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000 «Arar-Men»

105173, r. Mocksa, yi. [nasHas, 6-12

Ted. (495) 777-41-92

agat@agat.ru  www.agat.ru

MNACTIOPT

Habop KOHTPOJILHLIX PACTBOPOB remMorJioéuna
s OMOXMMUYECKUX uecaeaoBanuii 3 dur. x 5 M.
«I"'emornooun —Konrtposs» (bnokonr I'K)

TY 9398-2

Cepun §7/921123

Jata Brinmycka
Kosmvectso Habopos B cepun

75-11498242-00

11.2023

I'oaen no
1000

11.2025

Hanmenosanue noxkazareas

Tpebosanna TY

PezyabraTel anaania

1. Buemnwii sua _

1.1 PactBop remornoousa I K-1 (Ka‘r N°339)
I'K-2 (Kar.Ne340), I'K-3 (Kat.Ne341)

AuakocTh OT TEMHO-
KPacHOIo 10 TeMHO-
KOPpHHYMHEBOro useTa

A HaKoCcTh TEMHO-
KPACHOro LBeTa

2. Texunueckue XapaKkTepHCTHKH

2.1 Konuentpaums pacrsopa remornodmnHa:

I'K-1, r/n, B unTepsane, 65-75 70

I'K-2, r/a, B unTepsane, 110-130 121

I'K-3, r/n, B uHTEpBaseE. 145-175 162
3. Mokazare/iH NPABMILHOCTH ONPeAeieHHs
3.1 KoapuumenT papnaunn pesyasraton
onpenenewus, %, neSonee | .20 1 COOTBECTBYET |
3.2 JlonycTuMOe OTKJIOHEHHE OT
ATTECTAUHOHHOTO 3HAYEH A KOHLIEHTPALIH 2,0 COOTBECTBYET
G M B S | s I —
3.3 MexdnakonHas sapuaums
pacxoxkaenwe, %, veGonee L 20 ... cooTBecTByeT |
3.4 JlonycTumbiii pa3bpoc pesynsTaTos
onpeneNeHHs KOHUEHTpaLny remMoraobnsa B 2,0 COOTBECTBYET

a3HbIx Habopax oanoil cepun, % He Oonee
p P ep

3axmouenue OKK OO0 «Arar-Men»:

Ha6op cepun 57/921123 tpeGopanusm TY 9398-275-11498242-00 npeanpustis

COOTBETCTBYCT.

Hauvansauk OKK OO0 «AI'AT-ME/I»
« 15 » HoaGps 2023 r.

A ans Anextporopek Conoswesa T.B. UM k nokymenty PacxoawanbH Ne 677941

I'naayn B.B.

ot 25.06.24 k Toeapy noa, 2



J S — 105173, Mockea, yn. 3anagHasi,
OHOXHMER a. 2, ctp. 1, 000 «Arat-Mep».
Ten.: (495) 777-41-92.
z a m dakc: (495) 741-25-19.
www.agat.ru agat@agat.ru

bHOKOHT I'K-H

MHCTPYKLUUA
no NpuUMeHeHUI Habopa KOHTPONbHbIX PAacTBOPOB
remornobuHa gna 6uoxMmMuyeckux uccregoBaHuUmn

HA3SHAYEHUE
Habop KOHTPONbHLIX PacTBOPOB remMornobuvHa npegHasHaveH ans KanvbpoBKU ©
KOHTPONSA KadecTtBa OnNpeneneHns remornobumHa B KpoBW reMurnobuvHunaHugHbIM
METOOOM B KIIMHMKO-OUArHOCTUYECKMX U BMOXMMMYECKUX nabopatopusx.

COCTAB HABOPA
Habop coctouT 13 Tpex (hnakoHOB, cogepxXawux no 5 Mn KOHTPONbHOrO pac-
TBOpa C copepXaHvem remornobuHa 110-130 r/n.

B atrectare, HOMep KOTOPOro OOMKEH COOTBETCTBOBATb HOMEPY Cepuu Ha na-
KOHe, Ans Kaxkporo AamanasoHa KOHUEHTpauui ykasaHbl:

— TOYHblE CpefHME 3HAYEeHMS KOHLEHTpauum remorfniobuHa;

— 95% poBepuTENbHLIA MHTEPBArT,;

— napameTpbl Ons NOCTPOEHUS KOHTPONMbHOM KapThbl.

ATTECTOBaHHbIE BENWYUHBLI pacCyuMTaHbl MO pesynbTaTaM aHanuM3oB, MPOBEOEH-
HbIX FeMUrMO6MHUMAHWOHBIM METOOOM B COOTBETCTBUM C pekomMeHpauusimm BO3.

OBOPYOOBAHUE
CnekTpothoTOMeTp, (HOTOSNEKTPOKONOPUMETP WU  FeMOrMOBMHOMETP, nuneTka
CcTeknsHHaa BMectTumMmocTbio 0,2 mn 1 Knacca TOYHOCTW, Konb6a MepHasi BMECTUMO-
ctto 50 mn, 1 kKnacca TO4YHOCTW.

Ccnocob NPUMEHEHUSA

1. OnpepeneHue copepxaHusi remorno6mHa B obpasuax KPoBU remMurinobmuH-
uMaHupgHbiM MeTogoM (MetopgoM [pabkuHa) npoBOOST B COOTBETCTBUM C WHCT-
pykuven K Habopy peakTMBOB ANs onpefeneHvs remornobuHa Kposwu. B mepHyto
konby BmectumocTbio 50 mn HanuawT 40 mn TpaHchopmupyowero pacrtsopa. B
Cyxylo nunetky HabupaiwT 0,2 mMn pacrteopa remornobvHa, o6TMpaloT KOH4YMK Mu-
neTku MapneBon candeTkoi, BblOyBalT PacCTBOP B MEpPHY0 KOMOYy M HECKONbKO
pas nNpoMbIBaIOT MWUNETKY MOMyYeHHbIM pacTBopoM. JoBOAAT A0 MeTKM TpaHchop-
MUPYIOWMM pacTBOpoM, nepemewnsaoT. BeigepxuealoT 20 MUHYT. [lonydeHHbIn
KanmbpoBOYHBIA PACTBOP YCTOWYMB MPW XpaHEHUWW B YKYNOpPeHHOM Buae BO (hna-
KOHe TemHoro cTtekna npu 4-8° C po 4 mecsiueB. He samopaxusaTb. He peko-
MEeHAyeTCs Mnocrne M3MepeHun cnusaTb pacTBop 0o6paTHO BO (PRNAKOH.



PacueT copepxaHusi remornobmHa B KPOBU MPOW3BOOSAT MO (hopMmyre:

Hb = —— x C,

roe: C — KOHUEHTpauus remornobvHa B KOHTPONMbHOM pacTBOpe, ykaslaHHas B
atTectate Ha Habop, r/n;
Doy — ontudeckasi NMOTHOCTb OMbITHOW NpOGkI;

D¢ — onTuyeckas MNOTHOCTb KanmMOGpOBOYHOW NPOGbl;
Hb — copepxaHue remornobuHa B OMbITHOW npobe, r/n.

2. KoHTponb npaBunbHOCTU onpepeneHusi remornobuHa kpoBu. Onpepene-
HVWE KOHLEHTpauun remornobvHa B KOHTPONMbHOM pacTBOpe MPOBOOST Tak e, Kak
n aHann3 npo6 KpoBu. EcCnu nony4eHHbIi pesynbTaT Mo KOHTPONbHOMY pacTBOpY
BXOOUT B KasaHHblii B attectate 95% QOBEPUTENbHbLIA WHTEpPBan, TO pe3ynbTaThbl
nccnepoBaHnsa Npob cyMTaTCS MNPaBUNbHLIMU.

3. KoOHTponb BOCNpPOM3BOAMMOCTM onpefeneHusi remornobmHa KpoBu MeTo-
OOM KOHTPOJbHBLIX KapT. KapTy KOHTpons kadectBa CTPOAT, OTKNagbiBas Ha OCK
abcumucc gHM MccnegoBaHMsA, a Ha OCUM OpaoMHaT — KOHUeHTpauuio remornobuHa B
r/n. MapannensHO abcuucce NPOBOAAT MpsMble, COOTBETCTBYIOWME CPEOHEMY 3Ha-
yeHmio (X) u oTknoHeHusm (+1S, +2S, +3S, -1S, -2S, -3S), BENMUUHBLI KOTOPLIX
npueedeHbl B aTtrectare. ExxegHeBHO MpoBOAAT MO OOHOMY OMpPepeneHunto, u pe-
3ynbTaTbl HAHOCATCA Ha rpatuku B BUOE TOYEK.

MHTepnpeTauns pesynbTatoB KOHTPOMbHbIX WCCNENOBAHWMIA NPOU3BOAMTCHA B CO-
otBetcTBuM C [lMpukasom MwunagpaBa N° 545 ot 23.04.85 r. u COOTBETCTBYOLMUMU
METOAMYECKMMN PEKOMEHAAUNSMMU.

4. MexnabopaTOpHbIi KOHTpONb KaudecTBa. KOHTPOMbHbLIA pacTBOP FeMorno-
6vHa MoxeT 6bITb MCNONb30BaH ANs OCYWECTBNeHUs MexnabopaTopHOro KOHTPO-
NA KayecTBa KIMHWKO-AMAarHoCTMYEeCcKnx nabopartopui.

CPOK rOAHOCTMN U yCnoBuUs XPAHEHU4A
Cpok rogHoctn — 2 roga. XpaHuTb npu 2-8° C.
Mocne BCKPbITUS KOHTPOSbHbIE PaCTBOPLI YCTOM4YMBbLI B TedeHue 1 roga, HO He
6ornee ykasaHHOMO Cpoka FopgHOCTU Habopa Mpu XpaHeHWW B YKYMOPEHHOM BWOe
npn Temnepartype 2-8° C.

MEPbI NTPEAOCTOPOXHOCTU NPU PABOTE C HABOPOM

Heobxooumo cobniofath npasuna TexHukM 6e30nacHoCTW, peKoMeHdyemble npu
paboTe C KpOBbIO B COOTBETCTBUM C «MHCTpykumen no mepam npodunakTuku pac-
NPOCTPaHeHN1 MHAEKUMOHHBIX 3aboneBaHunii nNpu paboTte B KIMHUKO-OMArHOCTUYeC-
Kux naéopatopmsax ne4vebHbIX U NpoUNaKkTUHECKUX YYPEXOEHUA», YTBEPXOEHHOW
MwuHsgpasom CCCP ot 17.01.91 r.

B kayecTBe KOHCepBaHTA KOHTPOSbHbLIA PacTBOP remMornobmHa COAEpPXWT 3Tu-
NEHrNNKonb.

Mo Bonpocam, kacawwmmcs npuobpereHuss HabopoB M UX Ka4vecTBa, Npo-
cum obpawatbes no appecy: 105173, r. MockBa, yn. 3anapHas, a. 2, cTp. 1,
000 «Arat-Mep». TenecoH ans cnpaBokK: (495) 777-41-92.

WHcTpyKumnsa coctaBneHa: K.6.H. W.B. CmupHoBbiM — 3aB. na6opartopwen [HL|
PAMH, B.B. magyHom — rnaBHbiM TexHonorom OOO «Arart-Mep».
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YTBEPXK[OAIO

Pykosoantens [lenaprameHTa rocyaapCTBeHHOro KOHTPOns
KadectBa, aghpeKTMBHOCTH, 6e30nacHOCTN NeKapCTBEeHHbIX
CpeacTs v MeguUMHCKoNn TexHukun M3 PO

P.Y. Xabpues

17.06.2000 r.

PekomeHgoBaHa K yTBEPXAEHMIO

Komuceneri no nabopaTtopHbiM peareHtam
Komutera no HoBOW MeauuuHCKoi TexHuke M3 P®
(npotokon N° 1 ot 31.01.2000 r.)

MHCTPYKUUNA
no npumMeHeHUI0 Habopa peareHTOB pis onpepeneHus
remornobmHa B KPOBU reMurinobmHUMaHUAHbIM MEeTOAOoOM

HA3HAYEHUE
Ha6op npepHasHadeH Onsi KONMMYECTBEHHOIO OMpPEefeneHus CopepXXaHusi remornobuHa B KpoBU re-
MUMo6uHUMaHngHbIM MeTogoM (meTtop Drabkin) B KNMHMKO-AMArHOCTUHECKMX U BUoXuMmyeckunx nabo-
paTopusix.
Ha6op paccuutaH Ha npoeefeHue 600 onpepeneHuii npu pacxope 5,0 mn paboyero pactBopa Ha
OfiH aHanus.

APMHUMN METOOA
FemornobuH KpoBW Npu B3aMMOAEWCTBUWN C >XENe30CMHEepPOAUCTbIM Kanmem (KpacHas KpoBsiHas
COMb) OKWCNAETCS B METremornobuH (remurnobuH), obpasylowmii ¢ aueToHUMaHrMaAPUHOM reMUrnobuH-
umanug (UMaHMeTremMornobmH), MHTEHCUBHOCTb OKPacku KOTOPOro MpOMopLUMOHanbHa KOHLEHTpauun re-
MOrnobuHa B KpoBWM M U3MepsieTcs (HOTOMETPUYECKN Npu AnuHe BonHbl 540 (500-560) HM.

COCTAB HABOPA
1. TpaHcchopMUpylOWMIA peareHT — cyxasi CMecCb (HaTpuii yrmekucnblii kucnblid, 1,0 T; Kanui
XKene3ocuHepoanCTbIiA, 200 Mr) — 3 ynakoBKW.
2. AuetoHumaHrupgpuH — 3 amnynbl (no 0,5 mn).
3. KanubpoBouHbIli pacTBop remornobuHa c koHueHTpaumerr 120 r/n — 1 ¢nakoH (2 mn).

AHAJNTUTUMECKUE XAPAKTEPUCTUKN HABOPA
JInHeiiHaa obnacTb onpepeneHnst KOHUEHTpauuu remMornobuHa — B guanasoHe oT 20 go 200 r/n,
OTKIIOHEHWE OT NIMHEWHOCTM — He 6onee 2%.
YyBCTBMTENBHOCTL onpepeneHus — He 6onee 10 r/n.
BocnponsBogMmocTb: KO3((MUMEHT Bapuaumm He 6onee 2%.
HopmanbHble BenW4MHBbI KOHLEHTpauum remornobuHa B KPOBW COCTaBMSAIOT:
— y MyxuuH 130-160 r/n;
— Yy XeHwuH 120-140 r/n.
KayecTBo Habopa MOXHO OLeHWBaTb C WCMOMb30BAHWEM KOHTPOMbHbLIX PacTBOPOB remornobuHa
OTEYeCTBEHHOro unu 3apy6exHoro npov3BofAcTea.
PekomeHpyeTcs B Kaxpon nabopaTopum yTOYHUTL AManasoH HOpManbHbIX BENUYUH y obcnepyemo-
ro KOHTMHreHTa.

MEPbI NMPEOQOCTOPOXHOCTU

Mpn pabote ¢ paHHbLIM Habopom Heobxoaumo cobniopaTb MpaBuna TEXHWKM 6e30MacHOCTU, peKo-
MeHayemble Npyu paboTe C KPOBbIO B COOTBETCTBUM C VIHCTpYKUMER NMo mepam NpounakTMku pacnpo-
CTpaHeHUst MH(EKLIMOHHBbIX 3aboneBaHwii npu pabote B KMMHWUKO-AMArHOCTUYECKUX nabopatopusix ne-
4eBHbIX 1 NPOPUNAKTUHECKUX YHPEXAEHWIA, yTBepXaeHHoW Munagpasom CCCP ot 17.01.91 r., u «[pa-
BUNa YCTPOWCTBA, TEXHWKM Ge30MacHOCTU, NPOWU3BOACTBEHHOW CaHWTapuu, NPOTUBO3IMUOAEMUYECKOTO pe-
XUMa U NUYHOW rUrveHsl Npu paboTe B naGopartopusix (OTOENEHWsX, OTAENax) CaHUTapHO-3MNMAEMWUO-
nlorm4eckmx y4ypexpeHuii cuctembl MuHucTepcTBa 3ppaBooxpaHeHnss CCCP».

Mpn paboTte ¢ Habopom criegyeT HageBaTb OOQHOPa30Bble PE3VMHOBbLIE MW MAACTMKOBbIE MepyaT-
K1, Tak Kak obpasubl KPOBM 4YenoBeka cnepyeT paccMatpvBaTb Kak MOTEHUManbHO WH(UUMPOBaHHbIE,
crnocobHble OnuTenbHOe BPeMsi COXpaHsiTb wnu nepepaBath BWY, Bupyc rematuta wnu nioGon gpyroin
BO36yauTENb BUPYCHOW WH(eKLMN.

B coctaB TpaHchopMUpyloLWero pactBopa BXOAWT aueTOHUMAaHrMApuH, SpoBuTOe BelecTBo. B cny-
Yae nomnapaHus pacTteBopa Ha KOXY W CRW3WUCTble Heob6XoaMMO cpasy >Xe NPOMbITb NopaXeHHoe Mec-
TO 6OMbWMM KOMNYECTBOM MPOTO4HON BOAbl. [MneTMpoBaHWe per OS KaTeropuyeckn 3anpelaeTcs.
Mpn nonapaHum BHYTPbL crepyeT HeMemneHHo BbinuTb 0,5 N Tennow BOAbl U BbI3BaTb PBOTY.

Opyrve KOMMOHeHTbl Habopa B WMCMOMb3YeMbIX KOHLEHTpaUMSX SBMSIOTCH HETOKCUYHLIMU.

OBOPYOBAHUE WU PEATEHTbI

— CnekTtpooTomMeTp, AnMHa BOMHbl 540 HM, unM  (OTOINEKTPOKONOPUMETP, AANHA BOMHbI
500-560 HM (3eneHblii cBeTOGUNbLTP), KloBeTa € TOMWMHOM nornowatowero ceeT cnos 10 mm;

— nuneTku, nossonsiowme otémpatb obbembl xupgkoctn 0,02 n 5,0 mn;

— konba mepHas BmectumocTtbio 1,0 ;

— npobupkn BMecTUMocCTbio 5—-10 mn;

— CeKyHOoMmep;

— BOAa AUCTUNNMPOBAHHAS;

— nepyaTkn PesnHOBbIE UMW MNACTUKOBbLIE.

NnoAroToBKA PEAFEHTOB /11 AHANIU3A
TpaHchopmupytowmin pacteop. OauH nakeT TPaHCHOPMUPYIOWEro peareHTa W OfHY amryry aueToH-
LUMaHMpuHa KONMUYECTBEHHO MEpeHecTM B MepHylo Konby BMecTUMOoCTbio 1,0 1, pacTBopwuTb B HeGOMb-
LWIOM KOMMYECTBE AUCTUNNIMPOBAHHOM BOObI M [OBECTM OGbEM OWUCTWINMPOBAHHOW BOMOW OO METKM.
KanubpoBouHbIiA pacTBOp reMornobuHa rotos K MpPUMEHEHWI0.

NMPOBEAEHUE AHAJNU3A

B npobupkn BHectn no 5,0 mn TpaHcthopmupyiolwero pacteopa, gobasute no 0,02 mn kposu (pas-
BejeHne B 251 pa3), TwarensHo nepemMewarb W WHKYOUpoBaTb MPU KOMHATHOW Temnepatype
(+18-25° C) B TeuyeHne 20 MUHYT, MOCNE YEro M3MepUTb BENUYMHY OMTUYECKOW MMOTHOCTU OMbITHBIX
npo6 NpoOTMB XOMNocTon Npobbl (TpaHcqopmupylolwero pactsopa) npu AnnHe BonHbl 540 (500-560) HM
B KIOBETe C TOMNWWHOW nornowaiwero ceet cnos 10 mm.

KannbpoBouHbIli pacTBop remornobuHa obpabatbiBath Tak Xe, Kak 1 npoby LenbHON KpoBW.

Okpacka yctoiyvMBa B TeyeHue 1 4aca.

KoHueHTpauuio remornobvHa B KpoBW paccuuTtaTb no opmyne:

EO
C= ——— x 120,
EK

roe:  C — KOHUeHTpauusi reMorno6uHa B OrMbITHOW Mpobe, r/m;
Eo — onTuyeckas MioTHOCTb OMbITHOW NPO6LI, €[.0NT.MAOTH.;
Ex — ontnueckasi NnoTHOCTb KanubpoBOYHOM NPOOGbI, €A.0MT.MOTH.;
120 — KoHUeHTpauusi remornobuHa B KanubpoBOYHOM pacTtBope, r/n.

YCNnoBuUsa XPAHEHUSI U SKCMNYATALUUN HABOPA

Habop pomkeH XxpaHUTbCA B yNakoBKe NpeanpuaTUS-U3rotosutens npu temnepatype +2—-8° C
B Te4YeHWe BCEro cpoka rogHoctu. [lonyckaetca xpaHeHune Habopos npu Temnepartype go +25° C
He 6onee 5 cyTok.

Cpok rogHocTn Habopa — 2 ropa.

TpaHcthopmupyoLWmMiA pacTBOP AOMKEH ObiTb MPO3paqHbIM, XENTOro LBeTa W MOXET XPaHWUTLCA B
nocyne u3 TEMHOro CTeKna npu KOMHaTHOW Temnepatype He 6onee 6 mecsues. [Mpu nosieneHun ocap-
Ka vnu npu obecuBeynBaHUM PacTBOP HeMpuropeH Ans ynotpebnexus. He 3amopaxuBaThb!

KannbpoBouyHbIli pacTBOp remornobuHa nocne BCKPbITUS (hnakoHa MOXET XpaHUTbCS B TeyeHue 6 me-
cslueB, HO He Gonee cpoka rogHOCTM Habopa, MpU XpaHeHWn B YKYMOPEHHOM BuOe MNpu Temneparype
+2-8° C.

