XEMA

COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MPMHUMN PABOTbI HABOPA 3
3. AHAJNTUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbBIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTIN3A 5
8. YCNoBuA XPAHEHWUSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 9
CONTENT
1. INTENDED USE 10
2. SUMMARY AND EXPLANATION 10
3. PRINCIPLE OF THE TEST 11
4. WARNINGS AND PRECAUTIONS 11
5. KIT COMPONENTS 12
6. SPECIMEN COLLECTION AND STORAGE 13
7. TEST PROCEDURE 13
8. QUALITY CONTROL 14
9. CALCULATION OF RESULTS 14
10. EXPECTED VALUES 15
11. PERFORMANCE CHARACTERISTICS 15
12. LITERATURE 16

WNHCTpyKUMs cocTaBneHa PykoBoauTeneM cnyx6bl knveHTckoro cepsmuca OO0 «XEMA»,
K. 6. H. []. C. KOCTpUKNHbIM

Document: K212I Instruction version: 008 Format version: 611

1



K212I

«YTBEPXJEHA»
Mpuka3 PocsapaBHaasopa N2 2137-Mp/10 ot 17 mapTa 2010 r.
KPA N? 6168 oT 04.02.2010 r.

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
anss AMMYHO®EPMEHTHOIO ONPEQEJTIEHNA TUPOKCUHA
B CbIBOPOTKE (MJIASME) KPOBU «T4-UDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB <«T4-UOA» npegHa3HayeH A8 KOJIMYECTBEHHOrO
onpeaeneHust KoHLeHTpaumn T4 B CbiIBOpOTKe (Ns1a3Me) KpoBU METOAOM TBepAohasHoOro
MMMYHOMEPMEHTHOrO aHanmsa.

1.2. TupokcuH (T4) mn 3,5,3'TpumnoaTnpoHnH (T3) — ropMoHbl, BblpabaTbiBaeMbie
LUMTOBUAHOW Xene3on 1 LMPKYINpYoLne B KPOBU Kak B CBOOGOAHON, Tak U B CBA3aHHOM
dopMe — B OCHOBHOM, C TMPOKCUHCBS3bIBaOWMM rnobynnHom (TCI). FopMoHanbHoOM
aKTUBHOCTbIO 06/1agatoT TONbKO cBob6oaHble T3 U T4, ogHaKo MX A0S O4YeHb Mana:
0.03% ot obuiero coaepxxanus ana T4 n 0.3% - ans T3. KoHueHTpauus T4 B CbIBOpOTKe
KpoBM — Haumbonee o6WENPUHATBIA MoKasaTenb GYHKUMW LWUTOBUAHOW Xenesbl,
NO3BONSAIOLLMIA AOBONIBHO YETKO pasrpaHuymMBaTh rmnep-, rmno- u ayTupeos. MoBbiweHne
cofepxaHus obuiero T4 HabnoagaeTcs Npy rmnepTUpeonse, Npu onyxonsx rmnodusa, npu
COCTOSIHUSIX C MOBbIWEHHbIM YpoBHeM TCI (6epeMeHHOCTb, OCTPbIN MAW XPOHUYECKUN
aKTMBHbIN renaTuT, 3CTPOreHCeKpeTUpylolmne Ornyxoam WaM TMpUEeM ICTPOreHoB,
reHeTnyeckn obycrnoBfieHHOE MOBbILWEHME), NPU MPUEME OpasibHbIX KOHTPaLEenTUBOB,
reponHa, MeTafjoHa, TupeouAHbiXx npenapatos, TIT, TupeonnbepuHa. CHUXeHHne
coaepxaHusa obwero T4 HabnwogaeTcs npu runotmpeose, MNaHrMNONUTyuTapusMe,
COCTOSIHUSIX C MOHWXEHHbIM ypoBHeM TCI (akpomeranusi, HedpOTUYECKUI CUHAPOM,
rMNoMNpoTENHEMUS, XpoHMYyeckne 3aboneBaHMs MNeYeHW, aHAporeHceKkpeTupytoLne
OMyXO0/sn UKW NpueM aHApPOreHoB, reHeTuYeckn 06yCOBNEHHOE CHUXEHME), reMonn3e,
pun3nyeckon Harpyske, Nnpu npMeMe aMmMHOCaIMLNIOBON U aLeTUICanMLUIOBON KNUCOT,
rTIOKOKOPTUKOMAO0B, CynbdaHunamMmnaos, xonectMpaMnHa, peseprnuHa, noavaa Kanus,
TPUNOATUPOHMHA.
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2. IPUHUUN PABOTbl HABOPA

