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K231I

«YTBEPXOAKO»
Mpukas Poc3apasHaasopa N° 3273-TMp/11 ot 09 uioHs 2011 r.
KPA N? 14088 ot 21.04.2011 r.

MHCTPYKLUHMA MO NPUMEHEHUWUIO HABOPA PEATEHTOB
and AMMYHO®EPMEHTHOIO ONMPEAENTIEHUA
CBOBOHOIO NCA B CbiIBOPOTKE (MJIASBME) KPOBM
«cBlMCA-UDA>»

1. HABHAYEHMUE

1.1. Habop peareHtoB «cBIICA-M®A» npeaHasHayeH A8 KOJMYECTBEHHOro
onpeneneHus KoHueHTpauum csobogHoro MCA B cbiBOpoTKe (Msa3Me) KpoBU MeTOAOM
TBEepAoda3HOro MMMyHo(EPMEHTHOrO aHanus3a.

1.2. lMpoctata-cneumndunyecknin aHtureH (MCA) — rMMKONPOTENH C MONEKYSPHON
mMaccort 34000 [da, cocToswmii M3 OA4HOM MNONUMENnTUAHOW uenu, 6bin obHapyxeH
B 3MUTENMaNbHbIX KJETKax HOpMaibHOM mnpocTaTbl, Mpuv A06poKavyecTBEHHOM
rMnepnnasunm 1 3710Ka4YeCTBEHHOM MEepPepoXAeHUM TKaHW MpocTaTbl, a TakKXe Mnpu
MeTacTaTM4eckoM pake npoctaTbl. [TCA sBnseTca CepuHOBOM NPOTea3on U3 ceMencTea
KanMKpenHoB, €ero TOYHOe Ha3BaHWe MO0 3H3MMOJIOMMYECKON Kraccupukaumm -
npekannukpenH 3. Bbicokne koHueHTpauuu MNMCA HabnoaaloTcs B MOMOYHOM XKenese
npu nakrtaumm v rpyaHOM MOJIOKe, MO3TOMY AaHHbli 6enok Henb3s cyuTaTb CTPOro
cneumduyHbIM Ana npoctaThl. B cbiBopoTke kKposu MCA HaxoanTCS NpenMyLLecTBEHHO
B KOMIJIEKCE C aHTUNpPOTEas3aMm — aHTU-XUMOTPUMNCUHOM, anbda-2-MakpornobynnmHoM m
aHTuTpmuncuHoM. Yactb MCA (cBob6oaHbIN MNCA, cBMNCA) HaxoaMTCst BHE 3TUX KOMIMJIEKCOB,
cymmy cBlNCA un cBsizaHHOW dopmMbl NMCA MOXHO HasBaTb «obwwuii MCA» (06MCA).
B faHHOWM TecT-cucTeMe AN «3axBaTa» WCMOJb3YTCS MOHOK/IOHANbHble aHTUTeNa
PS2, paBHOMepHO (3KBMMONSIPHO) pacno3Hatowme obe dopmbl NMCA - cBoboOAHYO
N cBsA3aHHyl. Ana «npossneHus» cBlCA ncnonb3yTca cneunduyHbie Ans 3TON
¢dopMbl MOHOKIOHaNbHble aHTuTena PS1. CeBonctBa 060MX aHTUTEN MNOATBEPXAEHbI
pe3ynbTaTaMu He3aBUCUMbIX UCCNefoBaHM B YHuBepcuteTe Typky, OUHASHAMS.
NccnepoBaHua nocneaHuMX NeT rnokasanu, YTo BesmuumHa cooTHoweHus celNCA/o6MCA
AaeT AOMNOTHUTENbHY0 ANArHOCTUYECKY MHDOPMaLIMIO MO CPaBHEHWIO C onpeaeneHneM
ypoBHs 06MNCA. OTO COOTHOLWEHWE Bbile B C/lyYasX 406poKayecTBEHHOW rvnepnaasum
N HWXE — MNpPW 3/10KaYeCTBEHHbIX 3aboneBaHMAaX MpocTatbl. Y MYXUYMH C YpOBHEM
06MCA B amanasoHe 4-10 Hr/mn onpegeneHve COOTHOLIEHWS MO3BONSET MOSyYuTb
BaXHYK AOMOSHUTENbHYIO WHMopMauuio ans  avddepeHumanbHON  ANarHOCTUKK
[06poKayecTBEHHbIX W 3/10KayYeCTBeHHbIX 3abofeBaHnin npocTaThl.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve cBo6oaHoro NMCA 0CHOBaHO Ha UCMOJIb30BaHNM «CIHABUY»-BapuaHTa
TBepA0dazHoOro MMMyHodbepMeHTHOro aHanmsa. Ha BHyTpeHHel MOBEepPXHOCTU JIYHOK
nnaHweTa UMMO6MIN30BaHbl MbIlWMHbIE MOHOK/OHaNbHble aHTUTena k obwemy MCA
yenoseka. B nyHkax nnaHweTa, npu fobaeneHumn nccnenyemoro obpasua, NpoMCxXoauT
cBsa3biBaHne cBMCA, cogepxalerocs B wuccnenyemoMm obpasue, C aHTUTenamu Ha
TBepAov dhase. O6pa3oBaBLUMIACS KOMMJIEKC BbISIBASIOT C MOMOLLbIO KOHbOraTa MbIWWHbIX
MOHOK/OHanbHbIX aHTUTen k cBlMNCA YyenoBeka C nepokcuMaasol xpeHa. B pesynbtate
obpasyeTcsi CBA3aHHbIM C M1AaCTUKOM «CIHABMY>», coAepXKaliunii nepokcmaasy. Bo Bpems
MHKy6aumMm C pactBopoM cybcTpata TeTpametunbersuamHa (TMB) npoucxoaunT
oKpalluBaHWe pacTBOpPOB B JlyHKaX. VIHTEHCMBHOCTb OKpacku NMpsiMo NponopuuoHaibHa
KOoHUeHTpauun ceoboaHoro MNCA B nccnegyemom obpasue. KoHueHTpaumo cBo604HOro
MNCA B uccnenyemblx obpasuax onpenensitor no kKannmbépoBoYHoOMy rpacdmkKy 3aBUCMMOCTU
OMTUYECKOWN MIIOTHOCTM OT cofepxaHuns ceoboaHoro MCA B kanMbpoBoYHbIX Npobax.

3. AHAJTIUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundmuHocTb. He o06HapyXeHO nepeKpecTHOW peakumn MbIUHbIX
MOHOKJI0HaNbHbIX aHTuTen K MNMCA (PS1) ¢ NMCA-AXT KOMMNIEKCOM.

3.2. BocnpomsBoanMOCTb.

KoadduuneHT Bapuauum pesynbTaTtoB onpegeneHns copepxaHua  celCA
B O4HOM M TOM e o6pa3sue CbIBOPOTKM (MasMbl) KPOBU C MCrnosib3oBaHMeM Habopa
«cB[CA-NDOA» He npeBbiwaeT 8.0%.

3.3. JINHENHOCTD.

3aBUcUMOCTb koHueHTpauun cBlCA B o6pasuax CbIBOPOTKM (MnasMbl) KpOBUM
npu pasBefeHun UX CbIBOPOTKOM (nsasmMon) KpoBu, He coaepxawein celNCA, nmeet
NMHENHbIN XapakTep B Anana3oHe KoHueHTpauui 0.25-5 Hr/mn u coctasnset £10.0%.

3.4. To4yHOCTDb.

[aHHbI  aHanuMTMYecKMii napameTp MpPOBEPSEeTCS TeCTOM Ha <«OTKpbITMe» -
COOTBETCTBUE M3MEpPEeHHOWN KOHueHTpauun cBlMNCA npeanncaHHOM, NMOMYYEHHON nyTem
CMeLUMBaHNS paBHbIX O6bEMOB KOHTPOJSIbHOW CbIBOPOTKW W KanaubpoBO4YHOM Mnpobbl
0.75 Hr/mn. MNpoueHT «oTKpbITUS» cocTaBnseT 90-110%.

3.5. HyBCTBUTEJIbHOCTD.

MuHuManbHaa aoctosepHo onpegensemas Habopom «cBlICA-UOA» KOHLEHTpauus
cBlNCA B cbiBOpoTKe (nna3me) kpoBu He npesbiwaeTt 0.0035 Hr/mn.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN pUck NnpuMmeHeHns Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMmmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHta (5.0% pacTtBop
CEPHOWM KUCNOTbI), B UCMOJIb3YEMbIX KOHLIEHTPaUUAX SABNSOTCA HETOKCUYHBIMMU.