Mo Bonpocam, Kacawwumcs npuobpeteHuss HabopoB M MX KauecTBa, nNpocum obpawarbes
no appecy: 105173, r. MockBa, yn. 3anapHas, A. 2, ctp. 1, OO0 «Arat—Mepn». TenecoH pns
cnpaBok: (495) 777-41-92.

WUHcTpyKumnsi coctaBneHa: K.6.H. .B. CMUPHOBbIM — CT.H.C. ['emMaTonorm4eckoro Hay4Horo LeH-
Tpa PAMH, k.6.H. H.H. KoHTyraHosbiM, B.B. Maiioposoit — cotpyaHukamm OOO «Arat—Mep».



CEPTUDPUKAT

PerucTpanHoHHBIi HOMEP

Hacrosiuum yocToBepaeTcs,
YTO CHCTEMa MEHeDKMeHTa
KauecTBa OpraHH3aluH

COOTBETCTBYET TPeHOBAHHAM

NPHMEHHTENLHO K CASAYIOMHM
061aCTAM AEATENEHOCTH

JlaTa npHHATHA PeIeHHA
0 cepTHOHKAUMH

Jlara uapanun cepruduxara

Jlata OKOH4aHHA AEHCTBHA
ceprudukara

Jara nepewyusoi cepruduxanun  16.04.2015

RU.01.13CKO03

POCC RU.13CK03.00406

0O61mecTBO C OrpaHUYEeHHOM
oTBeTCTBeHHOCThI0 «Meanakop C.-I1.»
(000 «Meanakop C.-I1.»)

Poccus, 194100, ropoa Cankr-Ilerep6ypr,
ysauna A. Marpocosa, AoM 4, kopnyc 2,
aurep I, opuc 212

roCT ISO 13485-2017

Paspa6orka, NpOM3BOACTBO M NOCTaBKa
HaGopoB peareHToB, KaJaW6GpaTopoB M
KOHTPO/IbHBIX MAaTEePHAIOB A AUATHOCTHKHY
«in vitro»

17.04.2024 Pyxosoaurens Oprana

17.04.2024

16.04.2027

HesbinonHexne ycnoswin cepTudukaluy AenaeT HacToSAWWIA CepTUDUKAT HEABWCTBUTENBHBIM,
OpraH no cepTudukaunn cuctem meHegxemeHTa 000 «Tect-C.-lNeTepbypry,
Pocewus, 190103, Cankr-MNetepbypr, yn. 10-a KpacHoapmeiickas, . 22, nutep A



OEAEPAABHAS CAVKBA T1I0 HAA3OPY B COEPE 3APABOOXPAHEHMS
(POCSAPABHAASOP)

PEFHCTPAHHOHHOE Y,ZIOCTOBEPEHHE
HA MEAULHUHCROE U3AEJIUE
~or 11 ssmBaps 2017 roaa Ne ®CP 2010/08997

- Ha mezunusCKoe n3nenue
Habop KoHTpoLHBIX pacTBopoB OeikoB Moun ""BM-kouTpos'
o TV 9398-269-52208224-2010

Hacrosimee perucTpalinoHHOE YI0CTOBEPEHHE BBIIAHO

OGnIecTBO ¢ OrpaHMYEHHOI 0TBeTCTBeHHOCTHIO "Mewnaxop C.-I1."

(000 "Mepmaxop C.-I1."), Poccus,

194100, Canxr Ilerepbypr, VAL A. Marpocosa, . 4, kopn. 2, Jur. I, opuc 212

I'Ipomnonn'rem. :
i OOmecTBO € OrpaHHYEHHON ome*rcrnenuomm "Me,n.nalcop C.-IL"
(000 "Mepaakop C.-IL. "), Poccns, _
194100, Cankr IetepOypr, yi1. A. MaTpocosa, A. -4 xopm. 2, JInr. II, m]mc 212

MecTo Npou3BOACTBA Menmmncxoro H3NETTHS
000 "Mepmnaxop C.-I1." Poccm:, 194100 Caum-l'[e'repﬁypr, yia. A. Marpocosa, i. 4,
Kopi. 2, JIHT.

Howmep perucrpanmonsoro nocke Ne PJI-14955/64156 ot 20.12.2016

Bun menurmuckoro uznenmis 206630
Kilace moTeHIUanbHOro pucKa NpiMeHeH!s: MeIHITMHCKOTo u3ienus 1

Kox O6mtepoccuiickoro knaccudukaTopa NpOAYKIMH Ul MEeUIMHECKOro u3nenus 93 9816

- Hacrosiiiee periucTpaiioHHOe YI0CTOBEPEHHE HMEET npnnomerme-na 1 nucre

| 3amecrurenn pykosoauTens Dexepanbnoii
1o Ha30py B cdepe 3APaBOOXPAHEHHS




f.DEA.EPAABHAﬂ CAYKBA 110 HA.:S,30PY B COEPE SAPABOOXPAHEHVIX
(POC3APABHAA3OP) : .

.  MPUNOMEHUE
- RPETMCTPALIHOHHOMY YAOCTOBEPEHHIO
 HAMEAWUWHCKOEM3JEJME

ot 11 smBapa2017roga  Ne ®CP 2010/08997

‘Ha MeMIMECKOE H3JeNme : -
HaGop koHTpobHBIX pacTBopoB Geaxos moun "BM-kouTpoas"
no TY 9398-269-52208224-2010:
- komiutekT 1 «BM-kouTpons-CCKy»;
- kommekT 2 «BM-kouTposns-CCK + rimoxosa u pH»;
- - xomexT 3 «BM-korTpons-CCK ¢ kamubpaTopom»;
- kommiext 4 «BM-konTpons-CCK + rmokosa u pH ¢ Kmﬁpa'ropom »;
- koMIuekT 5 «BM-konTpons-TIIK»;
- komruiekt 6 «BM-korTpons-T1T'K + rmokosa u pH» .

:

3amecTuTens pyKoBoxuTes DexepasbHO e A PR B
10 HA/30py B cdepe 3ApaBOOXpAHeHHS s IO, TlaBmiokoB

0026953




NHCTPYKIUA
11O TPUMEHEHHWIO HABOPA
KOHTPOJIBHBIX PACTBOPOB BEJIKOB MOYH

«bM-kouTpoaL-CCK ¢ kagudpaTopom»

Ha3znauenue

Hab6op «bM-korTponbs-CCK ¢ kamubpaTopom» mpe-
Ha3HA4YCH IJId KOHTPOJIA MPaBUIBHOCTHU W BOCIIPOU3BO-
JTUMOCTH PE3yJIbTaTOB ONpeeNieHIs] KOHIICHTpauu Oe-
KOB B MOY€ II0 WX PEaKIHU C CyIb(POCATHINIOBON KH-
CJIOTOM.

HaGop npenHa3HayeH TONBKO JUIS JUATHOCTHUKH in
vitro.

XapakTepucTnka Hadopa

«BbM-konTpONE-CCK ¢ KammubpaTopom» mpeacTaBis-
eT co00ii cTabMIN3NPOBAaHHBIE PACTBOPHI ATbOYMUHA.

B macnopre Habopa yKa3bpIBalOTCs 3HAUYEHHS KOHIICH-
Tpauuu Oeika (anmpOymMHHa) B pacTBopax KanuOparopa u
CpemHHe 3HAYEHUs KOHIIEHTpaIruil Oenka (anp0ymMuHa) B
KOHTPOJIBHBIX PacTBOPax C KOHTPOJBHBIMH TpeaeinaMu
(X£2S).

KoHTpobHBIE pacTBOPHI TOTOBHI K IPUMEHEHUIO.

CocTaB Ha0opa

Ha6op «BbM-kouTpons-CCK ¢ kammbpatopom» co-
nepxut 8 ¢urakonos o 10,0 Mo

- 4 ¢uakoHa kanuOpaTopa ¢ KOHIEHTpAIUIMH Oelka
0,1;0,2; 0,4 u 0,8 r/m;

- 4 ¢makoHa KOHTPOJBHBIX PACTBOPOB B JIByX KOH-
HEeHTpanusX, Mo 2 ¢IakoHa KaxJA0W KOHIIEHTPAIluU
(ypoBesb | u ypoBeHb 2).

Yci0Bus XpaHeHUS W KCILTyaTAlMA
Ha6op «bM-kouTpons-CCK ¢ kamubparopom» Xpa-
Hutes npu temmeparype (2 — 8) °C B TeMHOM MecTe.
Cpox rogHOCTH 9 MECHIIEB.
B pacriedaTaHHbIX M 3aKpBITBIX NpoOKo# (rakoHax
KOHTPOJIBHBIH PacTBOP XpaHUTCS MpH TemiepaTtype (2 —
8) °C ue Gonee 14 quei.

Mepbl npeaoCTOPOKHOCTH
[Tpu pabore ¢ HabopoM HEOOXOAUMO COOIIOAATH 00-
IMe TpaBUiIa TEXHUKHA O€30MacCHOCTH U MPOU3BOJICTBEH-
HOW CaHWTApUM B KIMHUKO- JHAarHOCTUYECKOW jabopa-
TOPHH.

AHAJIUTHYECKHEe XaPAKTePUCTUKH
Jlnama3oH KOHIIEHTpaui (0,1- 0,8) r/m.
Koa¢ddumment Bapuanun  He 6o1ee 10 %.

Oo6opynoBanue
®oTOMETp, KIOBETHI C TOJIIIUHOMN CII0s1 5 MM

IpuMeHeHHE KOHTPOJILHBIX PACTBOPOB
KoHTponbHBIE pacTBOPBI MPUMEHSIOT B TE€X XKE YCIIO-
BHSIX U C TEMH K€ pearcHTaMH, 4TO M aHAHU3HPyEeMbIe
00pasiibl MOYH.
IMepen ucmonn3oBanueM (IIAKOHBI ¢ KOHTPOJIBHBIMHU
pacTBOpaMH BBIJAECP)KMBAIOT MIPU KOMHATHOW TEMIIEpaTy-

pe B TeueHHe 15 MWH, 3aTeM MEepEeMENnBaIOT BPYYHYIO
IyTEM TepeBopaunBaHus GrakoHa 5-6 pas.

Omnpenenenne KOHIEHTpaIMU OenKa MPOBOIST B CO-
OTBETCTBUU C MHCTPYKIMEH K HaOOpy pearcHTOB HITH I10
METOJIMKE, YTBEPKIEHHOW KOHKPETHBIM MEIUITTHCKUM
YUpEKICHUEM.

Jnst TOCTpOCHUsT KaIMOPOBOYHOTO TpaduKa HCHOIb-
3y10T 4 pacTBOpa KalmOpaTopa B pa3HBIX KOHIICHTPAIIH-
SX. AHaJIM3 KaXJ0ro pacTBOpa IMOBTOPSIOT B S5 mapal-
JEeTBHBIX Mpo0ax, Ul KaXIOW KOHLECHTPALMH pacCcyH-
THIBAIOT CpeHee apu(PMeTHIecKoe ONTHIECKOH TIOTHO-
ctu. Hcnonb3ys TOJIydeHHbIE 3HAYEHHUS ONTHYECKOU
IIJIOTHOCTH U IMACIIOPTHBIC 3HAYCHUA KOHUCHTpAllUKU Ka-
nmubparopa, Ha Jorapudmuueckoil Oymare cTposT Tpa-
¢uk. Hagamy xoopIuHAT COOTBETCTBYET KOHIIEHTPAITUS
6enka 0,01 r/m.
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MAREA BRITANIE 1434

REACTIVI MONOCLONALI PENTRU DETERMINAREA GRUPEI SANGUINE

INSTRUCTIUNI DE UTILIZARE

Anti-A, Anti-B si Anti-A,B monoclonal: Pentru tehnicile cu eprubeta, ID Bio-Rad, Ortho BioVue, cu microplaci si cu

lama.

REZUMAT

n 1900, Landsteiner a descoperit ca serul unor persoane poate aglutina
globulele rosii ale altora. In prezent sunt recunoscute patru fenotipuri obisnuite:
O, A, B si AB. De atunci au fost identificate si subgrupele A si B.

Grup metoda Grup metoda inversa ABO Caucazieni
directa Fenotip %!
A B A,B A, A, B O
+ 0 + 0 0 + 0 A 43
0 + + + + 0 0 B 9
0 0 0 + + + 0 0 44
+ + + 0 0 0 0 AB 4

SCOPUL PROPUS

Reactivii ABO sunt reactivi pentru determinarea grupei sanguine destinati a fi
folositi pentru a determina calitativ prezenta sau absenta antigenelor A si/sau B
pe globulele rosii ale donatorilor de sange sau ale pacientilor care au nevoie de 0
transfuzie sanguina in cazul testarii conform tehnicilor recomandate si prezentate
n aceste instructiuni de utilizare.

PRINCIPIUL

Reactivii contin anticorpi impotriva antigenului A si/sau B corespunzator de pe
globulele rosii umane si vor provoca o aglutinare (aglomerare) directa a
globulelor rosii purtatoare ale antigenului ABO corespunzator. Neaglutinarea
indica in general absenta antigenului ABO corespunzator pe globulele rosii
umane (consultati Limitari).

REACTIVI

Reactivii monoclonali Lorne IgM pentru determinarea grupei sanguine ABO
contin anticorpi monoclonali de soarece diluati intr-un tampon fosfat care contine
clorura de sodiu, EDTA si albumina bovina. Reactivii nu contin sau nu sunt
compusi din substante CMR, substante perturbatoare pentru sistemul endocrin
sau care ar putea provoca sensibilizare sau o reactie alergica in cazul
utilizatorului. Fiecare reactiv este furnizat la diluarea optima pentru utilizare cu
toate tehnicile recomandate prezentate mai jos, fara sa mai fie necesara diluarea
sau adaugarea suplimentara. Pentru numarul de referinta al lotului si data de
expirare, consultati Eticheta flaconului.

Produs Linie celulara/Clona Culoare Colorant
utilizat
Anti-A 9113D10 Albastru Albastru patent
Anti-B 9621A8 Galben Tartrazina
Anti-A,B 152D12 + 9113D10 + ES15 Incolor Niciunul
DEPOZITARE

Flacoanele cu reactiv trebuie depozitate la temperaturi cuprinse intre 2 si 8 °C
dupa primire. Depozitarea prelungita la temperaturi in afara acestui interval poate
duce la pierderea accelerata a reactivitatji reactivilor. Acest reactiv a fost supus
unor studii de stabilitate la transport la 37 °C si —25 °C, conform precizarilor din
documentul BS EN I1SO 23640:2015.

RECOLTAREA $I PREGATIREA PROBEI

Probele de sange pot fi recoltate in EDTA, citrat, anticoagulanti CPDA sau ca
proba coagulata. Probele trebuie testate cat mai curand posibil dupa recoltare.
Daca survine o intarziere in ce priveste testarea, pastrati probele la 2-8 °C.
Probele care prezinta o hemoliza intensa sau o contaminare microbiana nu
trebuie utilizate pentru testare. Probele de sange care prezinta semne de liza pot
conduce la rezultate neconcludente. Este de preferat (dar nu esential) sa spalati
toate probele de sange cu PBS sau solutie salina izotona inainte de testare.

PRECAUTII

1. Reactivii sunt destinati exclusiv diagnosticului in vitro.

2. Daca un flacon cu reactiv este crapat sau curge, aruncati continutul
imediat.

3. Nu folositi reactivii dupa data de expirare (consultati Eticheta flaconului).

4. Nu folositi reactivii daca observati ca s-a format un precipitat.

5 Purtati echipament de protectie cand manipulati reactivii, cum ar fi manusi
de unica folosinta si un halat de laborator.

6. Reactivii au fost filtrati printr-o membrana de 0,2 ym pentru a reduce
incarcatura biologica, dar nu sunt livrati sterili. Dupa deschiderea
flaconului, reactivul poate fi folosit pana la data de expirare daca nu se
observa o turbiditate marcata, care ar putea indica deteriorarea sau
contaminarea reactivului.

Numarul de referinta al documentului: CEP1600/610/620

Numarul de emitere al documentului: 16/05/2020

7. Reactivii contin < 0,1% azida de sodiu. Azida de sodiu poate fi toxica daca
este ingerata si poate reactiona cu conductele din plumb sau cupru
formand azide metalice explozive. La eliminare, spalati cu cantitati mari de
apa.

8. Nu se cunosc teste care sa garanteze faptul ca produsele derivate din
surse umane sau animale nu prezinta agenti infectiosi. Fiti atenti cand
utilizati si cand eliminati un flacon si continutul acestuia.

ELIMINAREA REACTIVULUI $I CUM SE ACTIONEAZA iN CAZ DE
STROPIRE

Pentru informatii privind eliminarea reactivului si metodele de decontaminare a
unui loc in caz de stropire, consultati Fisele cu date de securitate ale
materialului, disponibile la cerere.

1. MARTORI S| RECOMANDARI

1. Se recomanda testarea in paralel a unui martor pozitiv si a unui martor
negativ cu fiecare lot de teste. Testele trebuie considerate nevalide daca
probele martor nu prezinta rezultatele prevazute.

2. Intrucat acesti reactivi nu contin potentiatori macromoleculari, este foarte
putin probabil sa fie cauzate reactii fals pozitive la globulele acoperite cu
19G.

3. Specimenele de sange din subgrupele slabe A sau B (de ex., Ax) pot
genera reactii fals negative sau slabe Tn cazul testarii cu lame, placi de
microtitru sau cartele cu gel. Se recomanda retestarea subgrupelor slabe
cu ajutorul tehnicii cu eprubeta.

4. in cazul pacientilor cu varsta mai mare de sase luni, rezultatele determinarii
grupei ABO trebuie confirmate prin testarea serului sau plasmei acestora in
raport cu globulele din grupa A; si B cunoscuta inainte de a confirma in
cazul lor grupa sanguina ABO.

5. Inainte de utilizare, l3sati reactivul sa ajunga la temperatura camerei.
Imediat dupa utilizare, depozitati reactivul inapoi la o temperatura cuprinsa
intre 2 si 8 °C.

6. inTehnici recomandate, un volum reprezinta aproximativ 50 ul cu pipeta

flaconului furnizata.

7.  Utilizarea reactivilor si interpretarea rezultatelor trebuie efectuate de
personal calificat si instruit in mod corespunzator in conformitate cu
cerintele tarii in care se utilizeaza reactivii.

8. Utilizatorul trebuie sa stabileasca in ce masura se pot utiliza reactivii in alte
tehnici.

REACTIVI S| MATERIALE NECESARE

Pipete volumetrice.

Cartele ID Bio-Rad (NaCl, test enzimatic si aglutinine la rece).
Centrifuga ID Bio-Rad.

ID-CellStab sau ID-Diluent 2 Bio-Rad.

Casete sistem Ortho BioVue (neutre).

Centrifuga sistem Ortho BioVue.

Diluant globule rosii 0,8% Ortho

Lame de sticla pentru microscopie sau placi de cartela albe.
Betisoare aplicatoare.

Eprubete de sticla (10 x 75 mm sau 12 x 75 mm).

Centrifuga pentru eprubete.

Microplaci cu godeuri in forma de U validate.

Centrifuga pentru microplaci.

Agitator pentru placi.

Solutie PBS (pH 6,8-7,2) sau solutie salina izotona (pH 6,5-7,5).
Globule rosii martor pozitiv si negativ:

Anti-A: grupa A (martor pozitiv) si grupa O (martor negativ).
Anti-B: grupa B (martor pozitiv) si grupa O (martor negativ).
Anti-A,B: grupa A si grupa B (martori pozitivi) si grupa O (martor negativ).

TEHNICI RECOMANDATE

A. Tehnica cu eprubeta

1.  Pregatiti o suspensie de 2-3% din globulele rosii in PBS sau solutie salina
izotona.

2. Puneti intr-o eprubeta etichetata: 1 volum de reactiv Anti-ABO Lorne si 1
volum de suspensie de globule rosii.

3. Amestecati bine si incubati la temperatura camerei timp de 1 minut.

4, Centrifugati toate eprubetele timp de 10 secunde la 1000 rcf sau la un alt
raport adecvat intre timp si forta.

5. Resuspendati usor butonul de hematii si efectuati citirea macroscopica
pentru aglutinare

6. Eprubetele care prezinta un rezultat negativ sau discutabil trebuie incubate
timp de 15 minute la temperatura camerei.

7. Dupa incubare, repetati pasii 4 si 5.
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B. Tehnica ID Bio-Rad (cartele NaCl, test enzimatic si aglutinine

larece)

1. Pregatiti o suspensie de 0,8% din globulele rosii in ID-CellStab sau ID-
Diluent 2.

2. Indepartati folia de aluminiu de pe mai multe microeprubete, dupa cum este
necesar.

3. Puneti in microeprubeta corespunzatoare: 50 pl de suspensie de globule
rosii si 25 pl de reactiv Anti-ABO Lorne.

4. Centrifugati cartela(ele) ID n centrifuga pentru cartele cu gel Bio-Rad.

5. Efectuati citirea macroscopica pentru aglutinare.

C. Tehnica Ortho BioVue (Casete neutre)

1. Pregatiti o suspensie de 0,8% din globulele rosii in Diluant de globule rosii
Ortho 0,8%.

2. Indepartati folia de aluminiu de pe mai multe camere de reactie, dupa cum

este necesar.

3. Puneti in camera de reactie corespunzatoare: 50 ul de suspensie de
globule rosii si 40 pl de reactiv Anti-ABO Lorne.

4.  Centrifugati caseta(ele) intr-o centrifuga de sistem Ortho BioVue.

5. Efectuati citirea macroscopica pentru aglutinare.

D. Tehnica cu microplaci, care utilizeaza godeuri in forma de U

1. Pregatiti o suspensie de 2-3% din globulele rosii in PBS sau solutie salina
izotona.

2. Puneti intr-un godeu corespunzator: 1 volum de reactiv Anti-ABO Lorne si
1 volum de suspensie de globule rosii.

3. Amestecati temeinic, de preferinta cu un agitator pentru microplaci, avand
grija sa evitati contaminarea incrucisata intre godeuri.

