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K104MI

«YTBEPXAEHA»
Mpukas Poc3apasHaaszopa N2 2076-Mp/10 ot 16 mapTta 2010 r.
KPA N2 4195 ot 28.01.2010 r.

MHCTPYKLUMA NO NTPUMEHEHUIO HABOPA PEATEHTOB
ansd AMMYHO®EPMEHTHOIO ONPEAEJIEHUA IgM AHTUTEN
K AHTUFEHAM HERPES SIMPLEX VIRUS 1 1 2 TUMNA (HSV 1, 2)
B CbIBOPOTKE (MJIASME) KPOBM

1. HASBHAYEHME

1.1. Habop peareHtoB «HSV 1,2 IgM-UOA» npegHasHayeH Ans KayeCTBEHHOro
onpepenernns IgM aHtuten Kk aHTureHam Herpes Simplex Virus 1 n 2 tuna (HSV 1,2)
B CbIBOpPOTKe (nsa3Me) KpoBM MeTOA0M TBepA0da3HOro MMMyHOMEPMEHTHOIO aHanmsa.

1.2. lMpocTon repnec (repnetnyeckas MHMEKLNS) - 3TO XPOHUYECKOE peLmansmpytoLlee
MH@peKUuMoHHoe 3aboneBaHuWe, Bbi3BaHHOE BMpycaMW MNPOCTOro reprneca TvnoB 1 un 2.
BonesHb npoTekaeT B JIOKaNN30BaHHbIX GOpMax C Ny3bipyaTbiMU BbICLINAHUAMW Ha KOXE
M CNU3UCTbIX 060/104KaX, @ TakXe B reHepasn3oBaHHbIX OpMaxX C MOPaKeHUEM MHOTMUX
OpraHos.

1.3. Mpwn 3apaxeHun BUpycoM npoctoro repneca (BMl, HSV) 1 n 2 TMnoB nponcxoaunt
nocnepoBaTesibHbIA CMHTE3 aHTuUTen knaccos IgM, IgG, IgA. MMMyHOrnobynuHbl knacca
IgM nosiBnsitoTCA Nocne AecsToro AHA C MOMeHTa MHMWMUMPOBaHWS, UX YPOBEHb HapacTaeT
B TeuyeHuWe ABYyX Hepenb. Yepez 7-10 pgHen nocne nosieneHnss IgM cuHTe3mnpyroTcs
cneundunyeckme Kk BN uMmyHornobynuHbl knacca IgG, KoTopble MPUCYTCTBYIOT B OpraH13me
yenoBeKa Ha MPOTSXKEHUM BCEWN XU3HU.

1.4. lokasaTenbCTBOM NEPBUYHOW reprneTnyeckor NHdekunn aBnsieTcs onpeaeneHme
cneundunyeckmnx IgM n\mnm yeTbipexkpaTHOe yBeMYEHNE YPOBHS Creumnduyeckmx aHtuten
knacca IgG B napHbIX CbIBOPOTKaX, B3sATbIX Yy 60/bHOro C MHTEpBasoM B 14-20 aHen.
MosiBneHne aHTMTENn Knacca IgM y nuua, wHduumposaHHoro BII, cBuaeTenscTeyeT
06 o6ocTpeHnn 6onesHu.

2. MPUHUMN PABOTbl HABOPA

Onpeaenenne IgM aHTuten k aHtureHam Herpes Simplex Virus 1 n 2 tuna (HSV 1,2)
OCHOBAHO Ha WUCMO/Ib30BaHUU «CIHABUY»-BapuaHTa TBEpPA0(da3HOro MMMYHO(MEPMEHTHOIO
aHanu3a. Ha  BHyTpPeHHeil MOBEepXHOCTM JIYHOK MiaHwWweTa  MMMO6MAN30BaHbI
MOHOK/IOHaNbHble aHTUTena k IgM. AHTuTena u3 obpasua CBSA3bIBAKOTCA C aHTUTENnamu
K IgM Ha TBepaoi dase. Obpa3oBaBLUMINCA KOMMIEKC BbISBASIOT C MOMOLLbIO KOHblOraTa
aHTureHa HSV 1,2 ¢ nepokcuzason xpeHa. B pesynbTaTe o06pasyeTcsi CBA3aHHbLIN
C NNacTUKOM «C3HABUY», coAepXKalunin nepokcnaasy. Bo spemsa nHkybaumm c pacTBOpoM
cybctpata TeTpameTunbeHsnauHa (TMB) nponcxoanT okpalmBaHWe pacTBOPOB B JIyHKaX.
MNHTEHCMBHOCTb OKpacku npAMO MponopUMoHasibHa KOHLEHTpauuu IgM  aHTUTEN
K aHTMreHam HSV 1,2 B wuccnegyemom obpasue. UHaekc nosumtmBHoctn (UM, %) IgM
aHTUTen K aHtureHam HSV 1,2 B unccnegyembix obpasuax paccumtbiBaeTcs no dopmyne,
NpuBEAEHHOW B MHCTPYKLUK.
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3. AHAJINMTUYECKUE XAPAKTEPUCTUKUN