PacTtBop cepHol kncnotel obnagaeT pasgpa)karowmm gencrtememM. Ms3beratb pasbpbis-
rMBaHWS M NMonagaHusl Ha KOXy M CAnsucTble. Mpy nonagaHum Ha KOXY W CAM3UCTbIe Mo-
pa)X€HHbIM y4acToK criefyeT NpoMbiTb 60MbLUMM KOIMYECTBOM NMPOTOYHOM BOAbI.

5.3. lNpu pabote ¢ HabopoM cnepyet cobntogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTM, MNPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuMa Wt
NIMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAENEeHUaX, oTaenax) CaHuTapHO-
3MNAEMUONIOTNYECKUX YUPEXAEHUA cucTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. Npu pabote c Habopom cneayet HazeBaTb OAHOPA30Bble PE3VMHOBbLIE WU
NnaacTMKOBbIe NepyaTKM, Tak kak 06pa3Lbl KPOBM YenoBeka criefyeT pacCMaTpmBaThb Kak
NoTeHUManbHO MHMOULMPOBAHHbIA MaTepuan, CNoCObHbI ANNTENbHOE BPEMS COXPaHSATb
W nepegjaBaTb BWY, Bupyc rematuta wnu nwoboi apyron Bo36yauTenb BUPYCHOM
MHDEKUMN.

6. OBOPYAOBAHUE U MATEPUAIJbI,
HEOBXOAWMUMBbIE NPU PABOTE C HABOPOM

- (POTOMETp BEPTUKANbHOI0 CKAHMPOBAHMS, MO3BOJISOLLNI U3MEPATb ONTUYECKY IO
MAOTHOCTb COAEPXMMOrO SIYHOK MfaHweTa nNpu AsIMHE BOSIHbI 450 HM;

- TepMocCTaT, noaaepxuBarwmin Temnepatypy +37 °C £0.1 °C;

— [A03aTopbl CO CMEHHbIMW HaKOHe4YHMKaMu, nossonswwme oTbupate 06beMbI
B AmanasoHe 25-250 Mkn;

- UWAMHAP MepHbI BMecTuMocTbio 1000 mn;

- BOAa AUCTUINMPOBaHHas;

- rep4yaTku pe3nHOBble UKW NIaCTUKOBbIE;

- bymara dwunbTpoBasibHas.

7. NOANrOTOBKA PEATEHTOB A1 AHAJIN3A

7.1. lMNepep npoBefeHneM aHanm3a KoMnoHeHTbl Habopa n nccneayemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW cnefyeT BblAepXaTb MNpW KOMHATHOW TeMmnepaType
(+18...425 °C) He meHee 30 MUH.

7.2. MpurortosneHue niaaHweTa.

BCKpbITb MakeT C MAaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMoe KOM4YecTBO
ctpynoB. OcTaBwMecs  HEWCNOoNb30BaHHbIMKM  CTpUMbl, 4YTObBbl  NpeaoTBpaTUTb
BO3JENCTBUE Ha HUX BNaru, TWwaTenbHO 3aknenTb byMmaron Ans 3aknemBaHus NaaHLWeTa
M XpaHuTb Npu TemnepaType +2...+8 °C B TeueHne Bcero cpoka rogHoctu Habopa.

7.3. MpuroTtoBsieHNne OTMbIBOYHOIO pacTeBopa.

Coaepxumoe ¢rakoHa C KOHLEHTpaTOM OTMbIBOYHOro pacteopa (22 mn), nepeHe-
CTU B MEPHbIA LMnmMHAp BMecTuMocTbio 1000 mn, aobasutb 550 Ma aAucTUNNMpoBaHHOM
BOAbl M TWaTeNbHO nepemewartb. B cnyyae apobHoro ucnonb3oBaHua Habopa cneayer
oTobpaTb HeObX0AMMOE KOSIMYECTBO KOHLEHTpaTa OTMbIBOYHOrO pacTBopa W pa3BecTu
ANCTUNNNPOBAHHON BOAOWM B 26 pa3 (1 Mn KOHLEHTpaTa OTMbIBOYHOro pacteopa + 25 mn
OVCTUNIMPOBAHHOM BOAbI).
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8. YCNOBUSA XPAHEHUA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHToB «CBIMNCA-UDA» fomKeH XpaHUTbLCS B yNaKoBKE MpeanpusTms-
M3roToBuTENS NpU TemnepaType +2...+8 °C B TeueHune BCero cpoka rogHOCTM, YKa3aHHOro
Ha ynakoBke Habopa.

[onyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu Temnepatype ao +25 °C
He 6onee 15 cyTok. He ponyckaeTcsa 3aMmopaxuBaHue Lenoro Habopa.

[onyckaeTca ogHOKpaTHoe 3aMopa)xuBaHue (-20 °C) kann6poBOUHbIX NPo6
M KOHTPOJIbHOW CbIBOPOTKMU B aJ/IMKBOTAaX.

8.2. Habop paccumTtaH Ha npoBeAeHMe aHanusa B Aybnukatax 42 uccnenyembix
o6pa3uoB, 5 kanmMbpoBoYHbIX Npob6 M 1 nNpobbl KOHTPONBLHOM CbIBOPOTKM (BCEro
96 onpeneneHui).

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

- OCTaBLUMECS HEeWCrnosib30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb

6ymarorn Ans 3aknevBaHusA NiaHWweTa U XpaHUTb Npu TemnepaType +2...+8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

-  W®OA-bydep, kKoHblOraT, cybcTpaT, CTOM-peareHT nocne BCKpbITUS (1akoHOB
cnefyer xpaHuTb npu TemnepaTtype +2...+8 °C B TeyeHue BCero Cpoka
roagHocTn Habopa;

- KanubpoBOYHble NPObbl M KOHTPOJIbHYHO CbIBOPOTKY MOC/AE BCKPbITUS (P/laKOHOB
cnenyeT xpaHuTb Npu TemnepaTtype +2...+8 °C He 6onee 2 MecsueB;

—  OCTaBLUMNCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOIO pacTBopa cneayer
XpaHUTb Npu TemnepaTtype +2...+8 °C B TeueHue BCero cpoka rogHoOCTU
Habopa;

—  TMPUrOTOB/IEHHbIA OTMbIBOYHbIN PacTBOp CleAyeT XPaHWUTb MpU KOMHaTHOWM
Temnepatype (+18...+25°C) He 6onee 15 cytok wnm npu TemnepaType
+2...+8 °C He 6onee 45 cyToK.

MpumMeyaHue. Mocne MCNONb30BaHWS peareHTa HeMea/IeHHO 3aKpbiBalTe KpPbILWKY

dnakoHa. 3akpbiBanTe Kaxablh h1akoH CBOEN KPbILLKOM.

8.4. [ins npoBefeHMs aHanu3a He creayeT WCMosb30BaTb FEMOSIM3UMPOBAHHYHO,
MYTHYH CbIBOPOTKY (M/1a3My) KpOBM, @ Takxe CbIBOPOTKY (MnasMy) KpoBM, coaepiKallyo
asua HaTpus. Ecnu aHann3 Nnpon3BoANTCSA He B AeHb B3ATUS KPOBWU, CbIBOPOTKY (M1asmy)
cnepyeT xpaHuTb npu Temnepatype -20 °C. [MoBTOpHOE 3aMopaXkvBaHue-oTTanBaHue
06pa3L0oB CbIBOPOTKU (Ns1a3Mbl) KPOBU He AOMycKaeTcs.

8.5. VckntouaeTca mcnonb3oBaHMe Ana aHanusa obpasuoB CbIBOPOTKM (Mna3Mmbl)
KpOBW NtoAewn, Nony4yaBlIMX B Lensax AMarHOCTUKU UM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOASAT MbIlUMHbIE aHTUTENa.

8.6. Mpn wncnonb3loBaHun Habopa ana npoBeAeHUS HECKONIbKUX He3aBUCUMMbIX
Cepuin aHanuMsoB cnefyeT uMMeTb B BuAy, 4UTO AN  KaXAOro He3aBUCMMOro
onpeaeneHvss Heob6xoAMMO MOCTPOEHME HOBOrO KannmbpoBo4yHOro rpadwuka; Kpome
3TOro, peKoMeHAyeTcs onpeaeneHne KoHueHTpaumn csobogHoro NMCA B KOHTPOIbHOWN
CbIBOpPOTKE.

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

8.8. He wucnonb3yinte KOMMOHEHTbI M3 APYrMxX HabopoB WM W3 aHANOrMYHbIX
HabopoB Apyrnx cepum.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCb Ha pe3ynbTaTtax uccnenoBaHuii, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM MoJsib30BaTbCs HOpMaMu, MpuBeAEeHHbIMM Huxe. Bmecte ¢ Tem, B
COOTBETCTBUM C npaBunamum GLP (Xopowei nabopaToOpHOM NpaKTUKK), Kaxaas
nabopatopusi Ao/MKHa camMa onpeaennTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnenyemon nonynsaunn.

