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K238I

«YTBEPXOEHA»
Mpukas Poc3apasHaasopa N2 2785-Mp/07 ot 18 ceHTabps 2007 r.
KPA N2 14359 ot 07.05.2007

MHCTPYKLUHMNA NO NPUMEHEHUNIO HABOPA PEATEHTOB
And AMMYHO®EPMEHTHOIO ONMPEAEJIEHUA
ACCOLMNPOBAHHOIO C BEPEMEHHOCTbBIO BEJIKA NJ1A3MbI
A (NABB-A) B CbIBOPOTKE (MJIASME) KPOBM
«MABB-A-UDA»

1. HASBHAYEHME

1.1. Habop peareHtoB «[ABB-A-UOA» npenHasHayeH ANS KOJMYECTBEHHOro
onpeaeneHns KOHUEeHTpauunm accouumpoBaHHOro ¢ 6epeMeHHOCTblo bHenka nnasmbl
A (MABB-A) B cbiBOpOTKE (N1a3Me) KpoBU METOAOM TBEPA0(PA3HOro UMMYHO(PEPMEHTHOIO
aHanusa.

1.2. PAPP-A (pregnancy-associated plasma protein A) uamM accouMmpoBaHHbIN
c bepemeHHocTblo 6enok nnasmel A (ABBIMA, TABB-A) npeactasnsetr cobon
rMUKOMNPOTENH, COCTOAWMIA M3 ABYX cybbeauHuu. [Mpu HOpManbHO MpoTeKawLlemn
6epeMeHHOCTU KOHUeHTpaums NMABB-A B MaTEpMHCKOM KPOBOTOKE BO3pacTaEeT B TeUeHue
nepBbiX ABYX TpPUMeCTpoB 6epemeHHOCTU. DyHKLUMOHasbHOe HasHadeHue [MABB-A
BO BpeMs 6epeMeHHOCTU OCTaeTCs HEBbISICHEHHbIM. B nepBoM TpuMecTpe 6epeMeHHOCTH
npu cuHapome [layHa y nnoga Habntopgaetcs cHuxeHue ypoBHs MABB-A B CcbiBOpOTKE
KpoBu MaTepu. MNocne 14-ii Heaenn 6epeMeHHOCTN pasnmMunsa Mexay cuHapomom [ayHa
N HopMoOW ncyesatoT. MamepeHune NMABB-A MOXeT 6bITb NCMOIb30BAHO B MpeHaTaslbHOM
CKPUHWHIre 6epeMeHHOCTU BbICOKOro pucka. OnpeaeneHne NABB-A B nepBoM TpuMecTpe
BXOAWUT B COCTaB OAHOMN M3 KOMOUHALMA TECTOB:

- TABB-A + cBoboaHas 6eTa-uenb XI4Y;

- TABB-A + cBobogHas 6eTa-uenb XY + TonwmHa BOPOTHUKOBOIO MPOCTPaHCTBA

npu Y3W nnoaa.

BHe 6epeMeHHOCTM M Yy MYXUYUH CbIBOPOTOYHbIV ypoBeHb MABB-A B HOpMe KpaWHe
HU3KMA M OObIYHO HAXOAUTCA HWXKE UYyBCTBUTENbHOCTM METOAOM WMMyHOaHanusa;
B rocsefHee BpeMs MOAB/ISAIOTCA yKasaHuUs Ha CBA3b MNoBblleHUs ypoBHS [TABB-A
C NOBbIWEHHbIM PUCKOM OC/IOXXHEHWUI MeMmnyeckoi 6onesHn cepaua.
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2. IPUHUMUN PABOTblI HABOPA