OnpepenerHne T4 OCHOBaHO Ha MCMOJIb30BaHWM KOHKYPEHTHOro UMMyHOMEpMeHT-
HOro aHanumsa. Ha BHyTpPeHHen MOBEepXHOCTU JNYHOK MJaHWeTa WMMOOUAIN30BaHbI
MbIWMHbIE MOHOKJ/IOHA/NbHble aHTUTena k T4. Bo Bpemsi nHkybaumm T4 mn3 obpasua
KOHKYPUPYET C KOHbIOrMPOBaHHbLIM T4 3a CBA3bIBaHWE C aHTUTENaMU Ha NMOBEPXHOCTYU
NyHKN. B pe3ynbTaTe obpasyeTcs CBA3aHHbIN C MIACTUKOM «C3HABWUY», coAepikalynii
nepokcmaasy. Bo Bpemsi nHkybaumm c pactBopoM cybcTpaTa TeTpameTunbeH3nanHa
(TMB) npoucxoanT OKpallMBaHWe pacTBOPOB B JiyHKax. WMHTEHCMBHOCTb OKpacku
ob6paTHO MponopunoHanbHa KOHUeHTpaumn T4 B uccnegyemom obpasue. KoHueHTpaumio
T4 B nccnegyembix obpasuax onpeaensitoT No KanMbpoBoYyHOMY rpadumKy 3aBUCMMOCTU
ONTUYECKON MIOTHOCTM OT codepXaHus T4 B kannbposoyHbIX npobax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOK/IOHANbHbIX
aHTUTeNn K T4 ¢ ApyrMMn aHanutamu npueeneHa B Tabnuue:

AHanurt MepekpecTtHasa peakuusa, %
L-TMpOKCKH 100
D-TupokcuH 30
T3 0.5

3.2. Bocnpou3BOAUMOCTb.

KoaddurumeHT Bapuaumm pesynbTaTtoB OnNpeaeneHus cogepxaHums T4 B OAHOM
M TOM Xe obpasue CbiBOpoTKM (Msia3Mbl) KpOBM C Ucnosib3oBaHMeM Habopa «T4-UDA»
He npesbiwaeT 8,0%.

3.3. JINHENHOCTD.

3aBMCUMOCTb KOHUeHTpaumm T4 B obpasuax CbIBOPOTKM (Maa3Mbl) KPOBWU Mpwu
pa3BefeHnn MX CbIBOPOTKONM (Mna3MoM) KpoBKU, He coaepxallen T4, nMeeT JIMHENHbIN
XapakTep B AuMana3oHe KOHUeHTpaumn 32-320 HMonb/n un coctaBnset £10,0%.

3.4. TOYHOCTb.

[aHHbIA  aHanuUTMYecKMii napaMeTp MpoBepsieTCs TeCTOM Ha <«OTKpbITUe» —
COOTBETCTBME W3MEPEHHOM KOHUeHTpauun T4 npeanucaHHOW, MOJSlyYeHHOW nyTem
CMeLLUMBaHUS pPaBHbIX 06BHEMOB KOHTPOJSIbHOW CbIBOPOTKM M KanMbpoBOYHOM Mpo6bI
64 HMonb/N. MpoueHT «oTKpbITUA» cocTtanseT 90-110%.