4. Incubati la temperatura camerei timp de 15 minute (timpul depinde de
utilizator).

5. Centrifugati microplaca timp de 1 minut la 140 rcf sau la un alt raport
adecvat intre timp si forta.

6. Resuspendati butonul celular cu o agitatie atent controlata intr-un agitator
de microplaci

7. Efectuati citirea macroscopica sau cu un cititor automat validat.

8. Orice reactie slaba trebuie reconfirmata prin tehnica cu eprubeta.

E. Tehnica culama

1. Pregatiti o suspensie de 35-45% din globulele rosii in ser, plasma, PBS sau
solutie salina izotona sau utilizati sdnge integral anti-coagulat (in plasma
proprie).

2. Puneti pe o lama de sticla sau o placa de cartela etichetata: 1 volum de
reactiv Anti-ABO Lorne si 1 volum de suspensie de globule rosii.

3. Folosind un betisor aplicator curat, amestecati reactivul si celulele pe o
suprafata de circa 20 x 40 mm.

4. Inclinati incet lama fnainte si thapoi timp de 30 de secunde, amestecand
ocazional si mai mult in intervalul de 1 minut, pastrand lama la temperatura
camerei.

5. Efectuati citirea macroscopica dupa 1 minut la lumina difuza si nu
confundati firele de fibrina cu aglutinarea.
6. Orice reactie slaba trebuie reconfirmata prin tehnica cu eprubeta.

INTERPRETAREA REZULTATELOR TESTULUI

1. Pozitiv: Aglutinarea globulelor rosii constituie un rezultat pozitiv si, in
limitele acceptate ale procedurii de testare, indica prezenta antigenului
ABO corespunzator pe globulele rosii.

2. Negativ: Neaglutinarea globulelor rosii constituie un rezultat negativ si, in
limitele acceptate ale procedurii de testare, indica absenta antigenului ABO
corespunzator pe globulele rosii.

3. Discrepante: Daca rezultatele obtinute cu grupul cu metoda inversa nu
corespund cu grupul cu metoda directd, sunt necesare investigatii
suplimentare.

STABILITATEA REACTIILOR

1. Efectuati citirea testelor cu eprubeta si microplaca imediat dupa
centrifugare.

2.  Testele cu lama ar trebui interpretate dupd maximum un minut pentru a
garanta specificitatea si a evita riscul de a interpreta incorect un rezultat
negativ ca fiind pozitiv din cauza uscarii reactivului.

3. Aveti grija la interpretarea rezultatelor testelor efectuate la alte temperaturi
decét cele recomandate.

LIMITARI

1. Intrucat antigenele ABO nu sunt pe deplin dezvoltate la nastere, pot aparea
reactii mai slabe la specimenele de la nivelul cordonului ombilical si
neonatale.

2. Atunci cand se utilizeaza Anti-A,B monoclonal, specimenele de sange din
subgrupele slabe A sau B (de ex., Ax) pot genera reactii fals negative sau
slabe in cazul testarii cu lame, placi de microtitru sau cartele cu gel. Se
recomanda retestarea subgrupelor slabe cu ajutorul tehnicii cu eprubeta.

3. Intrucat Anti-A monoclonal si Anti-B monoclonal Lorne nu sunt validati
pentru a depista antigene Ax si A3, respectiv Bx si B3, nu sustinem
reactivitatea reactivului monoclonal Anti-A sau Anti-B Tmpotriva acestor
subgrupe A si B slabe.

4. Sangele stocat poate genera reactii mai slabe decat sangele proaspat.

5. Rezultatele fals pozitive sau fals negative pot fi generate si de:

. Contaminarea materialelor folosite in testare
. Depozitarea, concentratia celulara, timpul sau temperatura de
incubatie necorespunzatoare

Numarul de referinta al documentului: CEP1600/610/620

. Centrifugarea necorespunzatoare sau excesiva

. Abaterea de la tehnicile recomandate

. Probele de la nivelul cordonului ombilical contaminate cu gelatina
Wharton

CARACTERISTICI DE PERFORMANTA SPECIFICE

1. Tnainte de a fi pus pe piat4, fiecare lot de reactiv monoclonal ABO Lorne a
fost testat conform metodelor de testare recomandate si enumerate in
aceste instructiuni de utilizare. Testele corespund cerintelor de testare
prezentate in numarul/versiunea curenta a ,Guidelines for the Blood
Transfusion Services in the United Kingdom”® (Orientari pentru Serviciile de
transfuzii sanguine din Regatul Unit) si ,Common Technical Specifications”
(Specificatii tehnice comune).

2. Specificitatea anticorpilor monoclonali este demonstrata cu ajutorul unui
panou de celule cu antigen negativ.

3. Forta reactivilor a fost testata in raport cu standardele de referinta privind
forta minima obtinute de la Institutul National de Standarde Biologice si
Control (NIBSC):

. Standard de referinta Anti-A 03/188 si / sau
. Standard de referinta Anti-B 03/164

4. Anti-B Lorne nu reactioneaza cu globulele rosii ,B dobandit”.

5. Reactivii monoclonali ABO Lorne nu detecteaza criptoantigene, cum ar fi T,
Tn sau Cad.

6.  Controlul calitatii reactivilor a fost efectuat cu globule rosii cu fenotipuri care
au fost verificate de un centru pentru transfuzii sanguine din Regatul Unit si
care au fost spalate cu PBS sau solutie salina izotona inainte de utilizare.

DECLINAREA RESPONSABILITATII

1. Utilizatorul este singurul responsabil pentru performanta reactivilor in cazul
utilizarii altor metode decét cele mentionate in Tehnici recomandate.

2. Orice algatere de la Tehnicile recomandate trebuie validata inainte de
utilizare”.

BIBLIOGRAFIE

1. Marion E.Reid & Christine Lomas-Francis, Blood Group Antigens &
Antibodies, SBB Books, New York 2007; pagina 181.

2. Issitt PD. Applied Blood Group Serology, 3" Edition. Montgomery Scientific,
Miami 1985; capitolul 6.

3. Guidelines for the Blood Transfusion Service in the United Kingdom, 6™
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4. AABB Technical Manual, 16" edition, AABB 2008.

5. British Committee for Standards in Haematology, Blood Transfusion Task
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new techniques for blood grouping, antibody screening and cross
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DIMENSIUNI REACTIV DISPONIBILE

Marime Numar de catalog Teste per flacon
flacon
. 10 ml 600010 200
Anti-A 1000 m 600000 20.000
monoclonal
5000 ml 600000X5* 100.000
) 10 mi 610010 200
Anti-B 1000 ml 610000 20.000
monoclonal
5000 ml 610000X5* 100.000
. 10 ml 620010 200
Anti-A.B 1000 m 620000* 20.000
monoclonal
5000 ml 620000X5* 100.000

Numarul de emitere al documentului: 16/05/2020

*Aceasta marime este valabila numai pentru utilizare de fabricatie
suplimentara (FFMU) si, prin urmare, nu are marcajul CE.
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MONOCLONAL BLOOD GROUPING REAGENTS.

DIRECTIONS FOR USE
Anti-A, Anti-B and Anti-A,B Monoclonal:

&b LORNE ce

I LABORATORIES 1434

For Tube, Bio-Rad-ID, Ortho BioVue, Microplate and Slide Techniques.

SUMMARY

In 1900, Landsteiner discovered the serum of some people would agglutinate the
red cells of others. Four common phenotypes are now recognised: 0, A, B and AB.
Subgroups of A and B have since been identified.

Farward Group Reverse Group ABO Caucasians
A | A1 A2 B Phenotype %’
+ 0 + 0 0 + A 3
0 + + + + 0 B
0 0 0 + + + 0 4
+ + + 0 0 0 AB 4
INTENDED PURPOSE

The ABO reagents are blood grouping reagents intended to be used to
qualitatively determine the presence or absence of the A and or B antigens on
the red cells of blood donors or patients requiring a blood transfusion when
tested in accordance with the recommended techniques stated in this IFU.

PRINCIPLE

The reagents contain antibodies against the appropriate A and/or B antigen

on human red cells and will cause direct agglutination (clumping) of red cells
that carry the corresponding ABO antigen. No agglutination generally indicates
the absence of the corresponding ABO antigen on human red cells (see
Limitations).

REAGENT

Lorne Monoclonal IgM ABO blood grouping reagents contain mouse monoclonal
antibodies diluted in a phosphate buffer containing sodium chloride, EDTA and
bovine albumin. The reagents do not contain or consist of CMR substances,

or endocrine disrupting substances or that could result in sensitisation or an
allergic reaction by the user. Each reagent is supplied at optimal dilution for use
with all the recommended techniques stated below without the need for further
dilution or addition. For lot reference number and expiry date see Vial Label.

Product Cell Line/Clone Colour Dye Used
Anti-A 9113D10 Blue Patent Blue
Anti-B 9621A8 Yellow Tartrazine

Anti-AB 152D12 + 9113D10 + EST5 Colourless None

STORAGE

Reagent vials should be stored at 2 - 8°C on receipt. Prolonged storage at
temperatures outside this range may result in accelerated loss of reagent
reactivity. This reagent has undergone transportation stability studies at 37°C
and —25°C as described in document BS EN IS0 23640:2015.

SAMPLE COLLECTION AND PREPARATION

Blood samples can be collected into EDTA, citrate, CPDA anticoagulants or as

a clotted sample. The samples should be tested as soon as possible following
collection. If a delay in testing should occur, store the samples at 2-8°C. Samples
displaying gross haemolysis or microbial contamination should not be used for
testing. Blood samples showing evidence of lysis may give unreliable results. It is
preferable (but not essential) to wash all blood samples with PBS or Isotonic saline
before being tested.

PRECAUTIONS

1. The reagents are intended for in vitro diagnostic use only.

. If areagent vial is cracked or leaking, discard the contents immediately.

. Do not use the reagents past the expiration date (see Vial Label).

. Do not use the reagents if a precipitate is present.

. Protective clothing should be worn when handling the reagents, such as
disposable gloves and a laboratory coat.

. The reagents have been filtered through a 0.2 um capsule to reduce the
bio-burden, but are not supplied sterile. Once a vial has been opened the
contents should remain viable up until the expiry date as long as there is no
marked turbidity, which can indicate reagent deterioration or contamination.

7. The reagents contain < 0.1% sodium azide. Sodium azide may be toxic if

ingested and may react with lead and copper plumbing to form explosive
metal azides. On disposal flush away with large volumes of water.

8. No known tests can guarantee that products derived from human or animal

sources are free from infectious agents. Care must be taken in the use and
disposal of each vial and its contents.

DISPOSAL OF REAGENT AND DEALING WITH SPILLAGES
For information on disposal of the reagent and decontamination of a spillage site
see Material Safety Data Sheets, available on request.

CONTROLS AND ADVICE

1. ltis recommended a positive control and a negative control be tested in
parallel with each batch of tests. Tests must be considered invalid if controls
do not show expected results.

o abswN

. Since these reagents do not contain macromolecular potentiators, it is very

unlikely that false positive reactions are caused with IgG coated cells.

. Blood specimens of weak A or B subgroups (e.g Ax) may give rise to false

negative or weak reactions when tested using slides, microtitre plates or gel
cards. Itis advisable to re-test weak subgroups using tube technique.

. Individuals older than six months should have their ABO blood-grouping

results confirmed by testing their serum or plasma against known group A,
and B cells before their ABO blood group can be confirmed.

. Before use, let the reagent warm up to room temperature. As soon as the

reagent has been used, put the reagent back in storage at 2-8°C.

. In the Recommended Techniques one volume is approximately 50ul when

using the vial dropper provided.

. The use of the reagents and the interpretation of results must be carried

out by properly trained and qualified personnel in accordance with the
requirements of the country where the reagents are in use.

. The user must determine the suitability of the reagents for use in other

techniques.

REAGENTS AND MATERIALS REQUIRED

Applicator sticks.

Automatic plate reader.

Bio-Rad ID-Cards (NaCl, enzyme test and cold agglutinins).
Bio-Rad ID-Centrifuge.

Bio-Rad ID-CellStab or ID-Diluent 2.

Glass microscope slides or white card tiles.

Glass test tubes (10 x 75 mm or 12 x 75 mm).

Microplate centrifuge.

Ortho BioVue System Cassettes (Neutral).

Ortho BioVue System Centrifuge.

Ortho 0.8% Red Cell Diluent.

Plate shaker.

PBS solution (pH 6.8-7.2) or Isotonic saline solution (pH 6.5-7.5).
Positive and negative control red cells:

Anti-A: group A (positive control) and group O (negative control).
Anti-B: group B (positive control) and group O (negative control).
Anti- A|§3 group A and group B (positive controls) and group O (negative
control

Test tube centrifuge.

Validated “U” well microplates.

Volumetric pipettes.

RECOMMENDED TECHNIQUES

o Ohs W NSO Oh WSO O WS N 901 R NaD

. Tube Technique
. Prepare a 2-3% suspension of red cells in PBS or Isotonic saline.
. Place in a labelled test tube: 1 volume of Lorne Anti-ABO reagent and 1 volume

of red cell suspension.

. Mix thoroughly and incubate at room temperature for 1 minute.
. Gentrifuge all tubes for 10 seconds at 1000 rcf or for a suitable alternative time

and force.

. Gently resuspend red cell button and read macroscopically for agglutination

Any tubes, which show a negative or questionable result, should be incubated
for 15 minutes at room temperature.

. Following incubation, repeat steps 4 and 5.

. Bio-Rad-ID Technique (NaCl, enzyme test and cold aglutinins cards)
. Prepare a 0.8% suspension of red cells in ID-CellStab or ID-Diluent 2.

Remove aluminium foil from as many microtubes as needed.

. Place in appropriate microtube: 50ul of red cell suspension and 25ul of

Lorne Anti-ABO reagent.

. Centrifuge ID-Card(s) in the Bio-Rad gel card centrifuge.
. Read macroscopically for agglutination.

. Ortho BioVue Technique (Neutral cassettes)
. Prepare a 0.8% suspension of red cells in 0.8% Ortho Red Cell Diluent.

Remove aluminium foil from as many reaction chambers as needed.
Place in appropriate reaction chamber: 50ul of red cell suspension and 40ul
of Lorne Anti-ABO reagent.

. Centrifuge cassette(s) in an Ortho BioVue System Centrifuge.

Read macroscopically for agglutination.

. Microplate Technique, using “U” wells
. Prepare a 2-3% suspension of red cells in PBS or Isotonic saline.
. Place in the appropriate well: 1 volume Lorne Anti-ABO reagent and 1

volume red cell suspension.

. Mix thoroughly, preferably using a microplate shaker, taking care to avoid

cross-well contamination.

. Incubate at room temperature for 15 minutes (time dependant on user).
. Centrifuge the microplate for 1 minute at 140 rcf or for a suitable alternative

time and force.

. Resuspend the cell buttons using carefully controlled agitation on a

microplate shaker
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7. Read macroscopically or with a validated automatic reader.

8. Any weak reactions should be repeated by the tube technique.
E

1

. Slide Technique
. Prepare a 35-45% suspension of red cells in serum, plasma or PBS or
Isotonic saline or use anti-coagulated whole blood (in its own plasma).
2. Place on a labelled glass slide or card tile: 1 volume of Lorne Anti-ABO
reagent and 1 volume of red cell suspension.
3. Using a clean applicator stick, mix reagent and cells over an area of about
20 x 40 mm.
4. Slowly tilt the slide back and forth for 30 seconds, with occasional further
mixing during the 1-minute period, maintaining slide at room temperature.
5. Read macroscopically after 1 minute over a diffuse light and do not mistake
fibrin strands as agglutination.
6. Any weak reactions should be repeated by the tube technique.

INTERPRETATION OF TEST RESULTS

1. Positive: Agglutination of the red cells constitutes a positive test result and
within accepted limitations of test procedure, indicates the presence of the
appropriate ABO antigen on the red cells.

2. Negative: No agglutination of the red cells constitutes a negative result and
within the accepted limitations of the test procedure, indicates the absence
of the appropriate ABO antigen on the red cells.

3. Discrepancies: If the results obtained with reverse group don’t correlate with
forward group, further investigation is required.

STABILITY OF THE REACTIONS

1. Read all tube and microplate tests immediately after centrifugation.

2. Slide tests should be interpreted after a maximum of one minute to ensure
specificity and to avoid the possibility a negative result may be incorrectly
interpreted as positive due to drying of the reagent.

3. Caution should be exercised in the interpretation of results of tests
performed at temperatures other than those recommended.

LIMITATIONS

1. ABO antigens are not fully developed at birth and so weaker reactions may
therefore occur with cord or neonatal specimens.

2. When using Monoclonal Anti-A,B, blood specimens of weak A or B
subgroups (e.g Ax) may give rise to false negative or weak reactions when
tested using slides, microtitre plates or gel cards. It is advisable to re-test
weak subgroups using the tube technique.

3. Lorne monoclonal Anti-A and monoclonal Anti-B are not validated to detect
Ax and A3 or Bx and B3 antigens resp and we therefore do not claim
reactivity of the monoclonal Anti-A or Anti-B reagent against these weak A
and B sub-groups.

. Stored blood may give weaker reactions than fresh blood.

. False positive or false negative results may also occur due to:

« Contamination of test materials

« Improper storage, cell concentration, incubation time or temperature
« Improper or excessive centrifugation

« Deviation from the recommended techniques

« Cord samples contaminated with Wharton’s jelly

SPECIFIC PERFORMANCE CHARACTERISTICS
. Prior to release, each lot of Lorne ABO monoclonal reagent was tested using
the recommended test methads listed in this IFU. The tests comphed with
the test requirements as stated in the current version/issue of the ‘Guidelines
for the Blood Transfusion Services in the United Kingdom’ and the ‘Common
Technical Specifications’.

2. Specificity of source monoclonal antibodies is demonstrated using a panel

of antigen-negative cells.

3. The potency of the reagents has been tested against the following minimum
potency reference standards obtained from National Institute of Biological
Standards and Controls (NIBSC): Anti-A reference standard 03/188 And / Or
Anti-B reference standard 03/164

. Lorne Anti-B does not react with “Acquired-B” red cells.

X LoréledMonocIonaI ABO reagents do not detect crypt antigens such as T, Tn
or Cad.

6. The Quality Control of the reagents was performed using red cells with

phenotypes that were verified by a UK blood transfusion centre and had
been washed with PBS or Isotonic saline prior to use.

DISCLAIMER

1. The user is responsible for the performance of the reagents by any method
other than those mentioned in the Recommended Techniques.

2. Any d%viations from the Recommended Techniques should be validated prior
to use®.

BIBLIOGRAPHY

1. Marion E. Reid and Christine Lomas-Francis, Blood Group Antigens and
Antibodies, SBB Books, New York 2007; Page 181.

2. Issitt PD. Applied Blood Group Serology, 3rd Edition. Montgomery Scientific,
Miami 1985; Chapter 6

3. Guidelines for the Blood Transfusion Service in the United Kingdom 6th

(SIS

(SIS

4. AABB Technical Manual, 16th Edition, AABB 2008.

5. British Committee for Standards in Haematology, Blood Transfusion Task
Force. Recommendations for evaluation, validation and implementation of
new techniques for blood grouping, antibody screening and cross matching.
Transfusion Medicine, 1995, 5, 145-150.

AVAILABLE REAGENT SIZES
Vial Size _Catalogue Number Tests Per Vial
Anti-A Monoclonal 10 ml 10 200
1000 ml 600000 20,000
5000 mI 600000X5* 100,000
Anti-B Monoclonal 10 ml 10010 200
1000 ml 610000 20,000
5000 ml 610000X5% 100,000
Anti-A,B Monoclonal 10 ml 620010 200
1000 ml 620000 20,000
5000 ml 620000X5 100,000

*This size is For Further Manufacturing Use (FFMU) only and is therefore not
CE marked
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REAGENTII DE GROUP MONOCLONAL.

INSTRUCTIUNILE DE UTILIZARE
Anti-D Clone 1 si Clone 2 Monoclonal: pentru tub, DiaMed-1D, Ortho BioVue, tehnici de microplaci si
diapozitive.

REZUMAT
Sistemul Rh de grup sanguin a fost descoperit in 1940. Antigenul D este cel mai mult clinic semnificativ non-ABO de celule rosii de
sange si a fost implicat in provocand reactii hemolitice de transfuzie si boala hemolitica a nou-nascutului.

Anti -D Fenotip Caucasieni % Afro -Americani %
+ Rh D +ve 85 72
0 Rh D -ve 15 28

PRINCIPIU
Reactivii vor cauza aglutinarea directd (clumping) a celulelor rosii test care poarta antigenul D. Nici o aglutinare nu indica in general
absenta antigenului D (vezi Limitari).

REACTIV

Lorne monoclonal IgM Anti-D Clone 1 si Clone 2 reactivi de grupare sanguind sunt reactivi cu proteine scazute care contin un
anticorp IgM monoclonal uman diluat cu clorura de sodiu (0,9 g%), albumina bovina (3 g%) si potentiatori macromoleculati. La
introducerea esantioanelor pacientului, fiecare reactiv va aglutina direct celulele Rh pozitive, inclusiv majoritatea variantelor (dar nu
si DVI) si o proportie mare de fenotipuri D (Du) slabe atunci cand se utilizeaza tehnicile recomandate. Fiecare reactiv este furnizat la
o dilutie optima pentru utilizarea pe esantioanele pacientului cu toate tehnicile recomandate mentionate mai jos, fara a mai fi
necesara o continuare diluare sau adaugare. Pentru numarul de referinta al lotului si data de expirare, consultati Eticheta flaconului.

