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K213I

«YTBEPXOEHA»
Mpukas Poc3apasHaasopa N° 3274-TMp/11 ot 09 uioHs 2011 r.
KPA N2 14089 ot 21.04.2011 r.

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEQEJIEHNA
CBOBO4HOI0 TPMUOATUPOHUHA
B CbIBOPOTKE (MJIASME) KPOBWU «cBT3-UDA>»

PekomeHaoBaHa K yTBEpXAEHMIO HayyHO-3KCNEPTHbLIM COBETOM MO MEAULIMHCKUM U3AENNAM

1. HABHAYEHMUE

1.1. Habop peareHTtoB «CBT3-UDA» npegHasHayeH AN  KOJMYECTBEHHOrO
ornpefeneHns KoHueHTpauuu cBo6OAHOrO TPUMOATUPOHMHA B CbIBOPOTKe (rna3me)
KpOBW MeToA0M TBepA0dasHOro MMMyHodepMeHTHOro aHanumsa.

1.2. TupokcuH (T4) n 3,5,3'TpumoaTnpoHnH (T3) — ropMoHbl, BbipabaTbiBaeMbie
LLMTOBUAHOWM XeNne3on 1 LMpKyIupytowme B KpOBU Kak B CBOBGOAHON, Tak U B CBA3aHHOM
dopMe — B OCHOBHOM, C TMPOKCUHCBS3bIBalOWMM rnobynnHoMm (TCI). FopMoHanbHowM
aKTUBHOCTbIO 06nagatoT Tonbko cBoboaHble T3 M T4, oAHAKO MX AONA OYeHb Mana:
0.03% ot obuero cogepxanusa ana T4 n 0.3% - ana T3. KoHueHTpauus T3 HUXe, YyeM
T4, oaHako ero MeTtabonuyeckass akTUBHOCTb NMpuMepHO B 3 pasa Bbiwe. Okono 80%
CbIBOpOTOYHOro T3 obpa3syeTcs 3a cueT AenoampoBaHus T4 B nepudepruyecknx TKaHsax,
W TONbKO Hebonblloe ero KoamyecTBo obpasyeTcsi NpsMblM CUHTE30M B LLUMTOBUAHOM
xenese. M03TOMY NpuU rMNOTUPEO3e YpOoBEHb T3 MOXET AIMTENIbHOE BPEMS HaxXOAUTbCS
Ha HMKHEM npeaene HOPMbl, Tak Kak ero noTepst MoXeT KOMNEHCMPOBAaTLCSA NMOBbILLEHHbIM
npespawieHnem T4 B T3. OnpepeneHne coaepxaHua obuwero u csoboaHoro T3
NPOBOAAT MNPV HayanbHOW CTaAuW rvnepTupeosa, Npu peuuamse runepTupeosa, npu
anddepeHunanbHOM AMarHoCTMKe rmnepTupeosa, NpyM CMMNTOMaTUYECKOM MOBbILLEHNN
ypoBHA T3, Npu OCTPOM runepTupeose nocse noAaBasfoLwen Tepanun L-TMpPOKCUHOM.
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2. IPUHUUN PABOTbl HABOPA

OnpegeneHve CcBO6OAHOrO TPUNOATUMPOHMHA OCHOBAaHO Ha WCMOJSb30BaHWUU
KOHKYPEHTHOro MMMYHOMEPMEHTHOro aHanusa. Ha BHyTpeHHeil MOBEepXHOCTU JIYHOK
nnaHweTa MMMOBMIM30BaHblI KPOSTMYbU MOJSIMKIIOHAMbHbIE aHTUTena K T3. CBo60AHbIN
TPUNOATUPOHMH U3 obpasua KOHKYpUpyeT C KOHbIOrMpOBaHHbIM T3 3a CBsi3biBaHWe
C aHTUTeNnamMmuM Ha TMOBEPXHOCTU JyHKWU. B pesynbTaTte o6pasyeTcs CBs3aHHbIN
C NNaCTUKOM «CIHABUY», coAepxallmii nepokcmaasy. Bo Bpems nHky6aumnm ¢ pactBopom
cybctpata TeTpametunbeHsmamHa (TMB) npoucxoAuT OKpalvBaHWe pacTBOPOB
B JIyHKax. VIHTEHCMBHOCTb OKpacku 06paTHO MNpomnopunoHanbHa KOHUEHTpauum
cB060OAHOrO TPUMOATMPOHWHA B MccnesyemMoM obpasue. KoHueHTpaumto cBo60AHOro
TPUINOATUPOHMHA B UCCeAyeMbiX 0b6pa3Lax onpeaensioT No KanmbpoBoYHOMY rpaduky
3aBUCMMOCTM OMTUYECKOW MAOTHOCTM OT COoAep>kaHusi CBOHOAHOro TPUMOATUPOHMHA
B KaNMBpOBOYHbIX Npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepeKkpecTHas peakums KPOJUYbUX MOMUKIIOHANbHbIX
aHTUTEen K T3 C ApyrMMu aHanutamm npueeaeHa B Tabnuue:

Ananut MepekpecrHas peakuua, %
L-T3 100
D-T3 100
L-TUpOKCUH 0.01
D-TUpOKCKH 0.04

3.2. BocnpousBoauMOCTb.

KoadduruneHT Bapraumm pesynbTaToB onpeneneHns coaepxaHusa csT3 B OAHOM U
TOM e obpa3sLe CbIBOPOTKM (Mna3Mbl) KpoBM C ncnonb3osaHnem Habopa «cBT3-UDA»
He npesbiwaeT 8,0%.

3.3. JINHEeWHOCTb.

3aBMCUMOCTb KOHUeHTpauuu cBT3 B obpasuax CbIBOPOTKM (Maa3Mbl) KPOBU Mpwu
pa3BeAeHnn UX CbIBOPOTKOM (Ms1a3Moil) KpoBu, He copepxaller cBT3, uMeeT NMNHENHbI’
XapakTep B AMana3oHe KoHUeHTpaunui 2.5-40 nMonb/n n coctasnset £10,0%.

3.4. To4yHOCTDb.

[aHHbIA  aHanuUTMYecKMii napaMmeTp MpOBEpPSeTCs TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBME M3MEPEHHON KOHUEeHTpauuu CBT3 NpeAnnucaHHOW, MONYyYeHHOM nyTeMm
CMELNBaHUSA paBHbIX OHBBEMOB KOHTPOJIbHOM CbIBOPOTKM W KannbpoBO4YHOW Mpobbl
5 nMonb/n. MpoueHT «oTKpbITUS» cocTaBnsieT 90-110%.

3.5. YyBCTBUTEJIbBHOCTD.

MuHuManbHasa aoctoBepHo onpegensiemas Habopom «cBT3-UDA» KOHLEHTpaums
cBT3 B CcbiBOpOTKE (Ms1a3me) KpoBM He npeBblwaeT 1 nMonb/n.

Document: K213I Instruction version: 106 Format version: 304

3



K2131

«VOUN-£199» g0LHa1ead

- 1m edogeH eg1dane BrodiHOM Ldoudel| - osIi|oT
«VOUN-£199» g0LHa1ead
- 1m edogeH OiMHaHaWNdL ou BUNMALOH| - ISTI| 6
qLOOMTUXK BEHLDEMND3Qg
seHhedeodu 1m eLlOMHeLU BUHRENILNIRE BU'T BleWAg - €OON| 8
QLOOATUXK (LW 1T)
BeHL98MD9g BeHhedeodu |'1Lm OIMHRE0E9LOUDM X 90104 ‘LHaJead-uoL) d01S Z0S0¥| 2
QLOOATUXK (Uw z2) wiaH1edy-xXT1g XI2
BeHL98MD9g BeHhedeodu |'1m ‘edogaloed 0JOHhOHIGWLO 1edLIHANHOY |HSYM 4Ng Z800S/| 9
qLOONTUN (Uw TT) oiMHERE0E€ALOLDM X 90101 ‘(1)
BeHL98MD9g BeHhedeodu |'1m eHUueHaguuiIdwedLal erted1dogAd dogided | gl SANS ZGS0d| S
elodn 0JaHMD
qLooMTNX BeHhedeodu |'1m (UW Z°G) OIMHREOEAUOLDUN X 90101 ‘LedOIAHO) | d4H [NOD ZE12l| ¥
(U'm 8°0) OIMHREOEALOLDN Y BEOLO]
'eHnHoduLlToymdL 010HT0Q0aD WanHeXdaTod
QLOONTMK WIGHLDDEEN D BYR80LUDh naody myLrodogiad
BeH198amNdag seHhedeodu |'1m 990HJ0 eH exrododgiqad sBeHAUOdLHO)| | TOYLNOD ZETZO| €
(semxed UW g°0 ou)
(9Lo0MTUX BRHLREMND29 OIMHREOEILOLDN X 1990104 ‘If /ALroWU Qf
seHhedeodu - '0C ‘0T ‘s !s'¢ ‘0 - eHMHOduLiToumdL
egodu seHhogodguLey) 0JOHI’0Q08D BEL1DDhULION DIGHLIDEEN
e194n oJ49HMD-0MdE anmexdarod ‘exdagouan naodx mdLrodogiqd
MLO0MTNX 19Hhedeodu |Lm 990HD0 eH 19g0du d19Hhog0dguULre) 9-T VD ZET2D| T
OIMHREOEqLOUDN X 80104 ‘UIaHHegodMUNdLD
- m ‘niIagorodm.idnrol NIGHhOHAL-96 LOMHeL | 1IN 930S Z€T17d| T