3.1. CneundNYHOCTb U YYBCTBUTEJIbHOCTD.

Habop peareHToB «HSV 1,2 IgM-UDA» onpeaensieT KOMMep4YecKyto NaHes b CbiIBOPOTOK
Anti-HSV1/2 Mixed Titer Performance Panel PTH201 npou3sBoacTtBa Boston Biomedica
Company (CLUA) B cOOTBETCTBMM C NACMOPTHLIMU AAHHBIMU U KOPPENNPYET CO 3HAYEHUSIMU,
rnony4YyeHHbIMM Ha Habope peareHToB Gull EIA HSV1/2-IgM (lot 5FKAVG, 5BKARA). MNaHenb
COAEPXUT 9 MONOXWUTENbHbIX W 16 oTpuuaTenbHbiXx 06pasuoB. [lpu wuccnegoBaHUM
cneunduyHOCTN C UCMOoNb30BaHMEM 47 CbIBOPOTOK, OTpuuaTenbHbiX Ha IgM aHTuTena
Kk HSV 1,2 Ha Habopax peareHToB DiaSorin (UTtanusa) n NovaTec (FepmaHusa), Bce obpasubl
6b1I1n onpeaeneHbl Kak oTpuuaTesnbHble.

3.2. BocnpousBoaAUMOCTb.

KoadduumeHT Bapuaumm pesynbLTaToB OMpeaeneHns copepxanus IgM aHTuTen
K aHTMreHam Herpes Simplex Virus 1 n 2 tTuna (HSV 1,2) B ogHOM 1 TOM Xe obpa3ue
CbIBOPOTKM (NN1a3Mbl) KpOBU C ncrnonb3oBaHveM Habopa «HSV 1,2 IgM-U®A» He npeBsbiluaeT
8,0%.

KoadpduumneHt Bapuaumm (CV) ans obpasuoB, U3MepeHHbIX Ha ABYX cepusax Habopa
peareHToB «HSV 1,2 IgM-U®A>» (Intra-assay)

06pa3ew, N° | Kon-Bo noBTopoB | 3Hauenue, O cpepnsan | CV1,% | CV2,%
1 32 0.547 7.4 6.2
2 32 1.548 5.1 4.8

KoaddbunumeHT Bapmaumnm (CV) ans obpasuoB, n3MepeHHbIX Ha OAHOM cepun Habopa
peareHToB «HSV 1,2 IgM-UDA» B TeueHune Tpex AHewn (Inter-assay)

06paseu, N° Kon-Bo nosropoB | 3Hauenue, Oll cpepnaa | CV1,%
1 8 0.785 8.2
2 8 1.95 6.4
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4. COCTAB HABOPA

KoM::I?em CumBon HaumeHoBaHune Kon-Bo | Ep. Onucanue
MnaHwer 96-1yHOYHbIN
NMosIMCTUPONOBLIN _
1 |P10MZ SORB MTP CTpVII'll/IpOBaHHbIVI: roToB 1 wr.
K MCMOJIb30BaHMUIO
KOHTpO/IbHbIE CbIBOPOTKM
(oTpuuaTenbHbIN 1 npo3payHas
MOJIOXUTENbHbIA KOHTPOIN) 6ecuBeTHas
_ |Ha ocHOBE CbIBOPOTKWN KpOBM XKUAKOCTb U
2 gg:gz’:g 28N$E8::+ yenoBeKa C U3BECTHbIM 2 WT.| nMpo3payvHas
copepxanuvem IgM aHTuten XXUAKOCTb
HSV 1,2, roTtoBbl K KpacHoro
ncnonb3oBaHuto (0.5 Ma um LuBeTa
0.2 M1 COOTBETCTBEHHO)
npospayvHas
3 [T104MX2Z CONJ 11X E(log;lil;l_l';paT KoHbloraTa, 1 . )?(M.D,pKOCTb
! CUHero uBeTa
Bydep ansa passepeHus npospayHas
KOHLIeHTpaTa KOHblorara, XKMAKOCTb
4 |ST104MZ | DIL CONJ roToB K UCMosb3oBaHuto (12 1 L. XKenToro
M) LuBeTa
UDA-Bydep, rotos npospadtas
5 1S011z DIL ! 1 . XKUAKOCTb
K ncnonb3oBaHuoo (11 mn) CHHEro LBeTa
PacTtBop cy6cTparta
npospayvHas
6 |RO55Z SUBS TMB |TeTPameTun6ensnanHa 1 |wr 62cugeTHaﬂ
(TMB), roTtos ) XWAKOCTb
K ncnonbsosaHuo (11 mn)
BUF WASH KoHLeHTpaT OTMbIBOYHOIO npospayvHas
7 |S008z 21X pacTtBopa, 21x-KpaTHbll 1 wt.| 6ecuBeTHas
(22 mn) XNAKOCTb
Cron-peareHT, rotos npospadHasn
8 |R050Z STOP ! 1 wT.| 6ecuBeTHas
K ncnonb3oBaHuo (11 mn) XAOKOCTD
Bymara ansa 3aknenBaHus _
9 |NOO3 nnaHweTa 2 T
WNHCTpYyKLUMS NO NMPUMEHEHNIO
10 | K104MI Habopa peareHToB 1 . -
«HSV 1,2 IgM-NDA>»
[MacnopT KOHTpPONA KayecTea
11 |[K104MQ Habopa peareHToB 1 . -
«HSV 1,2 IgM-NDA»
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5. MEPbI MPEAOCTOPOXXHOCTHU