Produs Linie celulara / clona
Anti —D Clone 1 RUM-1
Anti —D Clone 2 MS-201

EXPUNEREA FATA A ANTIGENULUI RhD

Termenul colectiv Du este utilizat pe scara larga pentru a descrie celulele rosii care au o exprimare mai slaba a antigenului D decét in
mod normal. Termenul D slab indicd indivizii cu un numar redus de situsuri antigenice complete D pe celula rosie. Termenul partial
D denota indivizi cu epitop de antigen D lipsa. Celulele Dvr sunt o categorie D partiald, care nu are cele mai multe epitopi D. Ambii
reactivi ai clonei 1 si clonei 2 vor detecta cele mai multe exemple de celule rosii partiale si slabe D prin aglutinare directa, dar nu vor
detecta celule Dvr.

DEPOZITARE

Flacoanele cu reactiv trebuie pastrate la 2 - 8°C la primire. Depozitare prelungita la temperaturile din afara acestui interval pot duce
la pierderea accelerata a reactivului reactivitate. Acest reactiv a fost supus unor studii de stabilitate la transport la 37 ° C si -25 ° C
conform descrierii din documentul EN13640: 2002.

COLECTAREA SI PREGATIREA DE PROBE

Probele de sange trase cu sau fard anticoagulant pot fi utilizate pentru antigen tastare. Daca testarea este ntarziata, depozitati
specimenele la 2-8 ° C. EDTA si citrat esantioanele ar trebui sa fie tiparite in termen de 7 zile de la colectare. Probele colectate in
ACD, CPD sau CPDA-1 pot fi testate pana la 35 de zile de la data de retragere. Toate probele de sange trebuie spélate cel putin de
doud ori cu PBS sau solutie salina izotonica inainte de a fi testate. Probele care prezinta dovezi de liza pot da rezultate nesigure.



PRECAUTII

1. Reactivii sunt destinati numai pentru diagnosticul in vitro.

2. Daca un flacon de reactiv este crapat sau scurs, aruncati imediat continutul.

3. Nu utilizati reactivii dupa data expirarii (vezi Eticheta flaconului).

4. Nu utilizati reactivii daca existd un precipitat.

5. La manipularea reactivilor, cum ar fi manusi de unica folosinta si un strat de laborator.

6. Reactivii au fost fitieriti printr-o capsuld de 0,2 pm pentru a reduce povara biologica. Odata ce un flacon a fost deschis, continutul
trebuie s ramana viabil pana la data de expirare, atat timp cat nu exista turbiditate marcata, ceea ce poate indica deteriorarea sau
contaminarea reactivilor.

7. Reactivii contin <0,1% azida de sodiu. Azida de sodiu poate fi toxica daca este ingerata si poate reactiona cu plumbul din plumb si
cupru pentru a forma azide metalice explozive. Inlaturati-le cu cantititi mari de apa.

8. Materialele utilizate pentru producerea produselor au fost testate la sursa si s-au dovedit a fi negative pentru anticorpii HIV 1 + 2
si HCV si HBsAg utilizand teste microbiologice aprobate.

9. Niciun teste cunoscut nu poate garanta ca produsele derivate din surse umane sau animale nu contin agenti infectiosi. Trebuie sa se
acorde atentie utilizarii si eliminarii fiecarui flacon si a continutului acestuia

ELIMINAREA REACTIVULUI SI DEZVOLTAREA SPALARILOR
Pentru informatii despre eliminarea reactivului si despre decontaminarea unui loc de scurgere, consultati Fise tehnice de securitate
pentru materiale, disponibile la cerere.

CONTROALE SI RECOMANDARI

1. Se recomanda un control pozitiv (in mod ideal celulele R1r), un control negativ (celule rr ideale) si un control negativ al
reactivilor (cum ar fi Lorne Negative Control, catalogul # 650010) sa fie testate in paralel cu fiecare lot de teste. Testele trebuie
considerate nevalabile daca controalele nu prezinta rezultatele asteptate.

2. Cand tastati eritrocitele de la un pacient este important ca un reactiv sa fie negativ controlul este inclus, deoarece potentiatorii
macromoleculati ai reactivului pot produce reactii false pozitive cu celule acoperite cu IgG, de ex. in cazurile de AIHA sau HDN. Se
recomanda controlul negativ Lorne pentru reactivii monoclonali anti-D (Cat # 650010).

3. Variantele de antigen slabe si partiale D sunt slab detectate de cardul de gel, microtitrare si tehnica de diapozitive. Se recomanda
sa fie slab si partial D sunt testate folosind tehnica de testare a tuburilor.

4. in Tehnicile Recomandate, un volum este de aproximativ 50ul cind se utilizeazi picuratorul de flacon furnizat.

5. Utilizarea reactivilor si interpretarea rezultatelor trebuie sa fie efectuate de personal bine instruit si calificat, in conformitate cu
cerintele tarii in care reactivii sunt utilizati.

6. Utilizatorul trebuie sa determine compatibilitatea reactivilor pentru utilizarea in alte tehnici.

REACTIVI SI MATERIALE NECESARE

* Aplicatori.

« Cititor automat de placa.

¢ Carduri de identitate DiaMed (Neutru).

 DiaMed ID-Centrifuge.

» DiaMed ID-CellStab.

* Diapozitive cu microscop din sticla.

* Tuburi de testare din sticla (10 x 75 mm sau 12 X 75 mm).
* Centrifuga cu microplaci.

* Casete Ortho BioVue System (Neutru).

* Ortho BioVue System Centrifuge.

* Ortho 0,8% Diluant pentru celule rosii.

* Agitator de placa.

* solutie PBS (pH 6,8-7,2) sau solutie salina izotonica (pH 6,5-7,5).
* celule rosii pozitive (in mod ideal R1r) si negative (1r).

* Centrifuga cu tub de testare.

* microplaci cu valori "U" validate.

* Pipete volumetrice.

TEHNICI RECOMANDATE

A. Tehnica tubului

1. Se prepara o suspensie de 2-3% de celule rosii de test spalate in PBS sau solutie salind izotonica.

2. Asezati intr-un tub de etichetare etichetat: 1 volum de reactiv Lorne Anti-D si 1 volum de suspensie de test pentru eritrocite.
3. Se amesteca bine si se centrifugheaza toate tuburile timp de 20 de secunde la 1000 rcf sau pentru un timp si forta alternative
adecvate.



4. Resuspendati usor butonul de celule rosii si cititi macroscopic pentru aglutinare

5. Orice tuburi care prezintd un rezultat negativ sau dubios (cum se poate intdmpla in cazul probelor slabe D) trebuie incubate timp
de 15 minute la temperatura camerei.

6. Dupa incubare, repetati pasii 3 si 4.

B. Tehnica de tipare micro-diaMed-1D

1. Se prepara o suspensie de 0,8% de celule rosii de testare spalate in ID-CellStab.

2. indepirtati folia de aluminiu din cit mai multe microtuburi, dupa cum este necesar.

3. Amplasati in microtubul corespunzator: 50ul suspensie de test de celule rosii si 25ul de Lorne Anti-D.
4. Centrifugati cardul (ID-urile) de identitate intr-o0 centrifuga cu card de gel Diamed.

5. Cititi macroscopic pentru aglutinare.

C. Tehnica de tiparire Ortho BioVue (carduri neutre)

1. Se prepara o suspensie de 0,8% de celule rosii testate spalate in diluant Ortho de celule rosii de 0,9%.

2. Indepirtati folia de aluminiu din cat mai multe camere de reactie, dupa cum este necesar.

3. Amplasati in camera de reactie adecvata: 50 pl de suspensie de celule rosii test si 40 pl de reactiv Lorne Anti-D.
4. Centrifuge caseta (e) intr-o Centrifuga Ortho BioVue System.

5. Cititi macroscopic pentru aglutinare.

D. Tehnica microplacilor, folosind sondele "U"

1. Se prepara o suspensie de 2-3% de celule rosii testate spalate in PBS sau solutie salina izotonica.

. Asezati in godeul corespunzator: 1 volum de reactiv Lorne Anti-D si 1 suspensie de test pentru celule rosii.

. Se amesteca bine, de preferinta folosind un agitator de microplaci, avand grija sa se evite contaminare transversala.
. Incubeaza la temperatura camerei timp de 15 minute (timpul depinde de utilizator).

. Centrifuge microplaciul timp de 1 minut la 140 rcf sau pentru un timp si forta alternative adecvate.

. Resuspendati butoanele celulare utilizand agitatie controlata atent pe a microplaci

. Cititi macroscopic sau cu un cititor automat validat.

. Orice reactie slaba trebuie repetata prin tehnica tubului.
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E. Tehnica diapozitivelor

1. Se prepara o suspensie de eritrocite de 35-45% 1n ser, plasma sau PBS sau solutie salind izotonica.

2. Asezati pe o placa de sticla eticheta: 1 volum de reactiv Lorne Anti-D si 1volumul suspensiei de test pentru eritrocite.

3. Folosind un stick de aplicator curat, amestecati reactivul si celulele pe o suprafatd de aproximativ 20 x 40 mm.

4. nclinati usor glisorul inainte si inapoi timp de 30 de secunde, ocazional in continuare amestecarea in timpul perioadei de 2minute,
mentinand glisarea la temperatura camerei.

5. Cititi macroscopic dupd 2 minute pe o lumina difuza si nu greseala firelor de fir ca aglutinare.

6. Orice reactie slaba trebuie repetata prin tehnica tubului.

INTERPRETAREA REZULTATELOR TESTELOR

1. Pozitive: Aglutinarea celulelor rosii de testare reprezintd un rezultat pozitiv al testului si, in cadrul limitarilor acceptate ale
procedurii de testare, indica prezenta antigenului D pe celulele rosii de test.

2. Negativ: nici o aglutinare a celulelor rosii test nu reprezinta un rezultat negativ si in limitele acceptate ale procedurii de testare,
indica absenta antigenului D pe celulele rosii test.

3. Se vor exclude rezultatele testelor de celule care sunt aglutinate folosind controlul negativ al reactivului, deoarece aglutinarea este
cel mai probabil cauzata de efectul potentatorilor macromoleculari in reactiv asupra celulelor sensibilizate.

STABILITATEA REACTIILOR

1. Cititi toate testele cu tuburi si microplaci imediat dupa centrifugare.

2. Testele diapozitive trebuie interpretate in doud minute pentru a se asigura specificitatea si pentru a evita posibilitatea ca un rezultat
negativ sa poata fi interpretat incorect ca pozitiv datorita uscarii reactivului.

3. Trebuie interpretat cu prudenta interpretarea rezultatelor testelor efectuate la temperaturi diferite de cele recomandate.

LIMITAREA

1. Lorne Anti-D nu este adecvata pentru utilizarea cu celule enzimatice tratate, celule suspendate in LISS sau utilizate in tehnicile
antiglobulinice indirecte (IAT).

2. Sangele stocat poate produce reactii mai slabe decat sangele proaspat.

3. Se poate observa o aglutinare falsa pozitiva din cauza prezentei potentiatori macromoleculare in reactiv atunci cand se testeaza
IgG sensibilizata celule, de ex. AIHA, HDN.

4. De asemenea, pot aparea rezultate fals pozitive sau false, datorita:



» Contaminarea materialelor de testare

* Depozitarea necorespunzatoare, concentratia celulara, timpul de incubare sau temperatura
* Centrifugare necorespunzatoare sau excesiva

* Abaterea de la tehnicile recomandate

CARACTERISTICI SPECIFICE DE PERFORMANTA

1. Reactivii au fost caracterizati prin toate procedurile mentionate in Tehnicile recomandate.

2. Inainte de eliberare, fiecare lot de Lorne Monoclonal Anti-D Clonel si Anti-D Clona 2 este testati prin tehnicile recomandate
impotriva unui grup de celule rosii antigen-pozitive pentru a asigura o reactivitate adecvata.

3. Reactivii de grupare anti-D pentru gruparea D a pacientilor nu trebuie s reactioneze cu celulele DVI utilizind metoda (metodele)
recomandata (e) pentru utilizare.

4. Specificitatea anticorpilor monoclonali sursa este demonstrata utilizdnd un grup de celule antigen-negative.

5. Eficacitatea reactivilor a fost testatd pe baza urmatorului standard de referinta pentru potenta minima obtinut de la Institutul
National de Standarde si Controale Biologice (NIBSC):

* Referinta anti-D 99/836.

6. Controlul calitatii reactivilor a fost efectuat utilizand celule rosii care au avut a fost spalat de doua ori cu PBS sau cu solutie salina
izotonica inainte de utilizare.

7. Reactivii respectd recomandarile cuprinse in ultimul numar al Ghidului pentru serviciile britanice de transfuzie a sangelui.

DECLINAREA RESPONSABILITATII
1. Utilizatorul este responsabil pentru performanta reactivilor prin orice altd metoda decat cea mentionata in Tehnicile recomandate.
2. Orice abatere de la tehnicile recomandate trebuie validata inainte de utilizare9.

DIMENSIUNI DISPONIBILE REACTIVI

Dimensiune flacon Numar Catalog
Anti-D Clone 1 Monoclonal 10ml 730010
1000ml 730000*
Anti- D Clone 2 Monoclonal 10ml 710010
1000ml 710000*

* --- Aceastd dimensiune este numai pentru utilizarea in fabricatie ulterioara (FFMU) si, prin urmare, nu este Marcajul CE.
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Pentru disponibilitatea altror dimensiuni, Va rugam sa contactati:
Lorne Laboratories Limited

Unit 1 Cutbush Park Industrial Estate

Danehill

Lower Earley, Reading,

Berkshire, RG6 4UT

United Kingdom

Tel: +44 (0) 118 921 2264

Fax: +44 (0) 118 986 4518

E-mail: info@lornelabs.com
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MONOCLONAL BLOOD GROUPING REAGENTS.

DIRECTIONS FOR USE
Anti-D Clone 1 and Clone 2 Monoclonal:

&b LORNE

\J LABORATORIES

For Tube, Bio-Rad-ID, Ortho BioVue, Microplate and Slide Techniques.

SUMMARY

The Rh blood group system was discovered in 1940. The D antigen is the most
clinically significant non-ABO red blood cell antigen and has been implicated in
causing Haemolytic Transfusion Reactions and Haemolytic Disease of the Newborn.

Anti-D Phenotype Caucasians %® Afro-Americans %
+ RhD +ve 83 92
0 Rh D -ve 17 8
INTENDED PURPOSE

The Anti-D reagents are blood grouping reagents intended to be used to
qualitatively determine the presence or absence of the Rh D antigen on the red
cells of blood donors or patients requiring a blood transfusion when tested in
accordance with the recommended techniques stated in this IFU.

PRINCIPLE

The reagents contain antibodies against the D antigen on human red cells and
will cause direct agglutination (clumping) of human red cells that carry the D
antigen. No agglutination (no clumping) generally indicates the absence of the D
antigen on human red cells (see Limitations).

REAGENT

Lorne Monoclonal IgM Anti-D Clone 1 and Clone 2 blood grouping reagents
are low protein reagents containing a human monoclonal IgM antibody diluted
with sodium chloride (0.9 g%), bovine albumin (2.0 g%) and macromolecular
potentiators (1.5 g%). When typing patient samples, each reagent will directly
agglutinate Rh D positive cells, including majority of variants (liut not D") and
a high proportion of weak D (DY) phenotypes when using the recommended
techniques. The reagents do not contain or consist of CMR substances, or
endocrine disrupting substances or that could result in sensitisation or an
allergic reaction by the user. Each reagent is supplied at optimal dilution for
use on patient samples with all recommended techniques stated below without
nee({l folr EuLthler dilution or addition. For lot reference number and expiry date
see Vial Label.

Product Cell Line / Clone
Anti-D Clone 1 RUM-1
Anti-D Clone 2 MS-201

WEAKENED EXPRESSION OF THE RhD ANTIGEN

The collective term DY is widely used to describe red cells which have a weaker
expression of the D antigen than normal. The term weak D denotes individuals

with a reduced number of complete D antigen sites per red cell. The term partial D
denotes individuals with missing D antigen epitopes. D cells is a partial D category
which misses most D epitopes. Both Clone 1 and Clone 2 reagents will detect

most examples of partial and weak D red cells by direct agglutination, but will not
detect D" cells.

STORAGE

Reagent vials should be stored at 2 - 8°C on receipt. Prolonged storage at
temperatures outside this range may result in accelerated loss of reagent
reactivity. This reagent has undergone transportation stability studies at 37°C
and —25°C as described in document BS EN 1SO 23640:2015.

SAMPLE COLLECTION AND PREPARATION

Blood samples can be collected into EDTA, citrate, CPDA anticoagulants or as

a clotted sample. The samples should be tested as soon as possible following
collection. If a delay in testing should occur, store the samples at 2-8°C. Samples
displaying gross haemolysis or microbial contamination should not be used for
testing. Blood samples showing evidence of lysis may give unreliable results. It is
preferable (but not essential) to wash all blood samples with PBS or Isotonic saline
before being tested.

PRECAUTIONS

1. The reagents are intended for in vitro diagnostic use only.

. If areagent vial is cracked or leaking, discard the contents immediately.

. Do not use the reagents past the expiration date (see Vial Label).

. Do not use the reagents if a precipitate is present.

. Protective clothing should be worn when handling the reagents, such as
disposable gloves and a laboratory coat.

. The reagents have been filtered through a 0.2 um capsule to reduce the
bio-burden, but are not supplied sterile. Once a vial has been opened the
contents should remain viable up until the expiry date as long as there is no
marked turbidity, which can indicate reagent deterioration or contamination.

7. The reagents contain < 0.1% sodium azide. Sodium azide may be toxic if

ingested and may react with lead and copper plumbing to form explosive
metal azides. On disposal flush away with large volumes of water.

8. Materials used to produce the products were tested at source and found to

be negative for HIV 1+2 and HCV antibodies and HBsAg using approved
microbiological tests.
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9. No known tests can guarantee that products derived from human or animal
sources are free from infectious agents. Care must be taken in the use and
disposal of each vial and its contents.

DISPOSAL OF REAGENT AND DEALING WITH SPILLAGES
For information on disposal of the reagent and decontamination of a spillage site
see Material Safety Data Sheets, available on request.

CONTROLS AND ADVICE

1. Itis recommended a positive control (ideally R,r cells), and a negative control
(ideally rr cells) be tested in parallel with each batch of tests. Tests must be
considered invalid if controls do not show expected results.

2. When typing red cells from a patient who is diagnosed with a disease that
causes the red cells to become coated with antibody or other proteins (such
as HDN, AIHA), it is important to test the patient’s red cells using Lorne’s
Monoclonal D Negative Control (catalogue # 650010). Tests must be
considered invalid if red cells are agglutinated using Lorne’s Monoclonal D
Negative Control (catalogue # 650010).

3. Weak and partial D antigen variants are poorly detected by the gel card,
microtitre plate and slide technique. It is recommended that weak and partial
D variants are tested using the tube test technique.

4. Before use, let the reagent warm up to room temperature. As soon as the
reagent has been used, put the reagent back in storage at 2-8°C.

5. Inthe Recommended Techniques one volume is approximately 50ul when
using the vial dropper provided.

6. The use of the reagents and the interpretation of results must be carried
out by properly trained and qualified personnel in accordance with the
requirements of the country where the reagents are in use.

7. The user must the determine suitability of the reagents for use in other
techniques.

REAGENTS AND MATERIALS REQUIRED

Applicator sticks.

Automatic plate reader.

Bio-Rad ID-Cards (NaCl, enzyme test and cold agglutinins).
Bio-Rad ID-Centrifuge.

Bio-Rad ID-CellStab or ID-Diluent 2.

Glass microscope slides or white card tiles.

Glass test tubes (10 x 75 mm or 12 x 75 mm).

Microplate centrifuge.

Ortho BioVue System Cassettes (Neutral).

QOrtho BioVue System Centrifuge.

Ortho 0.8% Red Cell Diluent.

Plate shaker.

PBS solution (pH 6.8-7.2) or Isotonic saline solution (pH 6.5-7.5).
Positive (ideally R,r) and negative (rr) control red cells.
Test tube centrifuge.

Validated “U” well microplates.

Volumetric pipettes.

ECOMMENDED TECHNIQUES

. Tube Technique

. Prepare a 2-3% suspension of red cells in PBS or Isotonic saline.

Place in a labelled test tube: 1 volume of Lorne Anti-D reagent and 1 volume of
red cell suspension.

. Mix thoroughly and centrifuge all tubes for 20 seconds at 1000 rcf or for a
suitable alternative time and force.

. Gently resuspend red cell button and read macroscopically for agglutination
. Any tubes, which show negative or questionable result (as can happen with
weak D samples), should be incubated for 15 minutes at room temperature.
. Following incubation, repeat steps 3 and 4.

. Bio-Rad-ID Technique (NaCl, enzyme test and cold agglutinins cards)
. Prepare a 0.8% suspension of red cells in ID-CellStab or ID-Diluent 2.
Remove aluminium foil from as many microtubes as needed.

. Place in appropriate microtube: 50ul of red cell suspension and 25ul of
Lorne Anti-D reagent.

. Centrifuge ID-Card(s) in a Bio-Rad gel card centrifuge.

Read macroscopically for agglutination.

. Ortho BioVue Technique (Neutral cards)

Prepare a 0.8% suspension of red cells in 0.8% Ortho Red Cell Diluent.

. Remove aluminium foil from as many reaction chambers as needed.

. Place in appropriate reaction chamber: 50yl of red cell suspension and 40yl
of Lorne Anti-D reagent.

. Centrifuge cassette(s) in an Ortho BioVue System Centrifuge.

Read macroscopically for agglutination.