OnpegeneHne accoummpoBaHHOro ¢ 6epemMeHHocTblo 6enka nnasmbl A (MABB-A)
OCHOBaHO Ha WCMNONb30BaHWW  «COHABUY»-BapuaHTa TBepAodasHOro WMMMYHO-
¢depMeHTHOro aHanusa. Ha BHyTpeHHel NoOBEpPXHOCTWU JIYHOK MiaHweTa MMMobunmso-
BaHbl MbIWWHbIE MOHOK/MOHasNbHble aHTuTena K T[1ABB-A 4enoseka. B nyHkax
nnaHwerta, npu paobaBneHun wuccnegyemoro obpasua, MpOUCXOAUT CBA3bIBaHUE
MABB-A, copepxalwerocs B uccnegyemoMm obpasue, C aHTUTeNaMnm Ha TBepaok
¢daze. O6pa3oBaBLUNICS KOMMMEKC BbISBASIOT C MOMOLLbI KOHblOraTta MbIWMHbBIX
MOHOKJI0HasbHbIX aHTuUTen K NMABB-A yenoBeka ¢ nepokcuaason xpeHa. B pesynbtaTte
obpa3syeTcs CBSI3aHHbIN C MNJACTUKOM <«C3HABWUY», coaepXaluii nepokcmaasy. Bo
BpeMsa MHKybaumn c pactBopoM cybcTpaTa TeTpameTunbeHsmanHa (TMB) npoucxoaut
OoKpalmBaHMe pacTBOPOB B JlyHKax. IHTEHCMBHOCTb OKpacKu NpsiMo NponopuMoHanbHa
KOHLEHTpaLuMmM accoummpoBaHHOro c 6epeMeHHoCTblo 6enka nnasmbl A (MABB-A)
B uccnenyemom obpasue. KoHueHTpaumio accoummpoBaHHOro ¢ 6epemMeHHoOCTbIO 6enka
nna3mbl A (MABB-A) B uccneayembix obpasuax onpenensiotT no KanmbpoBOYHOMY
rpacduKky 3aBUMCMMOCTM OMNTUYECKOW MJAOTHOCTU OT COAEpPXAaHUs accouMMpOBaHHOMO
c 6epeMeHHOCTbIO 6enka nnasmbl A (MABB-A) B kannbpoBoyHbIX npobax.

3. AHAJTIUTUNYECKUE XAPAKTEPUCTUKHA

3.1. CneundUNYHOCTD.

Mcnonb3oBaHme MbIWKWHBLIX MOHOKIOHAsIbHbIX aHTUTeN K NABB-A No3BoNseT 4OCTUYbL
BbICOKOW CneunduyHoCTN aHanmsa.

3.2. Bocnpou3BoAUMOCTDb.

KoadppuumeHT BapmaLumm pesynbTaToB onpeaeneHuns cogepxaHus MNABB-A B 04HOM 1
TOM e obpasue cbiBOpoTkM (M1asMbl) KpoBWU C ucronb3oBaHMeM Habopa «MABB-A-UDA»
He npesbiwaeT 8,0%.

3.3. JINHEeMAHOCTb.

3aBUCUMOCTb KOHUeHTpaumn MABB-A B obpasuax cbiBOPOTKM (nia3Mbl) KpOBM
npu pasBefeHnM UX CbIBOPOTKOW (Mna3mMon) KpoBu, He copepxallen MABB-A, nmeet
NMHEeNHbI XapakTep B Auana3oHe KoHueHTpauuh 40-10000 MEa/n wn coctasnser
+10,0%.

3.4. TOYHOCTb.

[JaHHbIA aHanUTUYeCcKM napaMeTp MPOBEPSETCHd TEeCTOM Ha <«OTKpbITue» -
COOTBETCTBME M3MEPEHHON KoHUeHTpauuu MNABB-A npeanucaHHOM, NONYYEHHON NMyTEM
CMeLIMBaHMS paBHbIX 06BEMOB KOHTPOJIBHOW CbIBOPOTKU M KannbpoBOYHOM MNpPo6bI
150 MEa/n. MpoueHT «oTKkpbITUA» coctasnseT 90-110%.

3.5. UyBCTBUTEJ/IbHOCTD.

MuHMManbHas focToBepHo onpegensemMast Habopom «MABB-A-UDA» KOHLEHTpauums
MABB-A B cbiBOpOTKe (Nn1a3Me) KpoBu He npesbiwaeT 20 MEa/n.
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNoTeHUManbHbIN puck NpuMmeHeHus Habopa — knacc 2a (FOCT P 51609-2000).

5.2. Bce koMmnoHeHTbl Habopa, 3a ucknwuyeHnem crton-peareHTta (5,0% pacTtBop
CEPHOW KMUCNOTbI), B UCMOJIb3YyEMbIX KOHLEHTPaUNUSX ABNSIOTCA HETOKCUYHBIMMU.

PactBop cepHoW kucnoTbl obnajaeT pasgpaxawmowmm gericteuem. UsberaTb
pa3bpbI3rMBaHUs U NoMaAaHus Ha KOXY U Cin3ncTble. Mpu nonagaHum Ha KOXY U CIM3UCTbIe
NopaKeHHbI y4acToK cnefyeT NpoMbITb 6ONbLINMM KOIMYECTBOM NPOTOYHOM BOAbI.