5.1. MNMoTeHumnanbHbIM puck npumeHeHnst Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce KOMMOHeHTbl Habopa, 3a wuckio4deHuem cton-peareHTa (5,0% pacTtBop
CEpPHOW KUC/OTbI), B MCMOIb3YEMbIX KOHLUEHTPaUMAX SBNSKOTCS HETOKCUYHbIMU.

PacTBop cepHoM KMCNOTbl 06naAaeT pasapakatolumM AencTBneM. M3beraTtb pa3bpbl3rmBa-
HUS M NONaZaHusa Ha KOXY U CM3nCTble. [py nonagaHum Ha KOXY M CIM3UCTble NMOpaXXeHHbIN
y4acToK cniefyeT npoMbiTb 60/bLLNMM KOMIMYECTBOM MPOTOYHOM BOAbI.

5.3. lNpu pabote ¢ Habopom cnepyet cobniogate «[paBuna ycTpoOMUCTBa, TEXHUKU
6e30nmacHOCTX, MNPOW3BOACTBEHHOW  CaHWTapuu, MPOTMBO3MUAEMMYECKOrO  pexuMma
M JINYHOW rurveHbl npu paborte B nabopatopusax (OTAeNneHuaXx, oTAenax) CaHUTapHO-
3MNUAEMUONOTNYECKUX YUPEXAEeHUA cucTeMbl MWHUCTEpCTBa 34paBooxpaHeHust CCCP»
(Mockga, 1981 r.).

5.4. Mpu pabote c HabopoMm cnegyeTr HageBaTb OAHOPa30Bble pE3VHOBblE WK
N1acTUKOBbIE MepyYaTKM, Tak Kak obpasubl KPOBWM YenioBeKka CreAyeT paccMaTpuBaTbh Kak
noTeHunanbHO MHMOULMPOBAHHbBIA MaTepuasn, CroCObHbIN ANUTENbHOE BPEMSI COXPaHaTb U
nepeaasaTb BUY, Bupyc renaturta nam nobon apyrov Bo3byantens BUPYCHOM MHGPEKLMN.

6. OBOPYAOBAHUE U MATEPWUAJbI,
HEOBXOAWMMBbIE NP PABOTE C HABOPOM

- doTOMETP BEPTMKANBHOIO CKAHWUPOBaHMUS, MO3BOJNISIOWNIA U3MEPSTb OMNTUYECKYHO
NIOTHOCTb COAEPXXMMOr0 JTYHOK MiaHLweTa Mnpu ANMHE BOSHblI 450 HM;

- TepMocTaT, NnogaepXuBatowmn temnepatypy +37 °C £0,1 °C

- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, Mo3BonswlWmMe oTbmpatb 06beEMbI
B AMana3oHe 10-250 mkn;

- UMAUMHAP MepHbI BMecTuMocCTbio 500 mn;

- BOJAa AUCTUIMPOBaHHas,;

- nepyaTku pe3vHOBblE UM NNACTUKOBbIE;

- 6ymara gunbTpoBansHas.

7. NOAIrOTOBKA PEAFEHTOB AJid AHAJIU3A

7.1. Nepen npoBeAeHMeM aHanvsa KOMMOHeHTbl Habopa u mnccneayemble obpasupl
CbIBOPOTKM (MNasMbl) KpOBM CrnedyeT BblAepXaTb MNpWU  KOMHATHOM TeMmnepaTtype
(+18...425 °C) He MeHee 30 MUH.

7.2. MpuroTtoBneHue njaHLwwerTa.

BcKkpbITb MakeT C MJaHLWETOM W yCTaHOBWUTb Ha paMKy HeobxoAMMOe KOMYecTBO
ctpunoB. OcTaBlUMeCs HEUCMOSIb30BaHHbIMK CTPUMbl, YTOObI NpefoTBpaTUTL BO3AENCTBUE
Ha HUX Bnarwv, TwaTenbHO 3aknenTb bymaroi Ana 3aknenBaHus MiaHwWweTa U XpaHuUTb Mpu
Temnepartype +2...+8 °C B TeueHune Bcero cpoka rogHoctn Habopa.