3.5. YyBCTBUTENBHOCTb.

MuHMManbHast 4oCToBepHO onpeaensieMass Habopom «T4-UDA» KoHUeHTpauus T4
B CbIBOPOTKe (Ms1iasmMe) KpoBW He npeBbiwaeT 6 HMOMb/ /.
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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. Nepen npoBefeHMEM aHann3sa KOMMoHeHTbl Habopa u nccneayembie o6pasubl
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
BO34ENCTBME Ha HMX BRaru, TwaTenbHO 3aknenTb Bymaron Ans 3aknemBaHms NnaHwWeTa
M XpaHuTb Npu TemnepaTtype +2...+8 °C B TeyeHuMe BCeEro cpoka rogHoctn Habopa.

7.3. MpurorosnieHne OTMbIBOYHOIO pacTeopa.

Coaepxumoe diakoHa € KOHLLEHTPaTOM OTMbIBOYHOIO pacTteopa (22 Mn), nepeHectn
B MEpPHbIN UmnuHap BMecTuMocTbto 500 M, nobaButb 440 M ANCTUITMPOBAHHOM BOAbI U
TWwaTenbHO rnepeMeluaTs. B cnyyae apobHoro ncnonb3osaHuns Habopa cneayet otobpath
HeobxoaMMoe KOIMYEeCTBO KOHLUEHTpaTa OTMbIBOYHOrO pacTBopa M pas3BecTu AUCTUAIN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLUEeHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
JINPOBaHHOM BOAbI).

7.4. MpuroTtoBJsieHME KOHblOraTa.

MpuroToBbTE KOHBIOraT: Ans 3TOro pasbaBbTe KOHLEHTpaT KOoHblorata B 2 pasa
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bydepom ana pasBefeHMs KOHLUeHTpaTa KoHbikorata. BHUMAHWUE! PaszbaBneHHbin
pacTBOp KOHblOraTa He xpaHutcs! PasbaBnsanMTe TONbKO Ty 4acTb KOHLeEHTpaTa
KOHblOraTa, Kkotopast Heobxoanma An5 AaHHOW NOCTaHOBKM!

Mpumep: Ha 1 ctpun (8 nyHok) notpebyetrca 800 Mkn KoHblorata: 400 Mkn
KOHLleHTpaTa KoHblorata + 400 6ydepa AN pasBedeHWs KOHLEHTpaTa KoHbloraTa

8. YCNoBusa XPAHEHUA N SKCNNTIYATALUN HABOPA

8.1. Habop peareHTOB «T4-UDA» [O/MKEH XPaHUTbCS B YMaKOBKE MpeanpusTus-
M3roToBUTENs Npu Temnepatype +2..+8 °C B TeueHue BCero Cpoka rogHOCTW, YKasaHHOro
Ha ynakoske Habopa. [lonyckaeTtcs xpaHeHue (TpaHcnopTuposka) Habopa npu Temnepatype
no +25 °C He 6onee 5 cyTok. He aonyckaeTtcs 3aMopaxusaHue Lenoro Habopa.

[AonyckaeTca opHOKpaTHoe 3aMopakuBaHue (-20 °C) kanMb6poOBOUYHDbIX
npo6 M KOHTPOJIbHOW CbIBOPOTKMU B aJIMKBOTaX.

8.2. Habop paccumTaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnegyembix
obpa3uoB, 5 kanmbpoBouHbiXx Npob6 M 1 nNpobbl KOHTPOSLHOM CbIBOPOTKM (BCEro
96 onpepeneHunii).

8.3. B cnyyae ApobHOro mcnonb3oBaHUs Habopa KOMMOHEHTbI CleAyeT XpaHuUTb
cneaytowmm obpasom:

- OCTaBLUMECH HEWUCMOJIb30BAHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aK/enTb

6yMaroii ans 3aKiemBaHus NaaHWeTa U XpaHUTb Npu TemMnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHUEeHTpaT KoHblorata, bBydep aAns pa3seaeHus KOHUEHTpaTa KOHbIOraTa,
cybcTpaT, cTonm-peareHT MOCiAe BCKPbITUSA (NakoOHOB criefyeT XpaHUTb npw
TemnepaTtype +2...+8 °C B TeueHune BCero cpoka rogHoctn Habopa;