5.3. lNpu pabote c HabopoM cneayet cobniogate «lMpaBuna yCTpONCTBa, TEXHUKMU
6e30MacHOCTM, MPOM3BOACTBEHHOW CaHWTapuu, MNPOTMBOIMUAEMUYECKOrO pexuma Wt
NMYHOW rurmeHbl Npu pabote B nabopatopusix (OTAeNeHuax, oTaenax) CaHuTapHO-
3MNNAEMUONIOTNYECKUX YUPEXAEHUIA cucTeMbl MUHUCTEpCTBa 3apaBooxpaHeHuss CCCP»
(MockBa, 1981 r.).

5.4. MNpu pabote ¢ Habopom cneayet HageBaTb OAHOPA30Bble PE3VMHOBLIE WU
Na1acTMKOBbIe NepYaTKn, Tak kak 06pa3Lbl KPOBM YenoBeKa crieayeT pacCMaTpmBaTb Kak
NoTeHUManbHO MHOULMPOBAHHbIA MaTepuan, CNoCobHbI ANUTENbHOE BPEMS COXPaHSTb
n nepegaBaTb BWY, Bupyc rematuta wnu nwboin apyro Bo36yauTenb BUPYCHOM
MHbeKUMN.

6. OBOPYAOBAHUE U MATEPUAIJIbI,
HEOBXOAWUMBbBIE NPU PABOTE C HABOPOM

- (POTOMETp BEpTUKANbHOI0 CKAaHNPOBAHWS, MO3BOJISOLLNIA N3MEPATb ONTUYECKY O
MAOTHOCTb COAEPXKMMOrO JIYHOK MjaHweTa nNpu AsMHe BOSIHbI 450 HM;

- TepMocTaT, noaaepXxuBarmwmn temnepatypy +37+-0,1 °C;

—  [03aTopbl CO CMEHHbIMW HaKOHEYHMKaMK, no3sonswwme oTbnpatb 06bLEMbI
B Anana3oHe 25-250 Mkn;

- UWIMHAP MepHbI BMecTuMocTbio 500 Mmn;

- BOAa AUCTUNNIMPOBaHHas;

- rep4yaTku pe3nHOoBble UKW NIacTUKOBbIE;

- 6ymara dunbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB A/ AHAJIN3A

7.1. MNepepa npoBefeHWeM aHanm3a KoMnoHeHTbl Habopa n nccneagyemele obpasubl
CbIBOPOTKM (MNNa3Mbl) KpOBW cfefyeT BblAepXaTb MNpW KOMHATHOW TeMmnepaType
(+18-25 °C) He MeHee 30 MUH.

7.2. MpurortosBneHve niaaHweTa.

BCKpbITb MakeT C MJaHWeTOM U YCTaHOBUTb Ha paMKy Heo6XoAMMOe KONM4ecTBO
cTpunoB. OcTaBLlnecs Hencnonb30BaHHbIMM CTPUMbI, YTOObI NPeAOTBPaTUTL BO3AENCTBME
Ha HWX BNaru, TWaTenbHO 3aKkneuTb 6yMaron ANns 3akfenBaHUsa naaHweTa u XpaHuTb
npu Temnepatype +2-8 °C B TeyeHMe BCero cpoka rogHoctn Habopa.

7.3. MpurortoBsieHne OTMbIBOYHOIO pacTBopa.

Coaepxumoe dnakoHa € KOHLEHTPATOM OTMbIBOYHOIO pacTtsopa (22 Mn), nepeHectn
B MEPHbIN LMAMHAP BMecTuMOoCTbto 500 Mn, no6aBuTb 440 M AUCTUNNIMPOBAHHOW BOAbI U
TwaTtenbHO nepeMewaTs. B cnyyae gpobHoro ncnone3osaHuns Habopa cneayet otobpathb
HeobxoAMMOe KOIMYECTBO KOHLUEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTy AUCTUANN-
poBaHHOM BoAoM B 21 pa3 (1 MN KOHLEHTpaTa OTMbIBOYHOrO pacTteopa + 20 mn auctun-
NINPOBaHHOM BOAbI).
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8. YCNOBUSA XPAHEHNSA U SKCIMJTYATALIUMN HABOPA