7.3. MpurotossieHMe OTMbIBOYHOI0O pacTeBopa.

Coaepxumoe nakoHa C KOHLEHTPaTOM OTMbIBOYHOrO pactesopa (22 Mn), nepeHectu
B MepHbIK UMAMHAP BMecTuMocTbio 500 ™Mn, apobaButb 440 MA AUCTUANIMPOBAHHOM
BOAbl W TWaTeNbHO nepeMewaTsb. B cnyyae apobHoro ucnonb3osaHus Habopa cnepyet
oTobpaTb HeO6XOAMMOE KONMYECTBO KOHLieHTpaTa OTMbIBOYHOrO pacTBOpa W pasBecTu
ANCTUANMpoBaHHOW Bogor B 21 pa3 (1 Mn KOHUEeHTpaTta OTMbIBOYHOrO pacTsopa
+ 20 M AMCTUNNMPOBAHHOM BOAbI).

7.4. MNMpuvroToBsieHMe KOHblorara.

MpurotoBbTe KOHBIOrAT: ANA 3TOoro pasbaBbTe KOHUEHTpaT KoHblorata B 11 pas
6ydepom Ansa passeneHns KOHUeHTpaTa KoHblorata. BHUMAHUE! pasbasneHHbIn pacTsop
KOHblOraTa He xpaHutcsl! PazbaBnsvite ToNbKO Ty YacTb KOHLUEHTpaTa KOHblorata, Kotopas
HeobxoAMMa Ana AaHHOW NOCTaHOBKM!

Mpumep: 100 MKN KOHLEHTpaTa KoHbtorata + 1000 mMkn 6ydepa ans passeaeHus
KOHLEHTpaTa KoHbloraTa.
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8. YCNOBUSA XPAHEHUSA U SKCIJTYATALIMUMN HABOPA

8.1. Habop peareHtoB «HSV 1,2 IgM-UOA» pomkeH XpaHUTLCS B yMakKoBKe
npeanpuaTUsa-nU3roToBUTENs Npu Temnepatype +2...4+8 °C B TeueHne BCero cpoka rogHocTH,
YKa3aHHOro Ha ynakoske Habopa.

[onyckaeTcsi XpaHeHue (TpaHcnopTupoBka) Habopa npu TemnepaType ao +25 °C
He 6onee 5 cyTok

8.2. Habop paccumTaH Ha npoBeAeHWe aHanusa B Aybnukatax 46 wuccrneayeMblix
06pa3uoB 1 2 Npob KOHTPOJSILHOWM CbIBOPOTKM (BCero 96 onpeaeneHui).

8.3. B cnyuyae pgpobHoro ucnonb3oBaHusi Habopa KOMMOHEHTbI CrieayeT XpaHuTb
crnepyowmm obpasom:

- OCTaBLUMeCs HEeUCnosb30BaHHbIMU CTPUMbl HEObXO0AUMO TLLATENbHO 3aKieuTb

6ymaron pgna 3aknemBaHUs MNNaHWweTa M XpaHuTb Npu TemnepaTtype +2..+8 °C
B TeUeHue BCero cpoka rogHoctn Habopa;

-  WODA-bydep, KoHblOrat, cybcTpaT, CTOM-peareHT nocne BCKpbITUS (nakoHOB
cnefyeT XpaHuUTb Npu Temnepatype +2..+8 °C B TeyeHMe BCero cpoka rogHocTu
Habopa;

—  KOHTPOJIbHble CbIBOPOTKW MOC/e BCKPbITUS (NakoHOB crefyeT XpaHuTb npwu
TemnepaType +2...48 °C He 6onee 2 mecsiues

- OCTaBLUMIACS HEUCMNOJSIb30BaHHbIM KOHLIEHTpPAT OTMbIBOYHOIO pacTBopa creayet
XpaHuTb nNpu Temnepatype +2...+8 °C B TeyeHune Bcero cpoka rogHoctn Habopa.

-  TMPUrOTOB/IEHHbIN OTMbIBOYHbIN pacTBOp CcfieAyeT XpaHuTb MpuU  KOMHATHOWM
Temnepartype (+18...+25 °C) He 6onee 5 cyTok unu npu Temnepatype +2...+8 °C
He 6onee 30 cyToK;

MpumeuaHne. llocne WCMONb30BaHUS peareHTa HeMeAsIeHHO 3aKpblBaWTe KPbIWKY

bnakoHa. 3akpblBanTe Kaxablh hJlakoH CBOEN KPbILLIKOW.

8.4. [InA npoBeAeHMs aHanu3a He cnefyeT WCNonb30BaTb EMOSIM3MPOBAHHYIO,
MYTHYIO CbIBOPOTKY (MiasaMy) KpOBM, a TakXe CbIBOPOTKY (MfiasMy) KpOBM, COAEpKaLlyto
asug HaTpus.