- KanubpoBOYHble NPOObI N KOHTPOJIbHYIO CbIBOPOTKY MOC/E BCKPbITUS P/TaKOHOB
cnepyeT XpaHuUTb nNpu Temnepatype +2...+8 °C He 6onee 2 MecsiLeB;

- OCTaBLUMIACS HEWUCMNOJSIb30BAHHbIM KOHLIEHTPAT OTMbIBOYHOrO pacTBopa crneayer
XpaHUTb Npu Temnepatype +2...+8 °C B TeyeHue Bcero cpoka rogHoctn Habopa;

- MNPUrOTOBJIEHHbLIN OTMbIBOYHbIA PacTBOpP cnefyeT XpaHUTb MPU KOMHAaTHOMN
Temnepatype (+18..4+425°C) He 6onee 5 cyTtok wnu npu TemnepaType
+2...48 °C He 6onee 30 cyToK;

MpuMeyaHune. MNocne NCNoNb30BaHUA peareHTa HeMeASIeHHO 3aKpbliBalTe KpbILKY

¢pnakoHa. 3akpbiBaliTe KaxAabl GfakoH CBOEN KPbILLIKON.

8.4. 1na npoBeAeHna aHanuM3a He cneayeT WCMNO0/b30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYO CbIBOPOTKY (Ni1a3My) KpOBM, a Takxe CbIBOPOTKY (MNaasMy) KpoBK, coaepiKallyto
asua HaTpus. Ecnv aHann3 Nnpon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (M1asmy)
cnefyeT XpaHuTb npu Temnepatype -20 °C. MNoBTOpHOe 3aMOpaXxuBaHWe-oTTanBaHue
06pasLoB CbIBOPOTKM (M1a3Mbl) KPOBU HE AOMyCKaeTcs.

8.5. VcknouaeTtca ncnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KPOBW NIOAEN, NONyYaBLWMX B LEeNsSX AUarHOCTUKM WKW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIWWHbIE @aHTUTENA.

8.6. lNMpn wncnonb3loBaHun Habopa Ana npoBeAeHUS HECKONbKUX He3aBUCUMMbIX
Cepui aHanu30B cneayeT UMeTb B BUAY, YTO ANS KaXA0ro HE3aBUCMMOro OonpeaeneHns
HeobxoAMMO MOCTPOEHWEe HOBOro KanubpoBoyHOro rpadwuka; Kpome 3TOro,
pekoMeHAyeTCs onpeaeneHne KOHUeHTpauum T4 B KOHTPOJIbHOM CbIBOPOTKE.

8.7. lns nony4yeHns HadexXHbIX pe3ynbTaToB HeobxoAuMo cTporoe cobnwoaeHne
NHCTpYKUMK No npuMeHeHuto Habopa.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pesynbTaTax uccriegoBaHuii, npoBefeHHbIXx 000 «XEMA»,
pekoMeHAyeM MONb30BaTbCs HOpPMaMu, MNpPUBEAEHHbIMKM HUXe. Bmecte c Tew,
B COOTBETCTBMM C npasBunamm GLP (Xopolwei nabopaTopHOW MNpakTUKKW), Kaxaas
nabopatopusi Jo/MKHa camMa onpeaenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcrnegyemMon nonynsaunn.

MpuMmeuaHmne. 3HauyeHUs KOHUeHTpauui T4 B wuccneayemblx obpasuax,
HaxoAslMecss HWxXe rpaHuubl 4YyBCTBUTENbHOCTM Habopa (6.0 HMonb/n), a Takxe
npeBbillaloWme 3HadYeHne BepxHeln kanubpoBouHoM npobbl (320 HMonb/n) crnepyet
npuBOAUTL B creaytolwein popme: B nccnegyemom obpasue X KOoHUeHTpauus T4 Huxe
6.0 HMONb/N unn Bblwe 320 HMONb/N.