8.1. Habop peareHToB «[MABB-A-UDA» fOMKEH XPaHUTbLCS B yNaKoBKe NpeanpusTms-
M3roToBuTENS Npu TemnepaTtype +2-8 °C B TeyeHue BCEro cpoka rogHoCTM, yKa3aHHOro
Ha ynakoBke Habopa.
[onyckaeTcs xpaHeHue (TpaHcrnopTupoBka) Habopa npwu Temnepatype ao +25 °C
He 6onee 5 cyTok. He gonyckaeTcs 3amopaxwusaHue uenoro Habopa.
8.2. Habop paccuutaH Ha npoBeaeHue aHanusa B aybnukatax 41 mccnepyembix
obpasuoB, 6 KanMbpoBOYHbLIX MpPo6 M 1 Npobbl KOHTPONIbHOM CbIBOPOTKM (BCEro
96 onpepeneHuni).
8.3. B cnyyae apobHoro mcnonb3oBaHust Habopa KOMMOHEHTbI creayeT XpaHuTb
cneaytowmm obpasom:
- OCTaBLUMECH HEWUCNOsIb30BaHHbIMW CTPUMbl HEOOXOAMMO TLLATENbHO 3aKNenTb
bymarorn Ans 3akneuBaHUs MnaHweTa M XpaHuTb Npu Temnepatype +2-8 °C
B TeYeHne Bcero cpoka rogHoctn Habopa;

- KOHbtoraTt, cybcTpaTt, cTon-peareHT Mocne BCKpbITUS (YakoHOB cneayer
XpaHuUTb Npu TemnepaType +2-8 °C B TeueHne BCero cpoka rogHoctn Habopa;

- KanubpoBoYHble NPOb6bl M KOHTPOJIbHYIO CbIBOPOTKY NOC/AE BCKPbITUS (P/lakOHOB

cnenyeT XxpaHuTb Npu TemnepaType +2-8 °C He 6onee 2 Mecsues;

—  OCTaBLUMINCA HENCMOJIb30BaHHbIM KOHLIEHTPAT OTMbIBOYHOrO pacTBopa cneayer

XpaHuTb Npu TemnepaTtype +2-8 °C B TeueHne Bcero cpoka rogHoctn Habopa;

—  TPUrOTOB/IEHHbIA OTMbIBOYHbIN pacTBOp ClefyeT XPaHWTb MpuW KOMHaTHOWM

Temnepatype (+18-25 °C) He 6onee 5 cyTok unm npu Temnepatype +2-8 °C
He 6onee 30 cyToK;

MpumMeyaHue. Mocne MCNoNb30BaHMS peareHTa HeMeAeHHO 3aKpbiBalTe KpbILKY
¢nakoHa. 3akpblBaliTe Kaxabli hfakoH CBOEN KpPbILLIKON.

8.4. ins npoBeaeHWs aHanuM3a He cneayeT MCMNOJSb30BaTb FEMOSIM3MPOBAHHYIO,
MYTHYI CbIBOPOTKY (M/s1a3My) KPOBU, @ Takxe CbIBOPOTKY (Ns1ia3My) KpoBU, CoAepKaLLyto
asua HaTpus. Ecnu aHann3 npon3BoanTCSA He B AeHb B3STUS KPOBW, CbIBOPOTKY (Masmy)
cnenyet xpaHuTb Npu Temnepatype -20 °C. [oBTOpHOe 3aMOpa)XuBaHuWe-oTTamBaHue
06pa3LoB CbIBOPOTKU (NS1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. VckntouaeTca Mcnosib3oBaHMe Ana aHanu3a obpasuoB CbIBOPOTKM (MnasMmbl)
KPOBW NtoAer, Nony4yasBlwmMx B Lensx AMarHOCTUKM UNW Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbIlUNHbIE @aHTUTENa.

8.6. Mpn wucnonb3oBaHum Habopa Ana npoBeAeHUS HECKOSIbKUX He3aBUCUMMbIX
cepuil aHanuM30B cneayeT UMeTb B BMAY, YTO ANS KaXA0ro He3aBUCMMOro onpeaeneHms
Heo6XxoAMMO  MOCTPOEHME HOBOro  KanuMbpoBOYHOro rpaduka; Kpome 3TOro,
pekoMeHAyeTCs onpeaeneHne KOHUEHTPauuu accouMMpOBaHHOTO C 6epeMeHHOCTbIO
6enka nnasmbl A (MABB-A) B KOHTPOIbHOM CbIBOPOTKE.