Ecnu aHanus npovsBoauTCS He B AeHb B3STUS KPOBW, CbIBOPOTKY (MnasMmy) crnepyet
XpaHuTb npu Temnepatype -20 °C. [MoBTOpHOe 3aMopaxuBaHWe-OTTamBaHuMe 06pas3uoBs
CbIBOPOTKM (Mn1a3Mbl) KPOBU He AomnycKaeTcs.

8.5. NcknioyaeTca ucnonb3oBaHwe ANA aHanmsa o6pasuoB CbIBOPOTKM (Mnasmbl)
KPOBUW NtoAeN, Mony4yaBlIMX B LeNnsix AWMarHOCTUKM WM Tepanuu npenapaTbl, B COCTaB
KOTOPbIX BXOAAT MbILUNHbIE @aHTUTENA.

8.6. lna nonyyeHUss HaAeXHbIX pe3ynbTaToB HeobxoaMMO cTporoe cobnioaeHue
NHcTpyKunn no npumeHeHuto Habopa.

8.7. [onyckaeTcs npoBeAeHMe aHanmMsa B MOHOMAMKaTax Mpu MCMNoSib30BaHUK
aBTOMaTUYECKOro UM noslyaBTOMaTUYECKOro aHaan3aTopos.

9. NPOBEAEHUE AHAJIU3A

1 [MomecTuTe B pamKy Heobx0AMMOe KOMMYEeCTBO CTPUMOB — uccneayemble obpasubl
B 2 MOBTOpax M 4 JIyHKU ANS KOHTPOJIbHbIX CbIBOPOTOK (OTpuUaTenbHbIi KOHTPOb
3 NyHKU, MON0XUTENbHbBIN KOHTPOSb 1 NyHKa)

2 | BHecuTe BO BCe NNYHKM ryiaHweTta no 90 mkn UOA-Bydepa.

3 | BHecuTe B COOTBETCTBYHOLYME NIYHKM B Ay6nmkaTax no 10 MK/ KOHTPOJIbHbIX
CbIBOPOTOK. B oCTasnbHble lyHKM BHecuTe B Aybankatax no 10 Mk uccnepayembix
06pa3uoB CbiIBOPOTKMU (Ns1a3Mbl) KPOBM.

4 | AKKypaTHO nepeMellainTe CoAepXUMOEe MaHWeTa KPyroBbiIMU ABWKEHUSIMU MO
rOpM30HTa/IbHOW TMOBEPXHOCTU, 3aknenTte nnaHwer 6ymaron ANnsS 3akievBaHus
nnaHweTta. UHKy6upyiTe naaHwer B TeyeHne 60 MUHYT nNpu Temnepartype
+37 °C.
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Mo okoH4YaHWn MHKybauuwu yaanuTe coaepXuMoe JIYHOK acnupauuern (Hanpumep,
C MOMOLLbIO BOAOCTPYMHOMO Hacoca) Win AeKkaHTMpoBaHMEM 1 OTMOMTE NIyHKkM 3 pasa.
Mpn Kaxaor oTMbIBKe Aob6aBbTe BO BCe JIyHKM MO 250 MK/ OTMbIBOYHOrO pactBopa
(cM. n. 7.3), BCTpPSAXHWUTE MAHLWET KPYroBbIMWU ABUXEHWSMU MO FOPU3OHTaNbHOM
NOBEPXHOCTM C nocneaylowen acnupaunen wnnm AekaHTUpoBaHMeM. 3ajepixka
npyv OTMbIBKE (3aMaymBaHue NyHOK) He Tpebyetcs. Mpu KaxaoM AEeKAHTUPOBaHWUKM
Heob6x0AMMO TLWaTeNbHO yAaNATh OCTaTKM XUAKOCTU U3 NTYHOK.

BHecuTe BO Bce siyHku no 100 MK KOHblOrarta.

3aknenTe nnaHwer 6ymaron Ans 3akneumBaHWs MiaHweTa U MHKY6upyihTe ero
B TeyeHue 30 MMHYT nNpu Temnepartype +37 °C.

Mo oKOHYaHMK MHKYb6aLMK yaanuTe coaepXnMoe JIyHOK 1 OTMOMTE JIYHKU 5 pas.

BHecuTe BO Bce nyHku no 100 mkn pacrtBopa cyb6crpaTta TeTtpamMeTrunbeHsm-
AWHa. BHeceHune pacTBopa cybcTpaTta TeTpameTunbeHsnanHa B IyHKU HeobxoAuMo
npovsBectM B TeyeHue 2-3 MUH. UHKYGMpyWTe niaHWeET B TEMHOTE Mnpu
KOMHaTHOM TeMmnepaTtype (+18...+425°C) B TeueHne 10-20 MMHYT
B 3aBMCUMOCTM OT CTEMEHN Pa3BUTUS CMHEro OKpallMBaHMS.