VdO9VH 9v1000 ‘v

Instruction version: 106 Format version: 304

Document: K213I



XEMA

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.

Coaepxunmoe piakoHa C KOHLEHTPaTOM OTMbIBOYHOIO pacTeBopa (22 M), nepeHecTu
B MEpHbIN uunmHap BMmectumocTbto 500 mn, pobasutb 440 M ANCTUNMPOBAHHOW
BOAbl M TWATENbHO nNepeMewwaTtb. B cnyyae gpobHoro ucnonb3osaHua Habopa cneayer
oTobpaTb HEO6X0AMMOE KOMMYECTBO KOHLIEHTpaTa OTMbIBOYHOIO pacTBoOpa M pa3BecTy
OMCTUNNMpOBaHHOM Boaor B 21 pa3 (1 Mn KOHUeHTpaTa OTMbIBOYHOrO pacTBopa
+ 20 MA AUCTUNNMPOBAHHOM BOAbI).
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8. YCNoBusa XPAHEHUA N SKCNNTIYATALUUN HABOPA

8.1. Habop peareHToB «CBT3-UDA» aommxeH XpaHWUTbCS B YMakKoBKE Mpeanpustus-
M3roToBuTENs Npu TemnepaType +2...+8 °C B TeueHune BCero cpoka rof4HOCTH, YKa3aHHOro
Ha ynakoske Habopa.

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

[AonyckaeTrca opHOKpaTHoe 3aMopaxuBaHue (-20 °C) kanmMbpoBOUYHbIX
npo6 M KOHTPOJIbHOW CbIBOPOTKU B aJIMKBOTaX.

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 onpefeneHne KOHUeHTpaumm cBT3 B KOHTPOJIbHOW CbIBOPOTKE.

8.7. 1ns nony4yeHus HadeXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobntoaeHue
NHCTpyKuMM no npumeHeHuto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ysbTaTax uccnenoBaHui, nposeaeHHbix 000 «XEMA»,
pekoMeHAyeM MoNb30BaTbCs HOPMaMu, MpuUBEAEHHbIMM Huxe. BMmecte c Tem,
B COOTBETCTBMM C npaBunamum GLP (Xopowein nabopaTopHOM MNpakTUKKW), Kaxaas
nabopatopusi Jo/MKHa camMa onpeaenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnegyemMon nonynsaunn.

NMpumMmeuaHue. 3HayeHMs KOHUeHTpauumin cBT3 B wuccneayembix obpasuax,
HaxoAslMecss HuXe rpaHuubl 4yBCTBUTENbHOCTM Habopa (1 nMonb/n), a Takxe
npeBbillaloWmMe 3Ha4yeHue BepxHer KannbposouyHor npobbl (40 nMonb/n) crnepyet
nNpuBOAUTbL B creaytollenn popme: B uccneagyemom obpasue X KoHueHTpaums cBT3 Huxe
1 nMonb/n nnu Bbiwe 40 nMonb/N.

Eaunmupl, nmonb/n
Wcenepyemasn rpynna " ”
HwxHuit npepen Bepxuuii npepen
340pOBble AOHOPbI 2.5 5.8
BepeMeHHble:
1-1 TpumecTp 2.0 3.7
2-i TpumMecTp 1.9 3.3
3-1 TpumecTp 1.9 3.3

11. INTEPATYPA

1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American
Medical Association: Drug Evaluations Annual 1995. Amer Med Assn, Chicago, 1995,
ch 47, pp 1039-1040.