. Microplate Technique, using “U” wells
. Prepare a 2-3% suspension of red cells in PBS or Isotonic saline.
. Place in the appropriate well: 1 volume Lorne Anti-D reagent and 1 volume
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red cell suspension.
. Mix thoroughly, preferably using a microplate shaker, taking care to avoid
cross-well contamination.
. Incubate at room temperature for 15 minutes (time dependant on user).
. Centrifuge the microplate for 1 minute at 140 rcf or for a suitable alternative
time and force.
. Resuspend the cell buttons using carefully controlled agitation on a
microplate shaker
. Read macroscopically or with a validated automatic reader.
. Any weak reactions should be repeated by the tube technique.

Slide Technique

. Prepare a 35-45% suspension of red cells in serum, plasma or PBS or
Isotonic saline or use anti-coagulated whole blood (in its own plasma).

2. Place on a labelled glass slide or card tile: 1 volume of Lorne Anti-D reagent
and 1 volume of red cell suspension.

3. Using a clean applicator stick, mix reagent and cells over an area of about
20 x 40 mm.

4. Slowly tilt the slide back and forth for 30 seconds, with occasional further
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mixing during the 1-minute period, maintaining slide at room temperature.

. Read macroscopically after 1 minute over a diffuse light and do not mistake
fibrin strands as agglutination.

. Any weak reactions should be repeated by the tube technique.

INTERPRETATION OF TEST RESULTS

1. Positive: Agglutination of the red cells constitutes a positive test result and
within accepted limitations of test procedure, indicates the presence of the D
antigen on the red cells.

2. Negative: No agglutination of the red cells constitutes a negative result and
within the accepted limitations of the test procedure, indicates the absence
of the D antigen on the red cells.

3. Test results of cells that are agglutinated using the reagent negative control
shall be excluded, as the agglutination is most probably caused by the effect
of the macromolecular potentiators in the reagent on sensitised cells.

STABILITY OF THE REACTIONS

1. Read all tube and microplate tests immediately after centrifugation.

2. Slide tests should be interpreted after a maximum of one minute to ensure
specificity and to avoid the possibility a negative result may be incorrectly
interpreted as positive due to drying of the reagent.

3. Caution should be exercised in the interpretation of results of tests
performed at temperatures other than those recommended.

LIMITATIONS

1. Lorne Anti-D is not suitable for use with enzyme treated cells, cells
suspended in LISS or for use in indirect antiglobulin (IAT) techniques.

2. Stored blood may give weaker reactions than fresh blood.

3. False positive agglutination may be seen due to the presence of
macromolecular potentiators in the reagent when testing IgG sensitised
cells, e.g. AIHA, HDN.

4. False positive or false negative results may also occur due to:

« Contamination of test materials

« Improper storage, cell concentration, incubation time or temperature
« Improper or excessive centrifugation

« Deviation from the recommended techniques

SPECIFIC PERFORMANCE CHARACTERISTICS
. Prior to release, each lot of Lorne Anti-D monoclonal reagent was tested
using the recommended test methods listed in this IFU. The tests complied
with the test requirements as stated in the current version/issue of the
‘Guidelines for the Blood Transfusion Services in the United Kingdom’ and
the ‘Common Technical Specifications’.

2. Anti-D grouping reagents for D grouping of patients should not react with D
cells using the method(s) recommended for use.

3. Specificity of source monoclonal antibodies is demonstrated using a panel
of antigen-negative cells.

4. The potency of the reagents has been tested against the following minimum
potency reference standard obtained from National Institute of Biological
Standards and Controls (NIBSC):

» Anti-D reference 99/836.

5. The Quality Control of the reagents was performed using red cells with
phenotypes that were verified by a UK blood transfusion centre and had
been washed with PBS or Isotonic saline prior to use.

DISCLAIMER

1. The user is responsible for the performance of the reagents by any method
other than those mentioned in the Recommended Techniques.

2. Any d%viations from the Recommended Techniques should be validated prior
to use®.
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Antibodies, SBB Books, New York 2007; Page 192.

4. Jones J, Scott ML, Voak D. Monoclonal anti-D specificity and Rh D
structure: criteria for selection of monoclonal anti-D reagents for routine
typing of patients and donors. Transfusion Medicine 1995. 5, 171-184

5. Guidelines for the Blood Transfusion Service in the United Kingdom, 6th
Edition 2002. The Stationery Office.

6. British Committee for Standards in Haematology, Blood Transfusion Task
Force. Recommendations for evaluation, validation and implementation of
new techniques for blood grouping, antibody screening and cross matching.
Transfusion Medicine, 1995, 5, 145-150.

AVAILABLE REAGENT SIZES
Vial Size _Catalogue Number _Test per vial
Anti-D Clone 1 10 ml 730010 200
Monoclonal 1000 ml 730000 20,000
5000 ml 730000X5* 100,000
Anti-D Clone 2 10 ml 710010 200
Monoclonal 1000 ml 710000* 20,000
5000 ml 710000X5 100,000

*This size is For Further Manufacturing Use (FFMU) only and is therefore not
CE marked.

[EC | ReP]

Advena Ltd, Tower Business Centre, 2nd Floor, Tower Street,
Swatar, BKR 4013, Malta

& LORNE ol

Tel: +44 (0

Lorne Laboratories Limited
Unit 1 Cutbush Park Industrial Estate, Danehill, Lower Earley, Berkshire RG6 4UT United Kingdom
) 118 921 2264 Fax: +44 (0) 118 986 4518 Email: info@lornelabs.com www.lornelabs.com

o LABORATORIES
Document reference number: CEPI710/730

Document issue number: 14/05/2020
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In Vitro Diagnostic Medical Device
lVD For professional use only

Hypochlorite solution 0.5%

REF Name Packaging size
3917 Hypochlorite solution 0.5% 1000ml

Intended purpose

Hypochlorite solution 0.5% is a non — sterile reagent dedicated for intensive cleaning, rinsing and
washing of hematology analyzers (capillaries, tubing, chambers).

Principle

The use of reagents based on sodium hypochlorite is recommended by the manufactures of
hematology analyzers to maintain equipment in proper working condition.

Hypochlorite solution 0.5% is cleaning agent “emergency cleaner”, used to remove residual specimen
and the remaining reagents contained in the elements of the measuring system of hematology
analyzers. It removes any residual cellular, proteinaceous deposits (serum albumins) and the remaining
reagents that may appear during the operation of the analyzer.

Specimens (collection and preparation)
Not applicable.
Reagent preparation

This reagent is ready to use and can be applied straight from the bottle, no special reagent
preparation is needed unless Operators manual for used instrument include it.

Procedure (instruction for use)*

Due to differences in the rules for implementing the procedures for cleaning in different types of
analyzers, Hypochlorite solution 0.5% should be used according to instrument manufacturer’s
instructions for use and should be connected as listed in the Operators manual for instrument.

Avantor Performance Materials Poland S.A.
ul. Sowinskiego 11, 44-101 Gliwice, Poland
Tel: +48 32 2392 00O

Version 01/EN

Revision date: 15 Apr 2021 page 1
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Recommended models of instruments:

Hypochlorite 0.5% Model of instrument*

Emergency Cleaner Abbott Cell-Dyn 1800, 1700, 1600, 1300

ABX Pentra80, 60, 60C, 60C+, 60MS,
ABX Micros 60, ES60, 45

Benesphera™ H32, Benesphera™ H32 VET

Beckman Coulter AcT 5™,
Beckman Coulter AcT Diff™, AcT Diff 2™,
Beckman CoulterAcT 8™, AcT 10™

Diatron Abacus, Diatron Abacus Junior VET

Drew Excell 18 (BT2100)

Erma PCE-210

Hospitex Hemascreen 18

HTI Micros CC18

Medonic CA620-20, CA620-16, CA530-16

Melet-Schloesing MS9, MS4, MS8, MS8 VET

Mindray BC-3200, BC-3000 Plus, BC-2800, BC-2300, BC-2000

Nihon Kohden Celltac™ F MEK-8222K, Celltac ES MEK-7300, Celltac
E MEK-7222K, °Celltac™ a MEK-8118K + QA-810V

Seac H20 Genius, SEAC H12

Sysmex K4500, Sysmex K1000, Sysmex KX21, KX21-N

Composition (in water)

Component Concentration
Sodium hypochlorite <0,6%
Sodium hydroxide <0,5%
Fragrant <0.5%

Storage and shelf life

30°C
C_/H/_ Store in temperature 2-30°C.
-

The shelf life of Hypochlorite solution 0.5% is 18 months from manufacturing date, if stored at the
prescribed temperature range.
Do not use reagent beyond the expiration date printed on label.

Warnings and precautions

For in vitro diagnostic use
For professional use only

Hypochlorite solution 0.5% meeting the criteria for classification in accordance with Regulation (EC)
No 1272/2008.

Avantor Performance Materials Poland S.A.
ul. Sowinskiego 11, 44-101 Gliwice, Poland
Tel: +48 32 2392 00O

Version 01/EN

Revision date: 15 Apr 2021 page 2
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H315: Causes skin irritation

H319: Causes serious eye irritation

H412: Harmful to aquatic life with long lasting effects.

PREVENTION P264: Wash thoroughly after handling

P280: Wear protective gloves/protective clothing/eye protection/face protection
P273: Avoid release to the environment

RESPONSE P332+P313: If skin irritation occurs: Get medical advice/attention

P362+P364: Take off contaminated clothing and wash it before reuse
P337+P313: If eye irritation persists: Get medical advice/attention

o (

For further information please refer to Master Safety Data Sheet.

Limitations of use

Do not use reagents with visible physical or chemical changes (color, turbidity) or in case of direct
packaging damage.

Please refer to Operators manual for instrument for information about any additional limitation of
use.

*The information contained herein has not been approved by analyzers manufacturers, it is
recommendation for use only. Always refer to the user manual provided with the equipment at issue.

Disposal information

Dispose of contents/container to an appropriate treatment and disposal facility in accordance with
applicable laws and regulations, and product characteristic at time of disposal.

Avantor Performance Materials Poland S.A.
ul. Sowinskiego 11, 44-101 Gliwice, Poland
Tel: +48 32 2392 00O

Version 01/EN
Revision date: 15 Apr 2021 page 3



Independent european certification ltd

The management of

Atom Scientific Limited
Unit 2A East Tame Business Park, Rexcine Way,
Hyde, Cheshire, SK14 4GX

has been assessed and certified by independent european certification limited in respect of their
Quality Management System and found to be meeting the requirements of:

ISO 9001:2015

Certification is hereby granted providing the rules and conditions relating to the certification are
observed at all times

Certification Scope:

Manufacture, Testing and Supply of Diagnostic
Reagents and Stain Kits for the Worldwide Life
Science Industry. Supply of General Purpose and
Analytical Grade Chemicals, Solvents and

Consumables
Date of First Issue Date of Revision Valid Until:
239 August 2013 29t July 2023 239 August 2025
Certificate Number: EAC Number:

442230 29/34

M-

Authorised signature for independent european certification limited

Independent European Cerfification Lid i This cedificare remains the property of

Phone : +44 [0)1775 722 728 Independent Eurcpean Certlficafion Umited.
: To check if Inis cerificate s vaiid please visit
web: www.eurcert.couk | -

E 4 rt.co.uk
424 Knight Street E YRR R

Pinchbeck, Spalding E q Lack of fulfiiment of conditions as st outin the
Llinealnshire F - scheme rules may render this certificate Invalld,
United Kingdom U K A 5 including failure fo undergo periadic surveilance
1 - MANAGEMENT visits. The use of the accreditation mark Indlcates
PE11 3RB SYSTEMS accredifation In respect of the activities
covered by the scope of our accreditation

0054
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EU Declaration of Conformity

Version: 1.0

AaA70/77e

QF14.1 Revision:A  Date: 29/03/2022

Declaration of Conformity

for Pathology Reagents

Regulation (EU) 2017/746 of the European Parliament and of the Council of 5 April 2017
concerning In Vitro Diagnostic Medical Devices

The undersigned, under their sole responsibility, declares that the products described in this document
meet the Council provisions that apply to them and the CE Mark may be affixed.

General Product Name:

Pathology Reagents

Legal Manufacturer: (Name
on Label)

Atom Scientific Ltd

2A East Tame Business Park
Rexcine Way

Hyde

SK14 AGX

United Kingdom

SRN: Not yet acquired.
Basic UDI-DI: See Appendix ||
Variants: As per Appendix Il (This document) — Product Listing/Schedule

Intended Purpose:

Diagnosticaid in a professional laboratory

IVDR Classification:

Notified Body:

Class A

Not Applicable for Class A

CE Certificate:

Not applicable for Class A

EU Authorised
Representative:

Advena Limited. Tower Business Centre, 2" FIr., Tower Street,
Swatar, BKR 4013 Malta.

EU Authorised
Representative SRN:

MT-AR-000000234

Page 1 of 3
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EU Declaration of Conformity QF14.1 Revision:A  Date: 29/03/2022
Issuing of the Declaration of Conformity in accordance with Article 17
IVDR Assessment Route: after drawing up the technical documentation in Annexes Il and Il of
the EU IVDR 2017/746.
Name Peter Keenan Position Commercial Director

Signed B—QQM,’W Date 29/03/2022

Who is the natural and legal person with responsibility for the design, manufacture, packaging and labelling before the device is
placed on the market under his own name, regardless of whether these operations are carried out by the Manufacturer, or on
their behalf by a third party.

Appendix | = Applicable Standards

Appendix | — Applicable Standards
This present declaration is also in conformity with the following European standards and Common
Specifications (CS):

| Standard/CS/Document Name | Description

' Regulation (EU) 2017/746 of the European Parliament and of the
2017/746 Council of 5 April 2017 concerning In Vitro Diagnostic Medical
Devices - ) _
Medical Devices — Quality Management Systems — Requirements
for Regulatory Purposes

Medical Devices — Application of Risk Management to Medical
Devices -

Medical devices. Symbols to be used with information to be
supplied by the manufacturer - General requirements

EN ISO 13485:2016+A11:2021

EN ISO 14971:2019+A11:2021

EN 15O 15223-1:2021

EN ISQ 20417:2021 Medical devices. Information to be supplied by the manufacturer
In vitro diagnostic medical devices — Information supplied by the
ENISO 18113-1:2011 manufacturer (labelling) — Part 1: Terms, definitions and

general require-ments

Appendix |l — Product Listing/Schedule

| Part/Catalogue Basic UDI-DI GMDN
Nuenibit Description/Name Code
RRSK Stain Kit 505591470RRSKG4 43587
RRSP Biological Stain 505591470RRSPGE 43587

Page 2 of 3



Version: 1.0
s
Ad70/7e
SLCIERTIFIC

EU Decleration of Conformity QF14.1 Revision:A  Date: 29/03/2022
RRFF Cytology Fixative Solution 5055914 70RRFFEK 57743
BIOM Tissue Marking Dye 505591470BIOMAX 63615
GPS Solvents 505591470GPSIM 63938
K1302 Stain Kit (Guest) 505591470K1302WM 43587
RRDC Decalcifying Solution 505591470RRDCE7 57785
RRPBS Buffered Sample Diluent 505591470RRPBSG4 58208
AE Buffer Tablets | 5055914 70AERG | 58208
RRPL Specimen Buckets 505591470RRPLFV 47775
PVC Specimen PVC Plastic Jars 505591470PVCKL 47775
RRSL Specimen Screw Lid White Jar 505591470RRSLG6 47775
RRMM Moaunting Media 505591470RRMMFN 43550
HL Fixatives (Histolab) 505591470HLSK 63938
AS-RRSP Stains (Histolab) 505591470A5-RRSPDP 43587

Version History

Version

T Compiled by

Date

Description

1.0

Yvonne Black 29/03/2022

First issue.

Page 3 of 3



¢
argme®

SLIERTIFIC

2A East Tame Business Park
Rexcine Way,

Hyde, Cheshire

SK14 4GX

T: + 44 (0) 161 366 5123

F: + 44 (0) 1704 33 7167

E: enquiries@atomscientific.com

To whom it may concern
Subject: ISO 13485

Atom Scientific have a quality Management System manual for ISO 13485 as required by the
IVDR standard. Our in-vitro diagnostic devices are ‘class A’ devices which means there is no
requirement to be certified by a notified body to 1ISO 13485.

The ‘Quality Policy’ clause of ISO 13485:2016 states the following:
‘0.2 Quality Policy -

The purpose of the Quality Management System is to ensure that the products and services
provided by (the Company) to customers consistently meet or exceed their expectations and
complies with applicable regulatory requirements. The company operates a system that
regularly evaluates its processes and customer needs and has set quantifiable goals with
plans in place to ensure that they are improved year on year.

It is the policy of the Company to maintain, on a continual basis, an effectively managed
Quality Management System certified to the BS EN ISO 9001:2015 Quality Management
System standard and in compliance with ISO 13485:2016. The products and services
provided by the Company conform to the procedures and disciplines of the company and
the bespoke needs and expectations of every customer are achieved.’

Atom Scientific are therefore in compliance with I1SO 13485:2016 as required

Yvonne Black
Technical Manager (PRRC)

Date: 19/07/2024
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UKCA Declaration of Conformity QF34.1 Revision:A  Date: 05/05/2022

Declaration of Conformity
for Pathology Reagents

Atom Scientific declares the above named device complies with the UK medical Devices
Regulations 2002 (SI 2002 No 618 as amended) which were amended by the medical devices
(Amendment etc) (EU Exit) Regulations 2019 and the Medical Devices (Amendment etc.) (EU
Exit) Regulations 2020

The undersigned declares that the products described in this document meet the regulatory provisions that
apply to them and the UKCA Mark may be affixed.

General Product Name: Pathology Reagents

Atom Scientific Ltd

2A East Tame Business Park
Legal Manufacturer: (Name Rexcine Way

on Label) Hyde

SK14 4GX

United Kingdom

Risk Class of Product: General VD

Annex Used in the

]
Conformity Assessment ARHeL
Intended Purpose: Diagnostic aid in a professional laboratory
Basic UDI-DI See Annex Il
, Placed on the market under the sole responsibility of the
Declaration:
manufacturer.

Name Peter Keenan Position Commercial Director

) O
Signed e A Date 05/05/2022

Appendix | — Applicable Standards
This present declaration is also in conformity with the following Harmonized standards:

Page 1 of 2
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UKCA Declaration of Conformity

QF34.1 Revision:A

Version:

Date:

1.0

05/05/2022

Standard/CS/Document Name

Description

EN ISO 13485:2016+A11:2021

Medical Devices — Quality Management Systems — Requirements
for Regulatory Purposes

EN ISO 14971:2019+A11:2021

Medical Devices — Application of Risk Management to Medical

Devices

EN ISO 15223-1:2021

Medical devices. Symbols to be used with information to be

supplied by the manufacturer - General requirements

EN ISO 20417:2021

Medical devices. Information to be supplied by the manufacturer

ENISO 18113-1:2011

In vitro diagnostic medical devices — Information supplied by the
manufacturer (labelling) — Part 1: Terms, definitions and

general requirements

Appendix Il — Product Listing/Schedule

:Tlr:{if::alogue Description/Name Basic UDI-DI E;\:ljl;l\l
RRSK Stain Kit 505591470RRSKG4 43587
RRSP Biological Stain 505591470RRSPGE 43587
RRFF Cytology Fixative Solution 505591470RRFFEK 57743
BIOM Tissue Marking Dye 505591470BIOMAX 63615
GPS Salvents 505591470GPSIM 63938
K1302 Stain Kit (Guest) 505591470K1302WM 43587
RRDC Decalcifying Solution 505591470RRDCE? 57785
RRPBS Buffered Sample Diluent 505591470RRPBSG4 58208
AE Buffer Tablets 505591470AERG 58208
RRPL Specimen Buckets 505591470RRPLFV 47775
PVC Specimen PVC Plastic Jars 505591470PVCKL 47775
RRSL Specimen Screw Lid White Jar 5055914 70RRSLG6E 47775
RRMM Mounting Media 505591470RRMMFN 43550
HL Fixatives (Histolab) 505591470HLSK 63938
AS-RRSP Stains (Histolab) 505591470AS-RRSPDP 43587

Version History

Version Compiled by

Date

Description

1.0 Yvanne Black

05/05/2022

First issue.

Page 2 of 2



The management of

Atom Scientific Limited
Unit 2A East Tame Business Park, Rexcine Way,
Hyde, Cheshire, SK14 4GX

has been assessed and certified by independent european certification limited
in respect of their Occupational Health and Safety Management System and found to be meeting
the requirements of:

ISO 45001:2018

Certification is hereby granted providing the rules and conditions relating to the certification are
observed at all times

Certification Scope:

Manufacture, Testing and Supply of Diagnostic
Reagents and Stain Kits for the Worldwide Life
Science Industry. Supply of General Purpose and
Analytical Grade Chemicals, Solvents and

Consumables
Date of First Issue Date of Revision Valid Until:
29t July 2023 29t July 2023 23'4 August 2025
Certificate Number: EAC Number:

442230/H 29/34

MG~

Authorised signature for independent european certification limited

Independent European Cerfification Lid This certiicate ramains the property of
Phone : +44 (0)1775722 728 m Independent European Certlification Umited.
; - ; To check if Inis cerlificate & vaid please visit
o (E) e 13 Sho: | q wwweurcer.co.uk
web: www.eurcert.couk E 3]
424 Knight Street E q  Lack of fulfiment of concdifions as set outin the
Pinchbeck, Spaiding = = swcheme rules may render this certificate invalid,
Linesalnshire U KA s including failure o undergo periodic surveilance

b % MANAGEMENT | Visits. The use of tne accreditation mark Indicates
United Km_gdom SYSTEMS accreditation In respect of the activitles
PE11 3RB covared by the scope of our accreditation
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Contact Us

AbO“t Us +44 (0) 161 366 5123

Atom Scientific is a leading UK Manufacturer of IVDR Diagnostic Stains
& Reagents, Chemicals, Volumetrics, Buffer Solutions, supported by an
extensive range of consumables from leading brands.