10

BHecuTe BO BCe JIYHKM C TOM Xe CKOPOCTbK M B TOW Xe nocnefoBaTeNlbHOCTU, Kak
n pactBop cybctpaTa TeTpameTunberHsngnHa, no 100 Mka cTton-peareHTa, npu 3ToM
COAEPXKMMOE NTYHOK OKPaLUMBAETCSA B APKO-XKENTbI LUBET.

11

U3MepbTe BeJIMUMHY ONTUUYECKOW mIOoTHOCTM (Ofl) coaepXMMOro syHoK
naaHLeTa Ha hOTOMETpe BepTMKaIbHOro CKaHMPOBaHMSA NPU AJIMHE BOJIHbI 450 HM.
N3mepeHne OF1 COAEPXMMOro JIYHOK MJaHWweTa HeEo6X0AMMO NMPOU3BECTU B TEUYEHUE
15 MWH nocne BHeceHus cTon-peareHTa. biaHk oToMeTpa BbICTaBASANTE MO BO3AYXY.

12

PaccuuTtaiTte cogep>xaHue IgM aHTuTen kK aHtTureHam Herpes Simplex Virus 1
n 2 tuna (HSV 1,2) B uccnegyembix o6pa3suax. [ns 3Toro:
1. PaccuuTaiite cpegHee 3HauyeHne Ol OTpULATENLHOIO KOHTPOIS:

(CN104MZ)Cp = (OM1 (CN104MZ)+0rM2 (CN104MZ)+0M3 (CN104MZ)) / 3;

Pe3ynbTaTbl aHanusa cymMTaTbh AOCTOBEPHbLIMU, €CN

- Ol MonoxutenbHOro KOHTpons He Hwxe 1.0 ontuyeckux eannHu, (OE)

- Ol OTpuuatenbHoro KoHTpons He Bbiwe 0.15 OE Bo Bcex nyHKax

- ON kaxaoro 3HavyeHns OTpuuaTeNbHOro KOHTPONSA oT/iM4aeTcs He 6onee yeM B ABa
pasa OT cpeAHero 3Ha4YeHus OTpuLaTeNbHOro KOHTPOnS,

T. e. OMN (CN104MZ)Cp x 0.5 < OlNn (CN104MZ) < On (CN104MZ)Cp x 2.0

eCcnv OAHO M3 3HayveHuh OTpuuaTeNnbHOro KOHTPONASA BbIXOAWUT 3a Mpeaenbl 3Toro
MHTEpBasa, TO ero 3HayeHue He ydyacTByeT B pacyete Ol (CN104MZ)Cp

2. PaccuuTaiTe ypoBeHb rpaHuM4yHOro 3HaudeHusa Cut off, ana atoro k cpegHemy
3Ha4yeHuto ON OTpuuaTenbHOro KoHTposs npubasbTe 0.2
Cut off = On (CN104MZ)Cp + 0.2

3. PaccuuTanite NHaekc MosutusHocTu (UMM, %) ana kaxaoro nccneayemoro obpasua,
ansa atoro OlN obpa3sua pasgenuTte Ha 3HaveHue Cut off

UN = OMo6pasua / Cut off
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10. OOKWAAEMbIE 3HAYEHNA N HOPMbI

10.1. OcHOBbIBasACb Ha pe3ynbTaTaX WCCNefoBaHWMW, npoBeAeHHbIX 000 «XEMA»,
peKOMeHAYyeM Nonb30BaTbCsl HOPMaMu, NPUBEAEHHbLIMU HUXe. BMecTe ¢ TeM, B COOTBETCTBUU
Cc npaBunamu GLP (Xopoleli nabopaTopHOIi MpakTUKK), Kaxxaas nabopatopust AOKHA
caMa onpeaenuTb NapaMeTpbl HOPMbI, XapaKTepHble Ans ob6cnenyemMon Nonynsunn.

WHTepnpeTtauus pe3ynbTaToB:
Mpu UM>1.1 o6paseL NONOXKUTEJIbHbIN,
npu UMN<0.9 - oTpuLaTesIbHbIN.

Mpwu 3HaueHun UM, nexxawem B npomexyTke oT 0.91 Ao 1.09 - pe3ynbTaT B NOrpaHUYHOM
30He (+/-).

Takve CbIBOPOTKM peKOMeHAyeTCs uccnefoBaTb MOBTOPHO. Ecnv  MOBTOpHBbIN
MONyYeHHbIV pe3ynbTaT 6yAeT HeomnpedesneHHbiM, TO CleayeT MpOBEecTU TecTUpoBaHue
CbIBOPOTKW, MOJIy4YeHHON 4epe3 2-4 Hefenu. B cnyyae nonydvyeHws HeonpeneneHHbIX
pe3ynbTaToB Takue 06pasLbl cuuTaTb OTpULATENbHbIMU.