2. Robins J & Rall JE. The Iodine -Containing Hormones. IN Hormones in Blood
(2nd ed) 1: 383-490, Gray CH & Bacharach AL (eds) London Academic Press, 1987

Mo Bonpocam, kacawwmnmcs kadyectsa Habopa «cBT3-UDA>»,

cnepyet obpawaTtbecs B OO0 «XEMA» no aapecy:

105043, MockBa, a/a 58,

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

3N1eKTPOHHasa noyTa: info@xema.ru; rgc@xema.ru
MHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyx6bl knuneHTckoro cepenca OO0 «XEMA»,
K. 6. H. . C. KOoCTpukuH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of free triiodothyronine 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 hormones thyroxin (T4) and 3,5,3’-triiodothyronine (T3) exert regulatory
influences on growth, differentiation, cellular metabolism and development of skeletal
and organ systems. T4 and T3 in blood are found both in free and bound form - mostly,
they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert
hormonal activity also their percentage is very low - 0.3% for T3 and 0.03% for T4.

The concentration of T3 is much less than that of T4 but its metabolic activity is about
3 times greater. About 80% of T3 is produced in peripheral tissues by deiodination
of T4, and only 20% is secreted by thyroid gland. That is why in hypothyroid patients
T3 level may for a long time remain on the lower limit of the normal range, because its
loss may be compensated by enhanced conversion of T4 into T3.

Determination of T3 level is most useful in T3-hyperthyroidism because 5-10%
of such patients do not show significant changes in T4 level while concentration of T3
is highly elevated.

Elevated T3 levels are seen in early thyroid hypofunction, after intake of estrogens,
oral contraceptives, heroin, methadone, during pregnancy.

Decreased concentrations of T3 are found in initial stage of hyperthyroidism, acute
and subacute thyroiditis, after intake of androgens, dexamethasone, salycilates.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific rabbit polyclonal to T3-antibodies
simultaneously with conjugated fT3-peroxidase. fT3 from the specimen competes with
the conjugated fT3 for coating antibodies. After washing procedure, the remaining
enzymatic activity bound to the microwell surface is detected and quantified by addition
of chromogen-substrate mixture, stop solution and photometry at 450 nm. Optical
density in the microwell is inversely related to the quantity of the measured analyte in
the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5,0% H,SO4. 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..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

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.

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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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.

The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within the test
procedure, a sufficient number of controls for validating the accuracy and precision
of the test.

The test results are valid only if all controls are within the specified ranges and if all
other test parameters are also within the given assay specifications.

9. CALCULATION OF RESULTS

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus free triiodothyronine
concentration.

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

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

Calibrators Value A(Iz;%rgamn)cﬂlol:’l(t)s w“,
CAL 1 0 pmol/I 2421 e | \
CAL 2 2.5 pmol/I 2184 %
CAL 3 5 pmol/I 1588 g N
CAL 4 10 pmol/I 1183 oo | N
CAL 5 20 pmol/I 778 . . .
CAL 6 40 pmol/I 406 " [ ? *

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
T4. Based on data obtained by XEMA, the following normal range is recommended
(see below). NOTE: the patients that have received murine monoclonal antibodies for
radioimaging or immunotherapy develop high titered anti-mouse antibodies (HAMA).
The presence of these antibodies may cause false results in the present assay. Sera from
HAMA positive patients should be treated with depleting adsorbents before assaying.
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e Units, pmol/Il
Lower limit Upper limit
Healthy donors 2.5 5.8
Pregnancy week:
1st trimester 2.0 3.7
2nd trimester 1.9 3.3
3rd trimester 1.9 3.3

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-T3 100
D-T3 100
L-Thyroxin 0.01
D-Thyroxin 0.04

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 1 pmol/I.

11.3. Linearity

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

11.4. Recovery

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

12, LITERATURE

1. Physiology of thyroid hormones. IN: Division of Drugs and Toxicology, American
Medical Association: Drug Evaluations Annual 1995. Amer Med Assn, Chicago, 1995,
ch 47, pp 1039-1040.

2. Robins J & Rall JE. The Iodine -Containing Hormones. IN Hormones in Blood
(2nd ed) 1: 383-490, Gray CH & Bacharach AL (eds) London Academic Press, 1987
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