2
arame*

SLIERTIFIC

sales@atomscientific.com

1ISO13485 compliant products

simply delivering consistency

+44 (0) 1704 33 7167
We offer Simple and Reliable Solutions for Science, servicing customers
in over 60 countries throughout the world.

www.atomscientific.com and relia biIity to Life Sciences
We aim to make our customers experience, friendly, efficient, and
focused on their needs.

Orders

Orders can be placed On-Line, by

Vision Mission Values

orders@atomscientific.com

We offer the bu||d|ng blocks To deliver SlmpI|C|ty for Caring Certiﬁcates 4
B tifiC laboratary SR We are a friendly bunch All orders must include Delivery and . . .
and the science they SR ething i house of people. We care about Invoice Address and product Certified for Diagnostics 5
support B 9 ) 4 . 9 ' our coIIeague§, creating information as follows:

i we make it very simple a diverse and inclusive DPX 6

B to source your chemicals working environment. » Product Code

Our vision is to offer Y .  Braliee . .
our customers a real and general laboratory Entrepreneurial - Pack Size Immersion Oil 6

requirements from a TWe ke thibys Happan Qty
q . . Pri . . .
their day-to-day needs, professional and responsive and never give in, finding rice Microscope Slides & Coverslips 7
solutions for our customers. : L
driven by exceptional partner you can rely on. [Fthere is an | ] All prices on website or in price lists
ere is an issue we will ted ex-work E O&EF Pertex 6
quality, friendly and sort it. We accept that Z;esg‘uo e Swore onan &

responsive service, strong g?:ggfiaggﬂﬁirgéﬁge

technical support, with change.
minimal bureaucracy.

independent partner for

Technical
Giving
Atom provide a Technical Resource
r Business can be a force for on our website, where the following
good. We make time to say can be downloaded:
thanks. We believe in giving
back. We are giving our - Material Safety Data Sheet
people the opportunity to (MSDS)
step up. .« Certificate of Conformity
Certificate of Analysis
Product Protocols

If we hold a Technical email address
for you, a full MSDS will be emailed
automatically at point of despatch.

o
@
Q
=

If you need technical assistance,
please contact:

2~ T UODOYILISD

il
=

- [CElgalvp

technical@atomscientific.com . .
@ www.atomscientific.com



Certificates

All documents are available to download from our technical zone at atomscientific.com
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SCIEATIFIC

www.atomscientific.ccom

Certified for Diagnostics

Atom Scientific has a pro-active commitment to offering our customers market

leading high quality validated products compliant to all relevant UK and Global
Standards.

As you may be aware in May 2022 the IVD regulations were replaced with the
new IVDR regulations, and since May 2022 Atom Scientifics products are fully
IVDR complaint.

In addition to IVDR, all products remain CE marked in our global markets,
however post-brexit the UK has adopted the UKCA mark to replace the CE mark,

which all of our products are compliant with.

The IVDR regulations require any product that is used in a Medical or Diagnostic

application to be registered under IVDR.

The ultimate aim of this change is to increase quality and consistency of
diagnostic products as well as ensuring full traceability through the supply chain

for all components.

It is important to note that any product not registered under IVDR should only be
used in research applications, and should not be used in diagnostic applications

as recommended by UKAS.

Atom Scientific is one of the few companies that has achieved IVDR compliance,
alongside upgrading our Quality Management System to be 1ISO13485

compliant.

So to conclude | am really pleased to introduce you to our Fixation &
Decalcification range offering you pre-validated, Certified for Diagnostic Use and
supported by my dedicated Technical Support Team.

Yvonne Black
Technical Manager ( PRRC¥)

Celds ivp

* Person responsible for regulatory compliance .

+44 (0) 0161 366 5123 ﬂ]’ﬂ[”:.

SCIEATIFIC

www.atomscientific.ccom



Mounting Media Microscope Slides & Coverslips

Immersion Oil . .
Microscope Slides

* Excellent general purpose medium viscosity oil suitable for
almost all light microscopy applications

Academy Slides Size Code | 50Pack | 1000 Pack
e Very high transmission over a wide bandwidth (>98% 400nm Microscope Slide Plain Ground 1.0-1.2mm 26mm x 76mm SL -0080 | -0080-1000
— 900nm) gives a clear crisp image every time Microscope Slide Single Frost 1.0-1.2mm 26mm x 76mm sL -00100 | -00100-1000
e Can be used directly on stained specimen or cover glass Microscope Slides Twin Frost 1.0-1.2mm 26mm x 76mm SL -00120 | -00120-1000

 Not classife] =
asa B

Code Pack
Clarity Slides Size Code | 50Pack | 1000 Pack
RRSP21-A 50ml Microscope Slides Plain Ground 1.0mm 26mm x 76mm MSL361 -50 -1000
Microscope Slides Plain Ground 1.2 - 1.5mm 26mm x 76mm MSL231 -50 -1000
RRSP21-B 100ml
Microscope Slides Single Frost 1.0mm 26mm x 76mm MSL362 -50 -1000
RRSP21-C 250ml Microscope Slides Twin Frost 1.0mm 26mm x 76mm MSL363 -50 -1000
RRSP21-D 500ml
Super Frost Slides Size Code | 50Pack
White Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS -50-W
Yellow Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS -50-Y
|
D PX ! I !‘ Green Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS -50-GR
[ — .
ooy . - e
e Preserves stain and dries quickly . Blue Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS 50-BL
e Excellent clarity . Orange Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS -50-0
° Long Iasting preparation with no tissue fading Pink Superfrost Microscope Slide 1-1.2mm 26mm x 76mm SFMS -50-P

e No ‘dry back’

Positive Charge Slides Size Code | 72Pack
Code Pack Microscope Slides Positive Charge 1.0mm 26mm x 76mm SFMS -72-POS
RRSP29-B 100ml
|
RRSP29-D 500ml Clarity Super Mega Slides Size Code | 50Pack | 1000 Pack
w — Microscope Slides Plain Ground 1.0mm 38mm x 76mm MSL368 -50 -1000
RRSP29-E L . Mi Slides Plai - -
e o icroscope Slides Plain Ground 1.0mm 52mm x 76mm MSL369 50 1000

Pertex Mounting Media Microscope Coverslips

* Rapid drying medium for mounting and preserving of slide

specimens
¢ Allows for immediate screening of slides ) )
Microscope Coverslips No.1 18mm x 18mm CG11818 -100
* Low viscosity that will enable it to flow easily and prevent Microscope Coverslips No.1.5 18mmx18mm | CG151818 | -100
the formation of air bubbles
Code Pack Circular Coverslips Size Code | 100 Pack
Microscope Coverlips Circular No.1 13mm CGC113 -100
RRSP008-11 500ml Microscope Coverlips Circular No1.5 13mm CGC1513 -100
RRSP008-01 1L

o2 o2 —
6 T: +44 (0) 0161 366 5123 ﬂmm.. W: www.atomscientific.com T:+44 (0) 0161 366 5123 ﬂmm.. W: www.atomscientific.com 7
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1ISO13485 compliant products
simply delivering consistency
and reliability to Life Sciences

Unit 2A

East Tame Business Park
Rexcine Way

Hyde

United Kingdom

SK14 4GX

T: +44 (0) 161 366 5123
E: sales@atomscientific.com
W: www.atomscientific.com



Thromboplastin L

REF 5265HL
REF 5265L
REF 5267L

Helena Biosciences Europe, Queensway South, Team Valley Trading
Estate, Gateshead, Tyne and Wear, NE11 0SD, United Kingdom

Tel: +44 (0)191 482 8440
Fax: +44 (0)191 482 8442
Email: info@helena-biosciences.com

Web: www.helena-biosciences.com

HL-2-3035P 2015/10 (1)

Thromboplastin L
Instructions for use e n

INTENDED PURPOSE

The Thromboplastin L kit is intended for carrying out clot based haemostasis assays.

The first standardised one-stage prothrombin time test was developed by Dr. Armand Quick in 1935. It has now become
the basic coagulation screening test for the dlagnosls of congential and acquired deficiencies of clotting factors from the
extrinsic Pathway (factors II, V, VIl and X)"2. It is also used for the induction and monitoring of oral anticoagulant
therapy and can be used to assess the prulem synthesis capability of the liver in chronic or acute hepatic disorders.
Thromboplastin L is of rabbit brain origin but resembles human preparations in its low International Sensitivity Index (ISIg
The IS of Thr in L is appr 1.1 and is cali against the WHO international reference preparation®.
Thromboplastin L is particularly suited to the monitoring of oral anticoagulant therapy and, in conjunction with the
appropriate factor deficient plasma, the measurement of factor activity in the extrinsic pathway. Tissue thromboplastin, in
the presence of calcium ions, is an activator which initiates the extrinsic pathway of coagulation. When a mixture of tissue
thromboplastin and calcium ions is added to normal citrated plasma, the clotting mechanism is activated, leading to a
fibrin clot. If a deficiency exists within the extrinsic pathway, the time required for clot formation will be prolonged
depending on the severity of the deficiency.

WARNINGS AND PRECAUTIONS

The reagents contained in this kit are for in vitro diagnostic use only — DO NOT INGEST. Wear appropriate personal
protective equipment when handling all kit components. Refer to the product safety declaration for the link to appropriate
hazard and precautionary statements where applicable. Dispose of components in accordance with local regulations.

COMPOSITION

Composition Content Description Preparation

Thromboplastin L~ 2 x 5 mL (REF 5265HL) Liquid Rabbit Brain The liquid, calcified thromboplastin is
8 x 5 mL (REF 5265L) Thromboplastin ready-for-use. No further calcium is
10 x 10 mL (REF 5267L)  containing Calcium required to carry out standard PT

Chloride, stabilisers and Assays. The contents of the vial should
preservatives. be mixed well before use. (5 minutes
on roller).

Each kit contains Instructions For Use.
Each kit contains lot specific reference values insert.

ITEMS REQUIRED BUT NOT PROVIDED
The below products can be used in conjunction with Thromboplastin L:

REF 5519 ISI Calibrant Plasma Set
REF 5490 INR Reference Set

STORAGE, SHELF-LIFE AND STABILITY
Unopened reagents are stable until the given expiry date when stored under conditions indicated on the vial or kit label.

Thromboplastin L Opened vials are stable for 2 months at *2 —*8°C, 5 days at *15°C (on-board Sysmex CA-1500 )
and 6 hours at *37°C (on-board AC-4 including reagent container and cap). A shift-use stability of
7 days (Sysmex CA-1500) can be achieved.
DO NOT FREEZE. Large clumps of particles or changes in expected values may indicate
product deterioration.

SAMPLE COLLECTION AND PREPARATION

Plastic or siliconised glass should be used throughout. Blood (9 parts) should be collected into 3.2% or 3.8% sodium
citrate anticoagulant (1 part). Separate plasma after centrifugation at 1500 x g for 15 minutes. Plasma should be kept at
*18 —*24°C. Testing should be completed within 4 hours of sample collection, or p\asma can be stored frozen at 20°C for
2 weeks or -70°C for 6 months. Thaw quickly at *37°C prior to testing. Do not keep at *37°C for more than 5 minutes®.

PROCEDURE

For accurate INR reporting, it is recommended to determine the laboratory specific ISI of the reagent with the tesnnﬁg
system in use. The Helena Biosciences Europe ISI Calibrant Plasma Set (REF 5519) is recommended for this purpose
This should be performed for each new reagent batch. The Helena Biosciences Europe INR Reference Set (REF 5490)
should be used to check for shifts in the local system ISI which have been noted with changes in laboratory temperature
and post instrument servicing, amongst other local variances.

Manual Method

1. Mix sufficient Thromboplastin L to complete the anticipated testing for the day and incubate at *37°C for no more
than 4 hours.
2. Pre-warm 0.1 mL of the test plasma at *37°C for 2 minutes.
8. Add 0.2 mL of freshly mixed thromboplastin reagent to the plasma while simultaneously starting a stopwatch.
4. Note the time for clot formation to the nearest 0.1 seconds.
Automated Method

Refer to the appropriate instrument operator manual for detailed instructions or contact Helena Biosciences Europe for
instrument specific application guides.

INTERPRETATION OF RESULTS

Results should be reported to the nearest 0.1 seconds and duplicates should agree within 5% of each other. %PT values
can be interpolated from the calibration graph (%PT of PT Calibration plasmas versus measured clot time), which should
be a straight line when plotted on log-log graph paper.

INR values can be calculated using the following formula: INR = (PT Time Patient / Mean Normal PT Time)‘SI

For clear guidance on the indications for and management of patients on warfarin, please refer to The British Society for
Haematology, for their most current edition of ‘Guidelines on oral anticoagulation with warfarin’. At time of printing this is
the 2011 fourth edition®.

LIMITATIONS

The use of serial dilutions of a reference plasma for the %PT curve is not recommended as this can lead to discrepancies
caused by the low fibrinogen in the reference plasma dilutions which are not reflected in patient samples having
predominantly normal fibrinogen levels. Helena Biosciences Europe advise use of the 5504R %PT/Direct INR kit for this
purpose.

QUALITY CONTROL

Each laboratory should establish a quality control program. Normal and abnormal control plasmas should be tested prior
to each batch of patient samples, to ensure satisfactory instrument and operator performance. If controls do not perform
as expected, patient results should be considered invalid.

Helena Biosciences Europe supplies the following controls available for use with this product:

REF 5186 Routine Control N
REF 5187 Routine Control A
REF 5183 Routine Control SA
REF 5490 INR Reference Set
REFERENCE VALUES

Reference values can vary between laboratories depending on the techniques and systems in use. For this reason each
laboratory should establish its own reference ranges. This is particularly important for local ISI calibration. Using the
Sysmex series of instruments, normal values ranging from 11.50 - 14.60 seconds; 0.930 - 1.160 INR; 79.10 - 112.80 %PT
are typical.

PERFORMANCE CHARACTERISTICS

The following performance characteristics have been determined by Helena Biosciences Europe or their representatives
using a Sysmex CA-1500 coagulation instrument. Each laboratory should establish its own performance data.

Reproducibility

Sample Routine Control N Routine Control A Routine Control SA

SD CV (%) SD CV (%) SD CV (%)
Repeatability 0.07 0.59 0.24 1.09 0.45 1.1
Between-run 0.10 0.83 0.16 0.75 0.49 1.20
Between-day 0.04 0.32 0.06 0.27 0.25 0.62
Within-device / Laboratory 0.12 1.07 0.29 1.35 0.72 1.75
Interferences

Helena Thromboplastin L is insensitive to Heparin levels of up to 2 U/mL. Using a 5% interference threshold, there is no
significant interference from Haemoglobin at concentrations up to 10 g/L. Using a 5% interference threshold, there is no
significant interference from Bilirubin at concentrations up to 0.5 g/L for Thromboplastin L. Lipid interference testing
demonstrates that lipid levels do not directly affect the clot time of the reagent up to 3.75g/L. Lipid concentrations in
excess of this prevent clot detection.

Method Comparison

Comparison of clot time in seconds and INR values were determined using Thromboplastin L and Thromboplastin LI on
268 samples. The following correlations were obtained:

Thromboplastin L (Seconds) = 0.9911x + 0.1038 % =0.9941 n =268
Thromboplastin L (INR) = 0.9853x + 0.0261 % = 0.9500 n =268
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Thromboplastin L fr
Fiche technique

UTILISATION

Le kit Thromboplastin L est destiné a la réalisation des analyses de I'hémostase basées sur la formation de caillots.

La premiere méthode de détermination standardisée du temps de prothrombine en une étape a été développée en 1935
par le Dr. Armand Quick. Cette méthode de Quick constitue désormais I'analyse de base de la coagulation servant a
diagnostiquer des anomal\es des facteurs de coagulation, congénitales ou acquises, a partir de la voie exmnseque
(facteurs 11, V, VIl et X)'2. Elle sert aussi 2 I'induction et au monitorage des thérapies avec anticoagulants oraux >4 et elle
peut étre utilisée pour eva\uer la capacité de synthése des protéines du foie chez les patients souffrants de troubles
hépatiques chroniques ou aigus.

Le Thromboplastin L provient de cerveaux de lapin mais il ressemble au BCT humain en raison de son indice de
sensibilité international (ISI) faible. L'ISI du Thromboplastin L est d’environ 1,1 et est étalonné en comparaison avec la
préparation internationale de référence de 'OMS>. Le Thromboplastin L convient tout particuliérement au monitorage des
thérapies avec anticoagulants oraux et, utilisé conjointement au plasma carencé en un facteur approprié, a la
détermination de I'activité du facteur de la voie extrinséque. La thromboplastine tissulaire, en présence d’ions calcium, est
un activateur qui démarre la voie extrinséque de la coagulation. Quand un mélange de thromboplastine tissulaire et d'ions
calcium est ajouté a un plasma citraté normal, le processus de coagulation, qui doit conduire a la production d’un caillot
fibreux, s'active. Si la voie inse présente une ie, le temps né ire & la formation du caillot est allongé
suivant la gravité du trouble de la coagulation.

AVERTISSEMENTS ET PRECAUTIONS

Les réactifs du kit sont & usage diagnostique in vitro uniquement — NE PAS INGERER. Porter un équipement de
protection individuelle approprié lors de la manipulation de tous les composants du kit. Consulter la fiche de données de
sécurité du produit pour obtenir le lien vers les phrases de risque et les conseils de prudence le cas échéant. Eliminer les
composants conformément aux églementations locales.

COMPOSITION

Composant Contient Description Préparation
Thromboplastin L~ 2 x 5 mL (REF 5265HL) Thromboplastine liquide La thromboplastine liquide calcifiée est
8 x 5 mL (REF 5265L) de cerveau de lapin préte a I'emploi. Aucun calcium
10 x 10 mL (REF 5267L)  contenant du chlorure de supplémentaire n'est nécessaire pour
calcium, des stabilisateurs réaliser des déterminations standard
et des conservateurs. du TP. Le contenu du flacon doit étre
bien mélangé avant utilisation (5
minutes sur un mélangeur a rouleaux).
Chaque kit contient une fiche technique.
Chaque kit contient valeurs de référence spécifiques du lot.

MATERIEL NECESSAIRE NON FOURNI

Les produits ci-dessous peuvent étre utilisés en conjonction avec la Thromboplastin L :
REF 5519 ISI Calibrant Plasma Set

REF 5490 INR Reference Set

CONSERVATION, DUREE DE VIE UTILE ET STABILITE

Les flacons de réactif non ouverts sont stables jusqu’a la date de péremption indiquée s'’ils sont conservés dans les
conditions indiquées sur I'étiquette du kit ou du flacon.

Thromboplastin L Les flacons ouverts sont stables pendant 2 mois & *2 °C — *8 °C, pendant 5 jours & *15 °C (& bord du
Sysmex CA-1500) et pendant 6 heures & *37 °C (& bord de I'AC-4, récipient de réactif et capuchon
inclus). Il est possible d'obtenir une stabilité de période de travail de 7 jours (Sysmex CA-1500).

NE PAS CONGELER. La présence de d’amas de particules ou un écart par rapport aux valeurs
prévues indique une détérioration du produit.

PRELEVEMENT ET PREPARATION DES ECHANTILLONS

Utiliser tout au long du prélévement du plastique ou du verre siliconé. Mélanger 9 volumes de sang et 1 volume de citrate
de sodium a 3,2% ou 3,8%. Séparer le plasma aprés centrifugation & 1500 x g pendant 15 minutes. Conserver le plasma
entre 18 —*24°C. L'analyse doit étre terminée dans les 4 heures suivant le prélévement de I'échantillon ; sinon, il est
possible de congeler le plasma 2 semaines & -20°C ou 6 mois & -70°C. Décongeler rapidement & *37°C avant de réaliser
I'analyse. Ne pas laisser & *37°C plus de 5 minutes®.

PROCEDURE

Pour obtenir un RNI (rapport normalisé international) précis, il est recommandé a chaque laboratoire de déterminer I'lSI
spécifique du réactif avec le systeme danalyse utilisé. Il est conseillé d'utiliser le ISI Calibrant Plasma Set Helena
Biosciences Europe (REF 5519) pour cela’®. Cette opération doit étre réalisée pour chaque nouveau lot de réactif. Le kit
RNI de référence Helena Biosciences Europe (REF 5490) doit étre utilisé pour vérifier I'existence d’un décalage de I'lS|
du systéme local déterminé en raison d’une variation de la température du laboratoire, suite @ une opération de
maintenance réalisée sur l'instrument ou toute autre variable locale.

Méthode Manuelle

1. Mélanger du Thromboplastin L en quantité suffisante pour réaliser les analyses prévues dans la journée et incuber
& %37 °C pendant 4 heures au maximum.
2. Préchauffer 0,1 mL de plasma & *37°C pendant 2 minutes.
3. Ajouter 0,2 mL de réactif de thromboplastine fraichement mélangé au plasma et démarrer a ce moment un
chronometre.
4. Relever le temps de formation du caillot en arrondissant au dixieme de seconde.
Méthodes Automatisées

Consulter le manuel d'utilisation de l'instrument approprié pour obtenir des instructions détaillées ou contacter Helena
Biosciences Europe pour obtenir des notes d'application spécifiques a l'instrument.

INTERPRETATION DES RESULTATS

Les résultats doivent étre indiqués en arrondissant au dixiéme de seconde et I'écart maximal entre eux est de 5%. Il est
possible d'interpoler les valeurs de %TP a partir de la courbe d’étalonnage (%TP des plasmas d'étalonnage du TP par
rapport au temps de coagulation mesuré), qui doit correspondre a une ligne droite quand elle est représentée sur du
papier logarithmique.

La formule suivante permet de calculer les valeurs du RNI: )'S‘

RNI = (Temps TP patient / Temps TP moyen normal;
Pour obtenir des informations claires quant aux indications et a la prise en charge des patients sous warfarine, consulter
la British Society for Haematology pour obtenir la derniére édition des Guidelines on oral anticoagulation with warfarin
(Recommandations relatives & Ianncoagulotherag\e orale avec la warfarine). Au moment de limpression du présent
document, il s'agit de la quatrieme édition de 2011°.

