa Habopa «AT-Tr-UDA»,

cnenyet obpawatbca B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

3M1eKTPOHHas noyta: info@xema.ru; rqc@xema.ru
MHTEpPHET: WWWw.Xxema.ru; www.xema-medica.com

PykoBoauTenb cnyxbbl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [. C. KOCTp1KunH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF AUTOANTIBODIES TO THYROGLOBULIN

IN HUMAN BLOOD SERUM OR PLASMA

1. INTENDED USE

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

This kit is designed for measurement of autoantibodies to thyroglobulin 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

Thyroglobulin (TG) is a well known target for autoantibodies occurring in thyroid
autoimmunity (Graves' disease and Hashimoto's thyroiditis). Anti-TG antibodies mostly
belong to the IgG class. Low to moderate levels of anti-TG antibodies can be found in sera
of other autoimmune patients (eg systemic lupus erythematosus or Sjogren syndrome).
In some cases anti-TG positive sera may show negativity for other type of anti-thyroid
antibodies - anti-TPO. Therefore, combined determination of both types of anti-thyroid
antibodies (anti-TPO + anti-TG) provides most sensitive laboratory diagnostic tool for
thyroid autoimmunity. Separately from autoimmunity, anti-TG antibodies may develop
in patients suffering from thyroid cancer. High level of anti-TG in such patients may
interfere with correct determination of serum thyroglobulin which serves as tumour
marker for therapy control in this group of patients.

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 the antigen. Antibodies from the
specimen bind coated antigen on the microwell surface. Unbound material is removed
by washing procedure. Second antibodies directed towards species specific Ig, labelled
with peroxidase enzyme, are then added into the microwells. After subsequent
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.
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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.

Document: K132I Instruction version: 007 Format version: 812

11



K132I

VI3 Ole
V/N sod 393ys eyep DO OZE|TT
Vi3 ole
V/N sod uoPNIISUT IZETM|0T
ade;
V/N sod Buijess a3eld €00N| 6
W TT
9jep dxa |un| ssajnojod | sod pioe ouNydins Jo UoiN|oS [0A/|OA 94,0°S | ‘uoiinjos dois d01S| 8
1¥ 32 sAep g 1o
758-7 18 Yo 1 W 22 ‘XT2
mc_smm?c%mww_om 91B17U20U0D
Sjep dxs |un aAieAIasald e se gogulDoLd suiejuod ‘(pz usaml) uoi3n|os XTZ
- 9)eJjuaduo) | SSa}4nojod | sad juabia3ap pue SpLIo|Yd WNIPOS JO UOIIN|0S snoanbe buiysem | HSYM 4nd| £
"uonn|os (diNl) ||w TT ‘uoinjos
9)ep-dxa |13un| ssajunojod |saod Quipizuag|Aylawel3a) Jusuodwod-a|buls asn-o03-Apeal 21ensqns | gl sans| 9
9Ap an|q pue aAneAsssaud
se |ouayd 94, 1’0 sulejuod ‘(pz-usaml ) Juabialap pue W 0S
9jep dxa |1un an|q sod M|lW SUIAOQ WO} UI9SeD Y}M duljes palajing ajeydsoyd J944nqg vI3 3dS 114 S
9Ap paJ pue aAljeAIRS.d
se jouayd 9,T’0 suiejuod ‘(gz-uaaml ) Juabialap pue Xjiw
QUIAOQ WOJ) UIdSeD YiiMm uoiInjos palajyng ajeydsoyd
uo pajn|ip asepixolad ysipetasioy yym pajdnod ob1 jw Tt
9jep dxa |1un 9|dund sod 0} S91pogijue [eUO|DOUOW SUlINW JO UOIIN|0S snoanbe ‘a3ebnfuo) | d¥H (NOD| +
$S914N0J0d ‘jouayd 91’0 - 9AneAtesald
‘uonn|os uresed ym uiingojboaAyy 03 ssipogiueoine Jo (u 1°1)
syjuow ¢| ss9j4nojod |sad JU2jU0d Yybi1y yym ‘wnuaas uewny pajoalasadd Jo uoin|ip | wnias [043u0) | TOYLINOD| €
_\E\DH 000€
, 0007 -00€
-00T -0 :siojelq
9Ap paJ Suiejuod| -||ed G SulRJuod
os|e ‘|jouayd 9%T’'0 - 9AI3RAISSDId ‘UOIIN|OS UIBSED | 39S By “Yoed
(ssa}dnojod ‘wnJas sasJoy pajoalasald jo padayng a3eydsoyd W T°T 98
syjuow z|- 12) @n|q |sad Ul paan|ip uingqo|boJAyy 01 SeipogiueoINe uewny Jojeiqed | S-TIVD| ¢
S[|om
2TX8 ‘sdiiis
21ep dxa |1un sod ulinqo|60JAYl Y3IM pa3eod S|[amoJdiw aualdAisAjod VI3 9l1e| d1W 940S| T
3 |yl JO sju=juo) "T°S SININOdWOD 1IX 'S

Instruction version: 007 Format version: 812

Document: K132I

12



XEMA

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 ul;
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...+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...425 °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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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal reg-
ulations. 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

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 autoantibodies
to thyroglobulin concentration.

9.3. Determine the corresponding concentration of autoantibodies to thyroglobulin
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(l;bsaon;:enl)lmts wl - gl
CAL 1 0 1U/ml 0.04
CAL 2 100 IU/ml 0.15
CAL 3 300 1U/ml 0.35 7
CAL 4 1000 IU/ml 1.07 b -
CAL 5 3000 1U/ml 2.30 e

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
aTG. Based on data obtained by XEMA, the following normal range is recommended
(see below).

Units, IU/ml
Sex, age — o
Lower limit Upper limit
Males - 100
Females - 100
>50 yrs - 150
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity

Sensitivity of the assay was assessed as being 10 IU/ml.

11.2. Linearity

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

11.3. Recovery

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

12, LITERATURE
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