11. INTEPATYPA

1. NcakoB B.A., BopucoBa B.B., Wcakoe [.B. lepnec: natoreHe3 wu nabopaTopHas
AnarHocTtuka. Pykosoactso ana spadvent — Cl6: JlaHb — 1999 - ¢.192

2. Cowan F.M., Johnson A.M., Ashley R. et al. Relation ship between antibodies to herpes
simplex virus (HSV) and symptoms of HSV infection // J. Infect. Dis. — 1996 - v.174 -
p.470-475

3. Munday P.E., Vuddamalay J., Slomka M.J. et al. Role of type specific herpes simplex
virus serilogy in the diagnosis and management of genital herpes // Sex Transm. Inf -
1998 - v.74 - p.175-178

4. Roest R.W., van der Meijden W.I., van Dijk G. et al. Prevalence and association between
herpes simplex viruses types 1- and 2-specific antibodies in attendees at a sexually trans-
mitted disease clinic. // Int Epidemiol. - 2001 - v.30 - p.580-588

5. Whitley R/I/ Herpes simplex virusinfections. In: Infection Diseases of the Fetus and
Newborn Infants (Reminington ]S, Klein JO eds.) - Philadelphoa: WB Saunders, 1990 -
p.282-305

Mo BonpocaM, kacatowmmcs kadectsa Habopa «HSV 1,2 IgM-UDA>»,
cnepyet obpawatbcs B OO0 «XEMA» no agpecy:

105043, Mocksa, a/a 58,

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

3NeKTPOHHas noyTa: rgc@xema.ru

MHTEepHeT: www.xema-medica.com

PykosoauTens cnyx6bbl knmeHTckoro cepsnca OO0 «XEMA»,
K. 6. H. . C. KocTpukuH
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Instruction for use

A solid-phase enzyme immunoassay for the qualitative
determination of IgM antibodies to HSV 1/2
in human serum or plasma

1. INTENDED USE

A solid-phase enzyme immunoassay for the qualitative determination of IgM antibodies
to HSV 1/2 in serum or plasma.

This kit is designed for measurement of IgM antibodies to HSV 1/2 in 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 46 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Herpes simplex virus (HSV)infection is a chronic recurrent infectious disease caused
by Herpes simplex viruses, types 1 and 2. The disease may be manifested as a local skin
and/or mucosal vesicular rash or as a generalized form with multi-organ damage.

During HSV infection, a sequential synthesis of HSV-specific IgM, IgG and IgA occurs.
IgM antibodies appear 10 or more days following infection, their level continuously rising
during two weeks. HSV-specific IgG appear 7-10 days following appearance of IgM and
persist lifelong.

A primary HSV infection is diagnosed by appearance of HSV-specific IgM and/or a
4-fold increase of HSV-specific IgG in sequential samples taken with 14-20 days interval.
Appearance of HSV-specific IgM in an HSV-infected person indicates exacerbation of the
disease.

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 murine monoclonal antibodies to IgM.
Antibodies from the specimen bind coated murine monoclonal antibodies to IgM on the
microwell surface. Unbound material is removed by washing procedure. HSV 1,2, labelled
with peroxidase enzyme, is 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. Positivity index (PI, %) is calculated by the formula (see Calculations).Optical
density in the microwell is directly related to the quantity of the measured analyte in the
specimen.
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4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

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

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

4.4. Avoid contact with stop solution containing 5,0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents. Microbial
contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous waste
according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

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

4.15. The Safety Data Sheet fit the requirements of EU Guideline 91/155 EC.
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5.1. Contents of the Kit

5. KIT COMPONENTS

XEMA

1 |SORB MTP [HSV 1, 2 IgM |polystyrene microwells coated pcs until exp.date
EIA strips, with murine monoclonal
8x12 wells antibodies to IgM
2 |CONTROL -, |Control sera [(CONTROL-) dilution of pcs | colourless 2 months
CONTROL +[(0.5 ml and |preselected human serum, not ; red
.2 ml, resp.) | containing IgM antibodies to HSV
1, 2 with preservative - 0,01%
Bronidox L, 0,01% 2-Methyl-4-
isothiazolin-3-one-hydrochloride,
colourless; (CONTROL+) dilution
of preselected human serum
with high content of human
IgM antibodies to HSV 1, 2 with
preservative - 0,01% Bronidox L,
0,01% 2-Methyl-4-isothiazolin-3-
one-hydrochloride; also contains
red dye
3 [CONJ 11X |Conjugate Solution of HSV 1,2 coupled with pcs blue until exp.
concentrate, |horseradish peroxidase diluted date
1.25 ml on phosphate buffered saline
with casein from bovine milk and
detergent (Tween-20), contains
0,1% phenol as preservative and
blue dye
4 |DIL CONJ |[Conjugate tris buffered, BSA and detergent pcs| vyellow |until exp.date
dilution buffer |(Tween-20), contains 0,1%
12 ml phenol as preservative; contains
yellow dye
5 |DIL EIA buffer phosphate buffered saline, casein pcs blue until exp.date
11 mi from bovine milk and detergent
(Tween-20), contains 0,1%
phenol as preservative; contains
blue dye
6 |SUBS TMB |Substrate ready-to-use single-component pcs | colourless |until exp.date
solution, 11 |tetramethylbenzidine (TMB)
ml solution.
7 |BUF WASH |Washing aqueous solution of sodium pcs | colourless | Concentrate -
21X solution chloride and detergent (Tween Dﬁ'lﬁ'@ég’svpégﬁ;ﬁg
concentrate |20), contains proClin300 as a solution - 1
21x, 22 ml preservative month at 2-8 °C
or 5 days at RT
8 |STOP Stop solution, |5,0% vol/vol solution of sulphuric pcs | colourless |until exp.date
11 ml acid
9 [N0O03 Plate sealing pcs N/A
tape
10|K104MI Instruction pcs N/A
HSV 1, 2 IgM
EIA
11|K104MQ QC data pcs N/A
sheet HSV 1,
2 IgM EIA
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5.2. Equipment and material required but not provided