8.7. Ins nony4yeHus HagexXHbIX pe3ynbTaToB HeobxoanMmo cTporoe cobnwoaeHue
WNHCTpyKUMM No npuMmeHeHuto Habopa.
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10. OOXXKMAAEMbIE 3HAYEHUA U HOPMbI

lMpuBeaeHHbIE HMXE MeAuaHbl Nony4deHbl Ha OCHoBe aHanumsa 1840 cbiBOpOTOK
KpoBW 6epeMeHHbIX >XeHWMUH — XuTenbHuu CaHkT-lMeTepbypra v JleHWHrpaackom
obnactn - B HWW akywepcTtBa 1 ruHekonornm um. OTTa C NOMOLLbO AaHHOro Habopa.

MpuBeneHHble B Tabnmue 3Ha4YeHU UMEIOT peKkoMeHAaTesNbHbIA XapakTep U MOryT
NCNONb30BaTbCs ANS pacyeTa pucka cvHapoMa [layHa TONbKO Ha 3Tane HakomnaeHus
COBCTBEHHbIX MeanaH B KaXxaow nabopaTopuin.

3HayeHns MeanaH MOryT OT/IMYaTbCA B Pas/iMyHbIX reorpadmyecknx 30Hax BBUAY
pacoBbIX W MOMNYISLUMOHHBIX 0CO6EHHOCTEN.

B cootBeTcTBUM € npaBunamu GLP (Xopowei nabopaTopHON NpakTUKK), Kaxaas
nabopatopus AO/HKHa cama onpefenuTb NapaMeTpbl HOPMbl, XapakKTepHble ANns
obcnenyemon nonynsaunu.

Mo Mepe Hakorn/ieHusi HOBbIX AaHHbIX O MeAnaHax AaHHble OyAyT YTOYHSITbCS —
BbICblZIaNiTe 3arpockl Ha agpec rgc@xema.ru

[ns pacyeta pucka cmHapoma [layHa C y4eToM AaHHbIX APYruX napaMmeTpoB repBoro
TPUMECTPa PEKOMEHAYETCS MUCroJib30Batb rporpammy KPC/-XEMA.

MpumeuaHune. 3HauveHuss KoHueHTpaumin [MABB-A B wuccnegyemblix obpasuax,
HaxoAaslWMecs HuxXe rpaHuubl 4JyeBcTBuTenbHocTM Habopa (20 MEa/n), a Takxe
npeBbillaloWmMe 3Ha4YeHne BepxHeln kKannbposouHor npobbl (10000 MEa/n) cnepyet
npuBOAMTL B cneaywolen dopme: B uccnegyemMom obpasue X koHueHTpaums MABB-A
Huxe 20 MEa/n vinn Bbiwe 10000 MEa/n.

B Habope «[ABB-A-U®A» 3HayeHUs KOHUEHTpauuii KanmbpoBOYHbIX Npob
BblpaXxeHbl B MEA/N. [Ans nepecyeTa KOHUEHTpauuin B MKI/MA, NOSyYEHHOE 3HayeHune
KOHUeHTpauun B MEA/n cnepyeTt yMHOXUTb Ha 0.0045.

1 MEa/n = 0.0045 mkr/mn

EAnHnLUbI EanHuubl gon.
Uccnepyemasn MEa/n MKr/mn
npymnna Hu>kHMA BepXxHuii HukHMiA BepxHui
npepen npepen npepen npepen
My>XUMHBbI - 150 - 0.68
XKeHLWMHbI - 150 - 0.68
MeaunaHbl n CKO (pekoMeHAyeMbln AgnanasoH Hopm 0.5-2.0 MOM)
S enenn | mtarn cKo
9 Hepens 969 2.9
10 Hepens 1279 3.3
11 Hepensa 2153 3.4
12 Hepensa 3205 3.4
13 Hepens 4250 3.6
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Mo BonpocaM, kacatwmnmcs kadectsa Habopa «MABB-A-UDA>,
cnepyet obpauwatbecs B OO0 «XEMA» no agpecy:

105043, MockBa, a/s 58,

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

3M1eKTpOHHas noyTa: info@xema.ru; rqc@xema.ru
WHTEpHET: www.Xema.ru; www.xema-medica.com

PykoBoauTenb cnyxbbl knueHTckoro cepsuca 000 «XEMA»,
K. 6. H. []. C. KOCTpUKUH
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Instruction for use

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

1. INTENDED USE

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

This kit is designed for measurement of pregnancy-associated plasma protein A
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

PAPP-A (pregnancy-associated plasma protein A) is a high molecular weight
glycoprotein consisting of two subunits. In normal pregnancy, PAPP-A level in maternal
blood increases during the first two trimesters. Functional significance of PAPP-A during
pregnancy remains unclear.