LIMITES

Il est déconseillé de réaliser des dilutions du plasma de référence pour la courbe de %TP, car cela risquerait d’entrainer
des divergences dues au faible taux de fibrinogéne présent dans les dilutions du plasma de référence, ce qui ne serait
pas représentatif des échantillons patients qui ont principalement des taux de fibrinogéne normaux. Helena Biosciences
Europe conseille 'utilisation du kit 5504R %PT/Direct INR dans ce but.

CONTROLE QUALITE

Chaque laboratoire doit établir un programme de contrdle qualité. Les plasmas de controle, normaux et anormaux,
doivent étre testés avant chaque lot d’échantillons patients afin de s’assurer que I'instrument et I'opérateur offrent des
performances satisfaisantes. Si les contréles ne donnent pas les résultats prévus, les résultats du patient doivent étre
considérés comme non valables.

Helena Biosciences Europe distribue les contréles suivants & utiliser avec ce produit:

REF 5186 Routine Control N
REF 5187 Routine Control A
REF 5183 Routine Control SA
REF 5490 INR Reference Set

VALEURS DE REFERENCE

Les valeurs de référence peuvent varier d'un laboratoire & I'autre suivant les techniques et les systémes utilisés. C'est
pour cette raison qu'il appartient & chaque laboratoire de déterminer ses propres plages de référence. Ceci est
particulierement important pour I'étalonnage de I'lSI local. Avec les instruments de la série Sysmex, l'intervalle type des
valeurs normales est de 11,50 - 14,60 secondes; 0.930 - 1.160 INR; 79.10 - 112.80 %PT .

CARACTERISTIQUES DE PERFORMANCES

Helena Biosciences Europe ou ses mandataires ont déterminé les caractéristiques de performance suivantes en utilisant
un instrument de coagulation Sysmex CA-1500. Chaque laboratoire doit établir ses propres données de performance.

Reproductibilité

Echantillon Routine Control N Routine Control A Routine Control SA

sp cV (%) sb cV (%) sD cV (%)
Répétabilité 0,07 0,59 0,24 1,09 0,45 1,1
Inter-séries 0,10 0,83 0,16 0,75 0,49 1,20
Inter-jours 0,04 0,32 0,06 0,27 0,25 0,62
Intra-dispositif/laboratoire 0,12 1,07 0,29 1,35 0,72 1,75
Interférences

Thromboplastin L (ISI faible) d'Helena ne présente pas d'interférences avec un taux d'héparine jusqu'a 2 U/mL. En
utilisant un seuil d'interférence de 5 %, il n'y a pas d'interférences significatives de I'hémoglobine & une concentration
jusqu'a 10 g/L. En utilisant un seuil d'interférence de 5 %, il n'y a pas d'interférences significatives de la bilirubine a une
concentration jusqu'a 0,5 g/L pour la Thromboplastin L. Une évaluation de l'interférence des lipides montre que les taux
de lipides n'affectent pas le temps de coagulation du réactif jusqu'a 3,75 g/L. Une concentration en lipides dépassant
cette limite empéche la détection du caillot.

Comparaison de la méthode

Des comparaisons du temps de coagulation en secondes et en valeurs de RNI ont été déterminées en utilisant les
produits Thromboplastin L et Thromboplastin LI avec 268 échantillons. Les corrélations suivantes ont été obtenues:

Thromboplastin L (seconde) = 0,9911x + 0,1038 2= 0,9941 n =268
Thromboplastin L (INR) = 0,9853x + 0,0261 r? =0,9500 n =268
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VERWENDUNGSZWECK

Das Thromboplastin L Kit ist fiir koagulometrische Gerinnungstests vorgesehen.

Die erste standardisierte Prothrombinzeit als Einstufen-Test wurde 1935 von Dr. Armand Quick entwickelt. Mittlerweile ist
er der Standard-Screeningtest in der Gerinnung zur Diagnose elnes vererbten oder erworbenen
Gerinnungsfaktormangels des extrinsischen Systems (Faktor II, V, VIl und X) Er wird auch zur Einstellung und
Uberwachung von oralen Anllkoagulanz(heraplen34 verwendet und kann bei chromschen und akuten Lebererkrankungen
zur Beurteilung der Funktionsfahigkeit der Leber bei der Proteinsynthese herangezogen werden.

Thromboplastin L wird aus Kaninchenhirn gewonnen, ahnelt aber mit seinem niedrigen ,International Sensitivity Index“
(ISl) humaner Blutgennnungszell Der ISI von Thromboplastin L liegt bei ca. 1,1 und ist gegen WHO ,International
Reference Preparation Kalibriert®. Thromboplastin L ist besonders fiir die Uberwachung oraler Antikoagulanztherapien
geeignet und, in Verbindung mit dem prechenden Faktor-| bei der Messung von Faktoraktivitdten im
extrinsischen System. Gewebethromboplastin ist in Anwesenheit von Calcium-lonen ein Aktivator, der das extrinsische
Gerinnungssystem auslost. Gibt man eine Mischung von Gewebethromboplastin und Calcium-lonen zu normalem
Citratplasma, wird die Gerinnungskaskade aktiviert und es bildet sich ein Fibringerinnsel. Besteht innerhalb des
extrinsischen Systems ein Mangel, verlangert sich, je nach Schwere dieses Mangels, die Zeit bis zur Ausbildung eines
Gerinnsels.

WARNHINWEISE UND VORSICHTSMASSNAHMEN

Die in diesem Kit enthaltenen Reagenzien sind ausschlieBlich fir die Verwendung von in-vitro-Diagnosen vorgesehen.
NICHT VERSCHLUCKEN. Tragen Sie beim Umgang mit sémtlichen Komponenten des Kits geeignete Schutzausriistung.
Beachten Sie gegebenenfalls die Verweise auf entsprechende Gefahren- und Vorbeugeerkldrungen in der
Produktsicherheitserklarung. Entsorgen Sie die Komponenten geméaB den értlichen Vorschriften.

ZUSAMMENSETZUNG

Komponente Inhalt Beschreibung
Thromboplastin L~ 2 x 5 mL (REF 5265HL) Flussiges Thromboplastin
8 x 5 mL (REF 5265L) aus Hasenhirn mit
10 x 10 mL (REF 5267L)  Calciumchlorid,
Stabilisatoren und
Konservierungsstoffen.

Vorbereitung

Das fliissige, kalzifizierte
Thromboplastin ist einsatzbereit. Fir
die Durchfiihrung von
standardmaBigen PT-Analysen ist
kein zusétzliches Calcium
erforderlich. Der Inhalt der Ampulle
muss vor der Verwendung gut
gemischt werden (5 Minuten auf
dem Walzenmischer).

Jedes Kit enthalt eine Gebrauchsanweisung

Jedes Kit enthalt chargenspezifischen Referenzwerten

ERFORDERLICHE, ABER NICHT MITGELIEFERTE ARTIKEL
Die folgenden Produkte kénnen in Kombination mit Thromboplastin L verwendet werden:

REF 5519 ISI Calibrant Plasma Set
REF 5490 INR Reference Set

LAGERUNG, HALTBARKEIT UND STABILITAT

Ungeodffnete Reagenzien sind unter den auf Verpackung oder Fldschchen angegebenen Lagerbedingungen bis zum
aufgedruckten Verfallsdatum stabil.

Thromboplastin L~ Offene Ampullen sind 2 Monate bei *2 —*8°C, 5 Tage bei *15°C (im Sysmex CA-1500) und 6
Stunden bei *37°C (im AC-4 mit Reagenzbehélter und Deckel) stabil. Eine Stabilitat von 7 Tagen im
Schichteinsatz (Sysmex CA-1500) kann erreicht werden.
NICHT EINFRIEREN. GroBe Verklumpungen oder Verénderungen in den Normalwerten kénnen auf
eine Verfall des Produkts hinweisen.

PROBENENTNAHME UND VORBEREITUNG

Nur Plastik oder Silikonglas verwenden. Blut (9 Teile) sollte in 3,2% oder 3,8% Natriumcitrat als Antikoagulanz (1 Teil)
entnommen werden. 15 Minuten bei 1500 g zentrifugieren und Plasma abpipettieren. Plasma bei *18 —*24°C lagern.
Plasma sollte innerhalb von 4 Stunden verarbeitet oder tief gefroren bei -20°C fiir 2 Wochen oder -70° C fir 6 Monat
gelagert werden. Vor dem Testen schnell bei *37°C auftauen. Nicht langer als 5 Minuten bei *37°C belassen®.

VORGEHENSWEISE

Um einen korrekten INR zu erhalten wird empfohlen, den laborspezifischen IS| fir das Reagenz mit dem verwendeten
Teslsystem zu bestimmen. Helena Biosciences Europe empfiehlt zu diesem Zweck das Plasma-Kalibrator-Set REF
5519"%. Das sollte mit jeder neuen Reagenzien-Charge durchgefihrt werden. Das Helena Biosciences Europe INR
Reference Set (REF 5490) dient zur Uberpriifung von Verschiebungen im ISI vor Ort, die unter anderem durch
Veranderungen der Labortemperatur und nach Wartungsarbeiten an den Geréten festgestellt worden sind.

Manuelle Methode

1. Mischen Sie eine de Menge von Tt in L an, um die fiir den Tag geplanten Tests
durchzufiihren und inkubieren Sie es nicht langer als 4 Stunden bei *37°C.
2. 0,1 mLdes zu testenden Plasmas bei *37°C 2 Minuten vorwarmen.
3. 0,2 mL des frisch zubereiteten Thromboplastin-Reagenz zum Plasma pipettieren, dabei gleichzeitig Stoppuhr
driicken.
4. Die Zeit bis zur Gerinnselbildung bis auf 0,1 Sekunden genau stoppen.
Automatisierte Methoden

Siehe die Bedienungsanleitung des entsprechenden Geréts fiir genaue Anweisungen oder wenden Sie sich an Helena
Biosciences Europe fiir spezielle anwendungstechnische Hinweise.

INTERPRETATION DER ERGEBNISSE

Ergebnisse sollten bis auf 0,1 Sekunden genau gemessen werden und Doppelbestimmungen nicht mehr als 5%
abweichen. % TPZ-Werte koénnen ausgehend von der Kalibratorkurve interpoliert werden (% TPZ des
TP-Kali zu rer Gerinnungszeit) und sollten auf doppeltlogarithmischem Millimeterpapier eine
gerade Linie ergeben.

INR-Werte kénnen anhand der folgenden INR = (PT Zeit Patient / Mittelwert normale TPZ)ISI

Formel berechnet werden:

Fur klare Leitlinien zu den Indikationen fiir und der Versorgung von Patienten unter Warfarin siehe die aktuelle Ausgabe
der "Guidelines on oral anticoagulation with warfarin" der British Society for Haematology. Zum Zeitpunkt der
Drucklegung ist das die 4. Ausgabe, 20117,

EINSCHRANKUNGEN

Die Verwendung einer Serienverdiinnung von Referenzplasma ist fiir die %PT-Kurve nicht zu empfehlen, da das zu
Diskrepanzen aufgrund von niedrigem Fibrinogen in den Referenzplasma-Verdiinnungen fiihren kann, das nicht den
Patientenproben entspricht, die in der Regel normale Fibrinogen-Werte haben. Helena Biosciences Europe empfiehlt zu
diesem Zweck das Set 5504R %PT/Direct INR einzusetzen.

QUALITATSKONTROLLE

Jedes Labor muss fiir eine eigene Qualitatskontrolle sorgen. Vor jeder Testreihe mit Patientenproben miissen normale
und pathologische Kontrollplasmen getestet werden, um eine zufrieden stellende Gerateleistung und Bedienung zu
gewdhrleisten. Liegen die Kontrollen auBerhalb des Normbereichs, sind die Patientenergebnisse nicht zu verwenden.

In Verbindung mit diesem Produkt bietet Helena Biosciences Europe die folgenden Kontrollen an:

REF 5186 Routine Control N
REF 5187 Routine Control A
REF 5183 Routine Control SA
REF 5490 INR Reference Set
REFERENZWERTE

Referenzwerte konnen je nach Technik und verwendetem System von Labor zu Labor unterschiedlich sein. Aus diesem
Grund sollte jedes Labor seine eigenen Referenzwertbereiche erstellen. Dieses ist besonders fiir die ISI-Kalibration vor
Ort wichtig. Mit der Instrumentenreihe Sysmex liegen die typischen Normwerte zwischen 11,50 - 14,60 Sekunden; 0.930 -
1.160 INR; 79.10 - 112.80 %PT .

LEISTUNGSMERKMALE

Die folgenden Leistungseigenschaften wurden von Helena Biosciences Europe oder in ihrem Auftrag mit einem Sysmex
CA-1500 Gerinnungsgerat ermittelt. Jedes Labor muss seine eigenen Werte ermitteln.

Reproduzierbarkeit

Probe Routine Control N Routine Control A Routine Control SA
SD CV (%) SD CV (%) SD CV (%)

Wiederholbarkeit 0,07 0,59 0,24 1,09 0,45 1,1

Bei verschiedenen Analysen 0,10 0,83 0,16 0,75 0,49 1,20

An verschiedenen Tagen 0,04 0,32 0,06 0,27 0,25 0,62

Selbes Geréat/Labor 0,12 1,07 0,29 1,35 0,72 1,75

Storungen

Helena Thromboplastin L ist unempfindlich gegeniiber Heparinwerten bis zu 2 Einheiten/mL. Mit einer Stérschwelle von 5
% gibt es keine besondere Interferenz durch Hémoglobin bei Konzentrationen von bis zu 10 g/l. Mit einer Stérschwelle
von 5 % gibt es keine besondere Interferenz durch Bilirubin bei Konzentrationen von bis zu 0,5 g/l bei Thromboplastin L.
Lipidinterferenztests zeigen, dass die Lipidmenge die Gerinnungszeit des Reagenz bis 3,7 g/l nicht direkt beeinflusst.
Héhere Lipidkonzentrationen verhindern die Gerinnungserkennung.

Methodenvergleich

Thromboplastin L und Thromboplastin LI wurden an 268 Proben angewandt. Dabei wurden die Gerinnungszeit in
Sekunden verglichen und die INR-Werte bestimmt. Es ergaben sich folgende Korrelationen:

Thromboplastin L (sekunden) = 0,9911x + 0,1038 % =0,9941 n =268
Thromboplastin L (INR) = 0,9853x + 0,0261 1? =0,9500 n=268
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Thromboplastin L |t
Istruzioni per I'uso

SCOPO PREVISTO

1l kit Thromboplastin L & concepito per I'esecuzione di dosaggi di emostasi basati sulla presenza di coaguli.

| primo test del tempo di protrombina standardizzato venne messo a punto dal Dr. Armand Quick nel 1935. Attualmente,
questo test & diventato il metodo basilare di screening della coagulazione per la diagnosi di deficienze congenite ed
acquisite dei fattori di coagulazione dal percorso estrinseco (fanan 11, V, VIl e X)""2. Questo test viene utilizzato anche per
Iinduzione e il monitoraggio della terapia anticoagulante orale™ 34 e puo essere impiegato per valutare la capacita di sintesi
proteica del fegato in disordini epatici cronici o acuti.

Il kit Thromboplastin L & realizzato a partire da cervello di coniglio, ma rassomiglia a BCT umano in termini di basso indice
di sensibilita internazionale (ISI). L'ISI del kit Thromboplastin L & approssimativamente pari a 1,1 ed & calibrato rispetto
alla preparazione di riferimento internazionale dell'OMS®. 11 kit Thromboplastin L e particolarmente indicato per il
monif della terapia i llante orale e, in combinazione con plasma carente del fattore appropriato, per la
misurazione dell'attivita del fattore nel percorso estrinseco. In presenza di ioni di calcio, la tromboplastina tissutale & un
attivatore che da inizio al percorso di coagulazione estrinseco. Quando una miscela di tromboplastina tissutale e di ioni di
calcio viene aggiunta a normale plasma citrato, si attiva il meccanismo di coagulazione che porta alla formazione di un
coagulo di fibrina. Qualora sussista una deficienza all'interno del percorso estrinseco, il tempo richiesto per la formazione
del coagulo risultera prolungato in funzione della gravita della deficienza.

AVVERTENZE E PRECAUZIONI

| reagenti contenuti in questo kit sono destinati esclusivamente alla diagnostica in vitro - NON INGERIRE. Indossare
un’adeguata attrezzatura protettiva personale durante la manipolazione di tutti i componenti del kit. Per conoscere i
relativi simboli precauzionali e di pericolo, laddove pertinente, fare riferimento alla dichiarazione di sicurezza del prodotto.
Smaltire i componenti conformemente alle normative locali vigenti.

COMPOSIZIONE

Componente Contiene Descrizione Preparazione
Thromboplastin L~ 2 x 5 mL (REF 5265HL) Tromboplastina liquida di La tromboplastina calcica liquida &
8 x 5 mL (REF 5265L) cervello di coniglio pronta all'uso. Per eseguire dosaggi PT
10 x 10 mL (REF 5267L)  contenente cloruro di standard non & necessario altro calcio.
calcio, stabilizzatori e Il contenuto della fiala deve essere
conservanti. miscelato accuratamente prima dell'uso
(5 minuti su un rullo).
Ogni kit contiene un Istruzioni per l'uso.
Ogni kit contiene un inserto recante i valori di riferimento specifici per il lotto.

MATERIALI NECESSARI, MA NON IN DOTAZIONE

In inazione con la Thr L & possibile utilizzare i seguenti prodotti:
REF 5519 ISI Calibrant Plasma Set
REF 5490 INR Reference Set

CONSERVAZIONE, VITA UTILE E STABILITA

| reagenti non aperti sono stabili fino alla data di scadenza indicata se conservati nelle condizioni riportate sul flacone o
sull’etichetta del kit

Thromboplastin L Le fiale aperte sono stabili per 2 mesi ad una temperatura compresa tra *2 e *8°C, per 5 giorni a
*15°C (Sysmex CA-1500 on-board) e per 6 ore a *37°C (AC-4 on-board compresi il contenitore del
reagente e il tappo). E possibile ottenere una stabilita d’uso di 7 giorni (Sysmex CA-1500).

NON CONGELARE. Ammassi consistenti di particelle o variazioni nei valori previsti possono essere
indice di deterioramento del prodotto.

RACCOLTA E PREPARAZIONE DEI CAMPIONI

Nel corso dell'intera procedura & necessario utilizzare plastica o vetro siliconizzato. Il sangue (9 parti) deve essere
raccolto in sodio citrato al 3,2% o al 3,8% come anticoagulante (1 parte). Separare il plasma in seguito a centrifugazione
a 1500 x g per 15 minuti. Il plasma deve essere conservato a *18 —*24°C. | test devono essere completati entro 4 ore
dalla raccolta dei campioni; in alternativa, il plasma pud essere conservato congelato a -20°C per 2 settimane o a -70°C

per 6 mese. Decongelare rapidamente a *37°C prima di eseguire i test. Non conservare a *37°C per oltre 5 minuti®.

PROCEDURA

Per un rilevamento accurato dell'INR si raccomanda di determinare I'lSI specifico del laboratorio per il reagente con il
slstema di test in uso. A tale scopo si raccomanda il ISI Calibrant Plasma Set (REF 5519) di Helena Biosciences
Europe % Questa procedura deve essere eseguita per ogni nuovo lotto di reagente. L'INR Reference Set (REF 5490) di
Helena Biosciences Europe deve invece essere utilizzato per rilevare eventuali spostamenti dell’lSI del sistema locale
osservati in concomitanza con cambiamenti della temperatura del laboratorio e in seguito a manutenzione dello
strumento, tra le altre variazioni locali.

Metodo Manuale

1. Miscelare un quantitativo di Thromboplastin L sufficiente a completare i test previsti per la giornata e incubare a
+37°C per un massimo di 4 ore.
2. Preriscaldare 0,1 mL di plasma di prova a *37°C per 2 minuti.
3. Aggiungere al plasma 0,2 mL di reagente a base di tromboplastina appena miscelato, azionando
contemporaneamente un cronometro.
4. Annotare il tempo di formazione del coagulo con un’approssimazione a 0,1 secondi.
Metodo Automatico

Fare riferimento al manuale utente dello strumento appropriato per istruzioni dettagliate oppure contattare Helena
Biosciences Europe per le note applicative specifiche dello strumento.

INTERPRETAZIONE DEI RISULTATI

| risultati devono essere indicati con un’approssimazione a 0,1 secondi e le ripetizioni devono corrispondere con una
tolleranza del 5%. | valori di %PT possono essere interpolati dal grafico di calibrazione (%PT dei plasmi di calibrazione PT
vs. tempo di coagulazione rilevato), che, se tracciato su carta a doppia scala logaritmica, deve apparire sotto forma di
linea retta.

| valori di INR possono essere calcolati )‘S'

utilizzando la seguente formula:

INR = (Tempo di PT Paziente / Tempo di PT normale medio

Per una guida chiara sulle indicazioni per la gestione dei pazienti con warfarina fare riferimento a The British Society for
Haematology per la loro edizione pit aggiornata delle ‘Linee guida sull'anticoagulazione orale con warfarina’. Al momento
della stampa questa ¢ la quarta edizione del 2011 S,

LIMITAZIONI

Si sconsiglia Iimpiego di diluizioni seriali di un plasma di riferimento per la curva %PT, che infatti possono dare luogo a
discrepanze dovute al basso livello di fibrinogeno nelle diluizioni del plasma di riferimento, che non compaiono invece nei
campioni dei pazienti con livelli di fibrinogeno prevalentemente normali. Helena Biosciences Europe consiglia di utilizzare
a questo scopo il kit 5504R %PT/Direct INR.