— Distilled or deionized water;

- Automatic or semiautomatic multichannel micropipettes, 100-250 ul, 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...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...+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:

7.5. Assay procedure
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1 | Put the desired number of microstrips into the frame; allocate 4 wells for control
samples CONTROL - CONTROL + (3 and 1 wells resp.) and two wells for each
unknown sample. DO NOT REMOVE ADHESIVE SEALING TAPE FROM UNUSED
STRIPS.

2 | Pipet 90 pl of EIA buffer into each well.

Pipet 10 pl of control samples CONTROL - CONTROL + and unknown samples into
the wells. Cover the wells by plate adhesive tape (included into the kit).

4 | Incubate 60 minutes at 37 °C .

Prepare washing solution by 21x dilution of washing solution concentrate BUF
WASH 21X by distilled water. Minimal quantity of washing solution should be 250 pl
per well. Wash strips 3 times

6 | Prepare working conjugate solution by 11x dilution of congugate concentrate CONJ
11X by conjugate dilution buffer. Attention: working conjugate solution is unstable
and should be not stored! Prepare the volume required for actual assay run.

7 | Dispense 100 pl of working conjugate solution into the wells. Cover the wells by
plate adhesive tape.

Incubate 30 minutes at 37 °C .
Wash the strips 5 times.

10 | Dispense 100 pl of SUBS TMB into the wells

11 | Incubate 10-20 minutes at +18...4+25 °C

12 | Dispense 100 pl of STOP into the wells.

12 | Measure OD (optical density) at 450 nm.

13 | Set photometer blank on air
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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.

For the assay to be valid, the following requirements should be met:

1. OD450 for CONTROL+ should be nit 1.0 AU.

2. 0D450 for CONTROL- should not be more than 0.15 AU for all replicates.

3. 0D450 for any CONTROL- replicate should be within 50%-150% of the mean OD450
value for CONTROL-. If any value lies outside this range (although meets requirement #2),
it should be discarded and not used for calculation of the mean OD450 value for CONTROL-

9. CALCULATION OF RESULTS

9.1. Calculate the mean absorbance values (OD450) for CONTROL- in triplicates and
each pair of samples.

9.2. Calculate the cut-off value: (mean OD450 for CONTROL-) +0.2

9.3. Calculate Positivity Index (PI) for each sample:

PI = mean OD450(sample) / Cut-off

10. EXPECTED VALUES AND ASSAY LIMITATIONS

If PI value is greater than 1.1, the result is POSITIVE.

If PI value is less than 0.9, the result is NEGATIVE.

If PI value is between 0.9 and 1.1, the result is EQUIVOCAL. Such samples should
be retested. If the result is equivocal again, a new sample should be obtained 2-4 weeks
later and tested again. If the result remains equivocal, the sample should be considered
negative. Therapeutic 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 therapeutic measures.

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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11. PERFORMANCE CHARACTERISTICS

11.1. Analytical specificity

Specificity of the test was evaluated on 47 serum specimens found negative in DiaSorin
(Italy) and NovaTec (Germany). All tested specimens were found negative. Based on these
data, specificity of the test is 100%

11.2. Analytical sensitivity

The kit HSV1,2 IgM EIA was evaluated using panel of naturally occuring serum and
plasma specimens from Boston Biomedica, Inc ( Anti-HSV1/2 Mixed Titer Performance
Panel PTH201).

11.3. Precision

Intra-assay precision is shown below:

Serum, no duplicated value, K V1, % V2, %
1 32 0.547 7.4 6.2
2 32 1.548 5.1 4.8
Inter-assay precision is shown below:
Serum, no duplicated value, K oV, %
1 8 0.785 8.2
2 8 1.95 6.4
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