B Habope «T4-UDA» 3HaYeHUSA KOHUEHTpauui KanambpoBOYHbIX NMPo6 BblpaxkeHbl
B HMONb/N. [nNA nepecyeTa KOHUEHTpauuihn B MKr/4f, MNOJSyYeHHOe 3HayeHue
KOHLUEHTpauun B HMOMb/N cneayeT yMHOXUTb Ha 0.0775.

1 HMonb/n = 0.0775 MKkr/an

zﬂoﬁggi:"e 60 160 4.7 12.4
MY>XXYUHbI

cTapuwe 61 roga | 60 | 129 | 4.7 | 100
XEHLWMNHbI

ctapwe 61 roaa | 70 | 135 | 5.4 | 10.5

AETU

1-5 net 90 190 7.0 14.7

6-10 net 83 170 6.4 13.2

>10 net 60 160 4.7 12.4
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Mo BonpocaM, kacatowmmcs kayectsa Habopa «T4-UDA>»,

cneayet obpauaTtbes B OO0 «XEMA» no agpecy:

105043, MockBa, a/sa 58,

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

3M1eKTPOHHAas 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 THYROXIN
IN HUMAN BLOOD SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of T4 in
blood serum or plasma.

This kit is designed for measurement of T4 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

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 T4 is generally accepted as an index of thyroid function which
provide enough information to differentiate between hyper-, hypo- and euthyroidism.

Elevation of total T4 is found in hyperthyroidism, in patients with tumours of
pituitary gland, in subjects with elevated TBG level (pregnancy, acute or chronic active
hepatitis, estrogen-secreting tumours or estrogen intake, hereditary elevation of TBG),
in patients taking oral contraceptives, heroin, methadone, thyroid preparations, TSH,
thyroliberin.

Low total T4 is found in hypothyroidism, in patients with panhypopituitarism, in
subjects with low TBG level (acromegaly, nephritic syndrome, hypoproteinemia, chronic
liver diseases, androgen-secreting tumours, hereditary reduction), in patients taking
aminosalicylic and acetylsalicylic acids, cholestyramine, reserpine, potassium iodide,
trilodothyronine.

Document: K2121 Instruction version: 008 Format version: 611

10



XEMA

3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to T4-antibodies
simultaneously with conjugated T4-peroxidase. T4 from the specimen competes with
the conjugated T4 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,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;
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...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. Alternative units:

1 nmol/l = 0.0775 ug/dl
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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 T4 concentration.

3. Determine the corresponding concentration of T4 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 ‘(\2;8":;“)‘:: ;_"36': m
CAL 1 0 nmol/I 3020
CAL 2 32 nmol/I 2196
CAL 3 64 nmol/I 1060 : -
CAL 4 160 nmol/! 435
CAL 5 320 nmol/I 205

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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S e Units, nmol/I Units alternative, pg/di
Lower limit Upper limit Lower limit Upper limit
Healthy donors 60 160 4.7 12.4
Males

> 61 yrs | 60 | 129 | 4.7 | 10.0
Females

> 61 yrs | 70 | 135 | 5.4 | 10.5
Children

1-5yrs 90 190 7.0 14.7

6-10 yrs 83 170 6.4 13.2

>10 yrs 60 160 4.7 12.4

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-Thyroxin 100
D-Thyroxin 30
T3 0.5

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 6 nmol/I.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different T4
concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known T4 concentrations.
The recovery percentages ranged from 90 to 110%.

12, LITERATURE

1. Helfand M et al. Screening for thyroid disease. Ann Intern Med 1990; 112:840.

2. Chopra, I. J. et al. A Radioimmunoassay of Thyroxine. J. Clinical EndocrinoL
1971; 33:865.

3. Young, D. S. et al. Effects of Drugs on Clinical Laboratory Tests. Clinical Chemistry
1975; 21: 3660.

4. Sterling, L. Diagnosis and Treatment of Thyroid Disease, Cleveland , CRC Press,
P. 19 51 (1975).

5. Surks M.I. et al. American Thyroid Association guidelines for use of laboratory
tests in thyroid disorders. JAMA 1990; 263:1529.

Document: K212I Instruction version: 008 Format version: 611

16