Lowered levels of PAPP-A are observed in Down’s syndrome (trisomy 21) during
weeks 8-12; after week 14, PAPP-A levels become similar to those in normal pregnancies.
Low PAPP-A levels are also found in other trisomies (18 and 13) and chromosomal
abnormalities in the fetus and in complicated pregnancies.

Determination of PAPP-A level in the first trimester is used in the following
combinations of tests:

1. PAPP-A + free beta-HCG

2. PAPP-A + free beta-HCG + USI of nuchal translucency

In men and non-pregnant women, PAPP-A level is extremely low - usually, it is below
the sensitivity level of most immunoassays. Recently, some evidence has appeared
to confirm a link between raised PAPP-A levels and increased risk of complications
in patients with coronary disease.
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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 PAPP-A-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies — murine monoclonal to human
PAPP-A, labelled with peroxidase enzyme, are then added into the microwells. After
washing procedure, the remaining enzymatic activity bound to the microwell surface
is detected and quantified by addition of chromogen-substrate mixture, stop solution
and photometry at 450 nm. Optical density in the microwell is directly related
to the quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5,0% H2S04. 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 to 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 to +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.

7.3. Assay flowchart

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

7.4. Alternative units:

1 mU/l = 0.0045 pg/ml

Document: K238I Instruction version: 908 Format version: 902

13



K238I

‘uononpaJ ejep J1oj poyaw boj-ull Alddy | TT
103eJql|ed 3s4y uo ue|q J939wo3oyd 39S | 0T
"wu 0S¢ 1e (Alisuap |eonndo) QO aJ4nsea | 6
'S||am Y3 03Ul dOLS Jo |1 00T dsuadsig | 8
‘Do §¢-8T 1€ sejnuiw 0¢-0T @3eqndur | £
'S||oam 3y3 ojul gWL SANS 40 |1 00T dsuadsia | 9
'sawi} g sdils aya ysem
ua3em pajisip Aq (XTZ HSYM 4Ng) 21e13uaduod uoianjos buiysem jo uonnjip Xtz Aq uonnjos buiysem aiedald | §
Do LE 1B S9INUIW 09 eqndu | {
(311 ®y3 ojul papnjpul) adel aAIsaype aie|d AQ S||am dY3 JIBA0D
‘S|lom ay3 ojul sajdwes umoudun pue JOYINOD so|dwes |oJjuod ‘9-T yD sJojedqied jo i Q1 39did| €
'S||am Y3 03Ul dYH CNOD 4o | 00T dsuadsia | ¢
'SdIYLS dIsnNn
WOY4 3dV.L ONITVAS IAISTIHAY IACWIY LON OQ 'djdwes umouxun yoes 1oj s||oam om} pue JOYLNOD sa|dwes
|0.3U0D pue 9-T YD SJ03eIql|eD BY3 404 S||9M T 931eJ0||e ‘dwed) ay3j 03Ul sdJ3soJdIW JO Joquinu padisap syl ind | T

aanpadoud Aessy "G/

Instruction version: 908 Format version: 902

Document: K238I

14



XEMA

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 pregnancy-associated
plasma protein A concentration.

9.3. Determine the corresponding concentration of pregnancy-associated plasma
protein A 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 U Iﬁ?:?;';ao":%) Z: I P
CAL 1 0 mu/I 0.07 s
CAL 2 40 mU/I 0.12 |
CAL 3 150 mu/I 0.20 §
CAL 4 600 mu/I 0.49 o -1/
CAL5 2500 mu/I 1.55 F
CAL 6 10000 mU/I 2.35 ’ ’ — * sl

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 PAPP-A. 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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Units Units alternative
Sex, age muU/I pg/mi
Lower limit Upper limit Lower limit Upper limit

Males - 150 - 0.68

Females - 150 - 0.68
Pregnancy | Median, mu/I| SKo
9 969 2.9
10 1279 3.3
11 2153 3.4
12 3205 3.4
13 4250 3.6

11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity / Cross reactivity.

The monoclonal antibody is specific for human PAPP-A. There is no cross-reactivity
to other species

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 20 mU/I.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different pregnancy-
associated plasma protein A concentrations. Linearity percentages obtained ranged within
90 to 110%.

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known pregnancy-associated
plasma protein A concentrations. The recovery percentages ranged from 90 to 110%.
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