NMpumMmeuaHue. OnpepeneHve cooTHoweHus cBlNCA/o6MCA cneayeT NpoBOAUTb
Ha Habopax oaHol pmnpMblI-Nnpon3BoaAUTENS.

CooTtHoweHue cBlMCA/o6wuii NMCA, % (Ha6op «06MCA-UDA» 000 «XEMA» kaTN2 K221)
MpuMeHATb TONbKO NpyY 3HaYeHuax o6MNMCA 6onee 4.0 Hr/mn!

[obpokayecTBeHHblE COCTOSIHMS >10.0
AfeHoKapuMHOMa nNpocTaThl <10.0

11. INTEPATYPA

1. Christensson A, Bjork T, Nilsson O, et al. Serum Prostate Specific Antigen Complexed to al-
Antichymotrypsin As An Indicator of Prostate Cancer. J. of Urol. 150:100-105; 1993.

2. Lilja H, Christensson A, Dahlen U, et al. Prostate-specific antigen in serum occurs predominantly
in complex with a-1-antichymotrypsin. Clin Chem 37:1618-1625, 1991.

3. Stenman U-H, Leinonen J, Alfthan H, Rannikko S, Tuhkanen K, Alfthan O. A complex between
prostate-specific antigen and a-1-antichymotrypsin is the major form of prostate-specific antigen in
serum of patients with prostate cancer: assay of the complex improves clinical sensitivity for cancer.
Cancer Res. 51:222-226, 1991.

4. Catalona WJ, Smith DS, Ratliff TL, Basler JW. Detection of organ-confined prostate cancer is
increased through prostate-specific antigen-based screening. JAMA. 270:948-954, 1993.

5. Stamey TA, Yang N Hay AR, McNeal JE, Freiha, FS, Redwine E. Prostate-specific antigen as a
serum marker for adenocarcinoma of the prostate. N Engl J Med. 317-: 909-916, 1987.

6. Junker R, Brandt B, Zechel C, and Assmann, G. Comparison of Prostate-specific antigen (PSA)
measured by four combinations of free-PSA and total PSA assays. Clinical Chemistry 43:1588-1594,
1997.

7. Luderer AA, Chen Y-T, Soriano TF, et al. Measurements of the proportion of free to total prostate-
Specific antigen improves diagnostic performance of prostate-specific antigen in the diagnostic gray
zone of total prostate-specific antigen. Urology 46:187-194, 1995.

Mo Bonpocam, kacatowmmcsa kayectsa Habopa «cBMCA-UDA>,
cneayet obpawaTtbcs B OO0 «XEMA» no aapecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a MNapkosas, 4. 48, 1-i noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbIN)

3M1eKTpoHHas noyTta: info@xema.ru; rqc@xema.ru
WHTEPHET: wWww.Xema.ru; www.xema-medica.com
PykosoauTens cnyx6bl knneHTckoro cepsnca OO0 «XEMA»,
K. 6. H. [1. C. KocTpuknH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of free PSA 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

Prostate specific antigen (PSA) is a serin-like protease with molecular weight
ca. 34 kDa and was initially found exclusively in normal prostatic gland as well
as in prostatic fluid and seminal plasma. Later it was localized also in breast milk and,
according to its enzymological properties, was classified as human prekallikrein 3.

In human serum, most of PSA forms complexes with serine protease inhibitor
proteins (mostly alpha-1-antichymothripsin, and alpha-2-macroglobulin). A minor
proportion of PSA (free PSA) is circulating outside these complexes.

In a present test system, monoclonal antibodies PS2 capture both free and bound
forms of PSA with an equal affinity (“equimolar” binding”). To detect captured free
form of PSA, we use labelled monoclonal antibody PS1 which is highly specific for free
PSA. The specificities and epitope mapping of these two antibodies were confirmed by
independent laboratory (University of Turku, Finland).

Itis generally accepted now that the ratio free PSA/ total PSA may help in differential
diagnosis between benign diseases of prostatic gland (adenomas, inflammatory
diseases) and carcinomas. This ratio should be measured when the total PSA level
exceeds the used populational threshold level (usually, 4 ng/ml). In sera with lower
concentrations of total PSA, especially in women, the correct measurement of free
to total PSA ratio is not recommended by present test system.
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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 human
PSA-antibodies. Antigen from the specimen is captured by the antibodies coated onto
the microwell surface. Unbound material is removed by washing procedure. Second
antibodies - murine monoclonal to human free PSA, 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.

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. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material 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, 50-250 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.

N

7. TEST PROCEDURE

.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...+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 26X by 26 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 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

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 free PSA concentration.

9.3. Determine the corresponding concentration of free PSA 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"‘bsaonﬁfnl)lmts e
CAL 1 0 ng/ml 0.08
CAL 2 0.25 ng/ml 0.19 {w L
CAL3 0.75 ng/ml 0.40
CAL 4 2.5 ng/ml 1.42 L
CAL5 5 ng/ml 2.90 )

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
fPSA. 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.

Valid only for tPSA concentrations greater than 4.0 ng/ml
Ratio fPSA/tPSA (cat#K221, XEMA), %

Benign prostatic diseases >10.0
Prostatic carcinoma <10.0
Document: K231I Instruction version: 1901 Format version: 106
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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.0035 ng/ml.

11.2. Linearity

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

11.3. Recovery

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

12. LITERATURE

1. Christensson A, Bjork T, Nilsson O, et al. Serum Prostate Specific Antigen Complexed
to al-Antichymotrypsin As An Indicator of Prostate Cancer. J. of Urol. 150:100-105;
1993.

2. Lilja H, Christensson A, Dahlen U, et al. Prostate-specific antigen in serum occurs
predominantly in complex with a-1-antichymotrypsin. Clin Chem 37:1618-1625, 1991.
3. Stenman U-H, Leinonen J, Alfthan H, Rannikko S, Tuhkanen K, Alfthan O. A complex
between prostate-specific antigen and a-1-antichymotrypsin is the major form
of prostate-specific antigen in serum of patients with prostate cancer: assay of the
complex improves clinical sensitivity for cancer. Cancer Res. 51:222-226, 1991.

4. Catalona WJ], Smith DS, Ratliff TL, Basler JW. Detection of organ-confined prostate
cancer is increased through prostate-specific antigen-based screening. JAMA. 270:948-
954, 1993.

5. Stamey TA, Yang N Hay AR, McNeal JE, Freiha, FS, Redwine E. Prostate-specific
antigen as a serum marker for adenocarcinoma of the prostate. N Engl J Med. 317-:
909-916, 1987.

6. Junker R, Brandt B, Zechel C, and Assmann, G. Comparison of Prostate-specific
antigen (PSA) measured by four combinations of free-PSA and total PSA assays. Clinical
Chemistry 43:1588-1594, 1997.

7. Luderer AA, Chen Y-T, Soriano TF, et al. Measurements of the proportion of free
to total prostate-Specific antigen improves diagnostic performance of prostate-specific
antigen in the diagnostic gray zone of total prostate-specific antigen. Urology 46:187-
194, 1995
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Cumson / Symbol

3HaueHue cumBona / Symbolize

Mpoussoautens / Manufacturer

[aTa npoussoacTBa / Date of manufacture

Homep no katanory / Catalogue number

ERIEES 3

=1

Homep cepun / Batch code

3
2
H

Wcnonb3osaTb A0 (roa-mecsu) / Use By

OrpaHu4yeHue TemnepaTypbl / Temperature limitation

TONbKO ANS UH BUTPO ANArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumanwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npy HapyLUEHWUW LEeNOCTHOCTM YNakoBKH /
Do not use if package damaged

SORB MTP

MnaHweT / EIA strips

A

=

KannbposouHble npobbl / Calibrator set

CONTROL

KoHTponbHas ceiBopoTka / Control sera

KonbtoraT / Conjugate

SUBS TMB

PactBop cy6cTpaTa TeTpametunbersunamHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLIeHTpaT OTMbIBOYHOIO pacTsopa /
Washing solution concentrate

STOP

A

Cron-peareHT / Stop solution

=)
=
=3

N®A-Bydep / EIA buffer




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB AA ANArHOCTNKIN NHGEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a Mapkosas, A. 48, 1-11 noA., 5 sTax xemahelp

Ten.: +7 (495) 510-57 07, 737-39-36;

dakc: +7 (495) 737-00-40

e-mail: info@xema.ru

www.xema-medica.com

D000 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malwweposa, a. 11,
nutep A, kopn. 8/K, opuc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03176, r. Kues, yn. Akagemuka Edpemosa, a. 23;
e-mail: info@xema.com.ua
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