CONTROLLO QUALITA

Ogni laboratorio deve definire un programma di controllo qualita. | plasmi di controllo normali e anormali devono essere
testati prima di ogni lotto di campioni di pazienti, per garantire un livello prestazionale soddisfacente sia per quanto
riguarda lo strumento che per I'operatore. Qualora i controlli non funzionassero come previsto, i risultati relativi ai pazienti
dovranno essere considerati non validi.

Helena Biosciences Europe mette a disposizione i seguenti controlli utilizzabili con questo prodotto:

REF 5186 Routine Control N
REF 5187 Routine Control A
REF 5183 Routine Control SA
REF 5490 INR Reference Set

VALORI DI RIFERIMENTO

Per la sicurezza del paziente, & necessario che il sistema sia monitorato continuamente da un operatore qualificato. Per
tale motivo ciascun laboratorio dovra elaborare i propri range di riferimento. Cio & particolarmente importante per la
calibrazione dell'ISI locale. Con I'impiego della gamma di strumenti Symex, i valori normali che variano tra 11,50 - 14,60
secondi; 0.930 - 1.160 INR; 79.10 - 112.80 %PT sono ritenuti tipici.

CARATTERISTICHE PRESTAZIONALI

Le seguenti caratteristiche prestazionali sono state determinate da Helena Biosciences Europe o dai propri rappresentanti
con l'utilizzo di uno strumento di coagulazione Sysmex CA-1500. Ciascun laboratorio dovra pertanto elaborare i propri
dati prestazionali.

Riproducibilita

Campione Routine Control N Routine Control A Routine Control SA
SsD CV (%) SD CV (%) SD CV (%)

Ripetibilita 0,07 0,59 0,24 1,09 0,45 1,1

Tra le serie 0,10 0,83 0,16 0,75 0,49 1,20

Tra giorni 0,04 0,32 0,06 0,27 0,25 0,62

Allinterno del dispositivo/laboratorio 0,12 1,07 0,29 1,35 0,72 1,75

Interferenze

La Thromboplastin L Helena non & sensibile ai livelli di eparina di oltre 2 U/mL. Utilizzando una soglia di interferenza del
5%, non risulta esserci alcuna significativa interferenza da parte del’emoglobina a concentrazioni fino a 10 g/l. Utilizzando
una soglia di interferenza del 5%, non risulta esserci alcuna significativa interferenza da parte della bilirubina a
concentrazioni fino a 0,5 g/l per la Thromboplastin L. | test per le interferenze dei lipidi dimostrano che i livelli dei lipidi non
influenzano direttamente il tempo di coagulazione del reagente fino a 3,75 g/l. Concentrazioni lipidiche superiori a questo
valore impediscono il rilevamento del coagulo.

Confronto dei metodi
Si & eseguito un confronto su 268 campioni tra il tempo di coagulazione in secondi e i valori INR utilizzando la
tromboplastina L e la tromboplastina LI. Si sono ottenute le seguenti correlazioni:

Thromboplastin L (secondi) = 0,9911x + 0,1038 ? =0,9941 n=268
Thromboplastin L (INR) = 0,9853x + 0,0261 = 0,9500 n =268
BIBLIOGRAFIA

1. Quick AJ (1935) A Study of the Coagulation Defect in Hemophilia and Jaundice, Am. J. Med. Sci, 190: 501.

2. Biggs R (1976) Human Blood Coagulation, Haemostasis and Thrombosis, 2nd Edition, Blackwell Scientific
Publications, London.

3. Hirsh J, Poller L, Deykin D, Levine J, Dalen JE (1989) Optimal Therapeutic Range for Oral Anticoagulants, Chest,
95: 58-118.

4. Poller L (1986) Laboratory Control of Anticoagulant Therapy, Sem. Thromb. Haemostasis, 12: 13-19.

5. World Health Organisation (1984) Expert Committee on Biological Standards, Technical Series, 700: 19.

6. Clinical and Laboratory Standards Institute (2008) Collection, Transport and Processing of Blood Specimens for
Testing Plasma-Based Coagulation Assays and Molecular Haemostasis Assays: Approved Guideline, 5th edn.
CLSI: H21-A5,

7. Poller L., Triplett DA, Hirsh J, Carroll J, Clarke K (1995) The value of plasma calibrants in correcting coagulometer
effects on International Normalised Ratios (INR): An international multicentre study, Amer. J. Clin. Pathol, 103:
358-365.

8. Poller L, Triplett DA, Hirsh J, Carroll J, Clarke K (1995) A comparison of lyophilised artificially depleted plasmas
and lyophilised plasmas from warfarin treated patients in correcting for coagulometer effects on International
Normalised Ratios, Amer. J. Clin. Pathol, 103: 366-371.

9. Keeling D (2011) Guidelines on Oral Anticoagulation with warfarin: Forth Edition, British Journal of Haematology,
154(3): 311-324.

Thromboplastin L
Instrucciones de uso eS

USO PREVISTO

El uso previsto del kit Thromboplastin L es realizar ensayos de hemostasia basados en la coagulacion.

La primera prueba estandarizada de la protrombina en una sola etapa fue desarrollada por el Dr. Armand Quick en 1935.
Ahora se ha convertido en la prueba de cribado basico de la coagulacion para el dlagnosnco de deficiencias congénitas y
adquiridas de factores de coagulacion de la via extrinseca (factores II, V, VIl y X)"2. Se usa también para la induccion y
monitorizacién del tratamiento anticoagulante oral 3.4 y puede usarse para valorar la capacidad de sintesis de proteinas
del higado en trastornos hepaticos cronicos o agudos

La Thromboplastin L tiene su origen en cerebro de conejo, pero se parece a la BCT humana en su bajo indice de
Sensibilidad Internacional (ISI). EI ISI de Thror L es de ap nente 1,1y se calibra contra el preparado
de referencia internacional de la OMS®. La prueba de Thromboplastin L esta especialmente adaptada a la monitorizacion
del tratamiento ar Jlante oral y, j con el plasma deficiente en el factor oportuno, la medicién de la
actividad de los factores en la via extrinseca. La tromboplastina tisular, en presencia de iones calcio, es un activador que
inicia la via extrinseca de la coagulacion. Cuando se afiade una mezcla de tromboplastina tisular e iones calcio al plasma
normal citratado, se activa el mecanismo de coagulacién, conduciendo a un coagulo de fibrina. Si se produce una
deficiencia dentro de la via extrinseca, el tiempo necesario para la formacion de coagulos se prolongara dependiendo de
la intensidad de la deficiencia.

ADVERTENCIAS Y PRECAUCIONES

Los reactivos que contiene este kit son sélo para uso de diagnéstico in vitro: NO INGERIR. Lleve el equipo de proteccion
personal adecuado cuando utilice todos los componentes del kit. Consulte la declaracion de seguridad del producto para
saber més sobre las indicaciones adecuadas de advertencia y riesgo. Desechar los componentes de conformidad con
las normativas locales.

COMPOSICION

Componente Contiene Descripcion Preparacion
Thromboplastin L 2 x 5 mL (REF 5265HL) Tromboplastina liquida de La tromboplastina liquida calcificada
8 x 5 mL (REF 5265L) cerebro de conejo que esta lista para su uso. No es necesario
10 x 10 mL (REF 5267L)  contiene cloruro de calcio, mas calcio para realizar pruebas
estabilizadores y estandar de PT. Los contenidos del vial
conservantes. se deben mezclar bien antes de
utilizarlo (5 minutos en el rodillo).
Cada kit contiene instrucciones de uso.
Cada kit contiene valores de referencia especificos insertados del lote.

ARTICULOS NECESARIOS NO SUMINISTRADOS
Los siguientes productos se puede utilizar junto con la Thromboplastin L:

REF 5519 ISI Calibrant Plasma Set
REF 5490 INR Reference Set

ALMACENAMIENTO, CADUCIDAD Y ESTABILIDAD

Los reactivos no abiertos son estables hasta la fecha de caducidad indicada cuando se conservan en las condiciones
indicadas en el vial o en la etiqueta del kit.

Thromboplastin L Los viales abiertos permanecen estables durante 2 meses a una temperatura de entre *2 — *8°C, 5
dias a una temperatura mayor a *15°C (en el Sysmex CA1500), y 6 horas a una temperatura mayor
a*37°C (en el AC-4, incluido el contenedor del reactivo y el tapon). Se puede conseguir estabilidad
multiuso de 7 dias (Sysmex CA-1500).

NO CONGELAR. Los grumos grandes de particulas o los cambios en los valores esperados pueden
indicar deterioro del producto.

RECOGIDA Y PREPARACION DE LAS MUESTRAS

Debe usarse siempre plastico o vidrio siliconizado. Debe recogerse sangre (9 partes) en el anticoagulante citrato soédico
al 3,2% o al 3,8% (1 parte). Separar el plasma después de la centrifugacion a 1500 x g durante 15 minutos. El plasma
debe conservarse a *18 —*24°C. Las pruebas deberian terminarse en 4 horas desde la recogida de las muestras o el
plasma puede conservarse congelado a -20°C durante 2 semanas o -70°C durame 6 mes. Descongelar rapidamente a
*37°C antes de realizar la prueba. No conservar a *37°C durante méas de 5 minutos®.

PROCEDIMIENTO

Para la comunicacion exacta del INR, se recomienda determinar la ISI especifica del laboratorio del reactivo con el
sistema de prueba en uso. Se recomienda el ISI Calibrant Plasma Set de Helena Biosciences Europe (REF 5519) para
este fin®. Esto debe realizarse para cada nuevo lote de reactivos. Debe usarse el Set de Referencia de INR de Helena
Biosciences Europe (REF 5490) para comprobar las desviaciones en el ISI del sistema local que se han observado con
cambios en la temperatura del laboratorio y el mantenimiento posinstrumental, entre otras variaciones locales.

Método Manual

1. Mezclar la cantidad suficiente de Thromboplastin L para completar la prueba anticipada para el dia e incubar a
+37°C durante un periodo de tiempo no superior a 4 horas.
2. Precaliente 0,1 mL del plasma de prueba a *37°C durante 2 minutos.
3. Afada 0,2 mL de reactivo de tromboplastina recién mezclado al plasma mientras pone en marcha
simultaneamente un cronémetro.
4. observa el tiempo hasta la formacion del coagulo procurando afinar en la décima 0,1 de segundo mas préxima.
Método Automatizado

Consulte el manual del usuario del instrumento adecuado para instrucciones detalladas o pongase en contacto con
Helena Biosciences Europe para notas de aplicacion especificas del instrumento.

INTERPRETACION DE LOS RESULTADOS

Los resultados deben comunicarse en los 0,1 segundos mas préximos y las pruebas duplicadas deben estar de acuerdo
entre si dentro del 5%. Los valores de %TP pueden interpolarse a partir del grafico de calibracion (%TP de los plasmas
de calibracion del TP frente al tiempo de coagulo medido) que debe ser una linea recta cuando se representa en un
papel de graficos log-log.

Los valores de INR pueden calcularse INR = (Tiempo de TP Paciente / Tiempo de TP normal medio)'®'

usando la siguiente formula:

Si necesita una guia clara de indicaciones y tratamiento de pacientes con warfarina, consulte The British Society for
Haematology y su ultima edicion de “Guidelines on oral anticoagulation with warfarin” que, en el momento de impresion
de este documento, se encuentra en su cuarta edicion de 2011°.

LIMITACIONES

El uso de diluciones seriadas de un plasma de referencia para la curva de %TP no se recomienda, porque puede llevar a
discrepancias producidas por el bajo fibrinégeno en las diluciones del plasma de referencia, que no se reflejan en las
muestras de pacientes que tienen fundamentalmente niveles normales de fibrindgeno. Helena Biosciences Europe
recomienda utilizar el kit 5504R %PT/INR directa a tal fin.

CONTROL DE CALIDAD

Cada laboratorio debe establecer un programa de control de calidad. Los controles normales y anormales deben
estudiarse antes de cada lote de muestras del paciente, para asegurar un funcionamiento adecuado del instrumento y el
operador. Si los controles no se realizan como se esperaba, los resultados del paciente deben considerarse invalidos.
Helena Biosciences Europe suministra los siguientes controles disponibles para usar con este producto:

REF 5186 Routine Control N
REF 5187 Routine Control A
REF 5183 Routine Control SA
REF 5490 INR Reference Set

VALORES DE REFERENCIA

Los valores de referencia pueden variar entre los laboratorios dependiendo de las técnicas y sistemas usados. Por esta
razon, cada laboratorio debe establecer su propio intervalo normal. Esto es especialmente importante para la calibracion
local del ISI. Con la serie de instrumentos Sysmex, es frecuente que los valores normales varien entre 11,50 - 14,60
segundos; 0.930 - 1.160 INR; 79.10 - 112.80 %PT .

CARACTERISTICAS FUNCIONALES

Las sigui caracteristicas de rer > han sido jas por Helena Biosciences Europe o sus
representantes usando un instrumento de coagulacion Sysmex CA-1500. Cada laboratorio debe establecer sus propios
datos de rendimiento.

Reproductibilidad

Muestra Routine Control N Routine Control A Routine Control SA
SD CV (%) SD CV (%) SD CV (%)

Repetibilidad 0,07 0,59 0,24 1,09 0,45 1,1

Entre series 0,10 0,83 0,16 0,75 0,49 1,20

Entre dias 0,04 0,32 0,06 0,27 0,25 0,62

En el dispositivo/laboratorio 0,12 1,07 0,29 1,35 0,72 1,75

Interferencias

Helena Thromboplastin L no detecta niveles de heparina inferiores a 2 U/mL.Con un umbral de interferencia del 5%, no
hay interferencias significativas de hemoglobina en concentraciones de hasta 10 g/L. Con un umbral de interferencia del
5%, no hay interferencias significativas de bilirrubina en concentraciones de hasta 0,5 g/L para Thromboplastin L. La
interferencia de lipidos demuestra que los niveles de lipidos no afectan directamente al tiempo de coagulacion del
reactivo hasta 3,75 g/L. Las concentraciones de lipidos superiores evitan detectar la coagulaciéon.

Comparacion del método

La comparacién del tiempo de coagulacion y los valores INR se determiné con tromboplastina L y tromboplastina LI en
268 muestras. Se obtuvieron las siguientes correlaciones:

Thromboplastin L (segundo) = 0,9911x + 0,1038 2 =0,9941 n =268
Thromboplastin L (INR) = 0,9853x + 0,0261 r = 0,9500 n =268
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Tect-cuctema "XXuakuih Tpom6oniacTmn"
VHCTPYKUMA

ru

HA3HAYEHUWE

KomnnekT TecT-cuctema ">Knakuii Tpom6onnacTuH' npeaHasHaqeH AnA BbiMOMHEHNA aHaM30B remocTasa Ha OCHoBe
KPOBAHOIO CrycTKa.

BHEDEbIe CTaNﬂapTMBMDOBaHHbIﬁ OIJHOCTa,CLIAIZHbII"’I TectT AnAa onpeaeneHva HDOTpOMGMHOBOFO BpemeHn 6bin
npeanoxeH A-poMm ApMaHI_]OM Keukom B 1935r. Ceiiyac OH CTan OCHOBHbIM CKPUHUHIOBbIM TECTOM ANA ANarHoCTUKN
BPOXAEHHOrO M NPUOBPETEHHOro AethUUMTOB (haKTOPOB CBEPTLIBAHMA KPOBM MO BHeLWHemy nyTu (cbakTops! Il, V, VIl n
X)"2. OH TakxKe WMCTIONb3yeTCA ANA MOHWTOPUHIA Tepanuu OpabHbIMA aHTUKOArynAHTaMU®, a Takke MOXeT
NPUMEHATBCA W ANIA OUEHKM  6eNoK CUMTETUHYECKOW (hYHKUMM MeYeHM Mpyu ee OCTPbIX  /IMGO XPOHNYECKUX
3a6onesaHuAXx.

PeareHT nNpuroToBneH u3 sKCTpakTa TKaHuW Mo3ra Kponvka 1 no o cBoero MUY aHoro MHpekca
YyscTBUTENbHOCTM) conocTasum co CTaHpapTom TpomGonnacTuHa Bputaunm (BCT — British Comparative
Thromboplastin). MWY  >Kuakoro TpDMﬁOI'U'IaCTMHa npuMepHo paseH 1.1 1 oOTKanMbpoBaH OTHOCUTENbHO
MeXAyHapoaHoro pedepeHca BO3®. XXuakuit TPOMGONNACTUH OCOGEHHO MOAXOAUT AJIA MOHUTOPWUHra Tepanuun
opasbHLIMK aHTUKOArynAHTaMM 1 ANA U3MEPEeHUA aKTUBHOCTW (hakTOPOB BHELIHEro nyTW CBEpPTbIBAHUA(BMECTE C
cooTBeTCTBYIOlWel (hakTop-AeUUNTHOI Nna3moin). TkaHesbllh TPOMGONNACTUH B NPUCYTCTBUMM WOHOB KanbLMA
ABMAGTCA aKTUBATOPOM BHELUHEro NyTW CBEpPTLIBaHNA KPOBY. Mpn A0GABNEHUM CMECU TKaHeBOro TPOMGONNacTMHa ¢
Kanbumem K HOpMaﬂhHOﬁ L\IATpaTHOI‘/'i nnasme akTMBMpyeTCcA MexaHusm eé CBepTbiBaAHWA, ﬂpMBO,D,RLLlIAIZ K 06paSDBaHVIIO
hnbprHoBOro cryctka. Ecnm y nauneHTa nmeet MecTo aethuumT hakTOpPOB BHELIHEro MyTu, TO BpemA, Heobxoaumoe
AnA obpasoBaHuA crycTka 6yaeT YANMHATLCA NPAMO NPONOPLIMOHANLHO CTeneHn aecuumTa hakTopos.

NPEAYNPEXAEHUA U MEPbI MPEAOCTOPOXXHOCTH

Copepxatumecs B AaHHOM Habope peareHTbl NpeaHasHaueHbl TONbKO ANA in vitro anarHocTukn— HE MPUHWUMATD
BHYTPb! Mpun paboTe co BceMn KOMMOHEHTaMW Habopa UCMoMb30BaTh COOTBETCTBYIOWIME CPEACTBA MHAMBUAYaNbHON
3aWwnTbl. B cnyvae HeOﬁXOIJIAMOCTVI CM. CBMOETenbCTBO O 6esonacHocT nw3pnenuA ONnA  O3HaKOMNeHuA C
COOTBETCTBYIOLWMMU ONUCAHUAMU ONaCHOro BOGAGVICTEVIH “ CBEAEHMAMU O Mmepax NpeaoCTOPOXHOCTW. VnaneHVle
KOMMOHEHTOB B OTXOALI MPOU3BOANTE B COOTBETCTBIM C MECTHLIM NPaBUiaMm.

COCTAB

KoMnoHeHTb! CocrtaB Ha6opa Onucaxuve MpuroToBneHune peareHToB
HKugkuin 2 x5 mn (Kat.Ne 5265HL) Tpom6onnacTuH- HKnpakuit KanbUMHUPOBAHHbIA
Tpom6onnacTuH 8 x 5 mn (KaT.Ne 5265L) KasnbLmeBan CycneHauio TPOMGONNACTMWH, FOTOBbINA ANA

10 x 10 mn (KaT.Ne 5267L)  peareHTa u3 aKcTpakTa 1cnonb3oBaHuA. [1NA npoeaeHva
TKaHW MO3ra Kposvka, Tecta MB AONONHUTENbHBIA
pacTBopa xsiopuaa Kanbumii He TpebyeTcA.
Kanbuua u Copnepxmoe chrakoHa
cTabunusaTopos nepemeLaTb A0 UCNONb30BaHNA (5
MWH. Ha ponnepe)

Kadxablii Habop COAEPXXUT UHCTPYKLIMIO MO NPUMEHEHWIO.

Bknagbiw ¢ y IX 7 K p:

XapaKTepHbIM ANA AAHHOTO oTa.

aHanusaTopam 1 MeToAaMm UCcneaoBaHna,

HEOBXOAUMBIE KOMMOHEHTbI, HE BKJTIOYEHHbLIE B KOMMNEKT NOCTABKU
MpoayKumMA HKe, KOTOPaA MOXET UCMONb30BaTLCA BMECTe ¢ TecT-cucTemoit «TpomBonnacTuH»:

Kat.Ne 5519 Kanun6patop MUY
Kat.Ne 5490 KonTpons Ha MHO

XPAHEHUE, CPOK FOIHOCTU U YCTOWYMBOCTb
HeBsckpbiTble hriakoHbl ¢ peareHTamy XpaHATCA A0 UCTEUEHNA CPOKa FO[HOCTY B YCNIOBMAX, YKA3aHHbIX Ha 3TUKETKe.

XKuakuin BckpbiThle hnakoHbl roaHbl K NPUMEHEHUIO B TedeHne 2 MecALes Npu TemnepaType
TpoM6oNNacTH xpaHeHuA 2-8°C, 5 aneit npu 15°C (Ha 6opTy Sysmex CA-1500) u 6 yacos npu 37°C (Ha 60pTy
AC-4, NCTONb3yA KOHTEMHEP ANA PeareHToB C KPbIlKoii). CTabunbHOCTL peareHTa Ha 60pTy
Sysmex CA-1500 - 7 aHei.
HE 3AMOPAXXVBATb! MNpusHaku yxyaweHna ka4ecTsa peareHTa: 60nbLI0e CKonneHme
4acTUL NN OTAIMHMA OT OXMAAEMbIX 3HAUEHIUA MOTYT 03HAYaTb YXy/AWEHNe CBOVICTB
peakTuBa.

OTBEOP U NOArOTOBKA OEPA3LI0B

[nA pa6oTbl crieAyeT MCMONb30BaTh TOMbKO MNACTUKOBLIE UM CUr HHbIE C . Kpoeb
3abupaeTcA B NPOGMPKY C LMTPATHLIM aHTUKOArynAHTOM (3,2% unu 3,8% uMTpaT HaTpuA) B COOTHOWeHuM 9 + 1. Mocne
ueHTpucyrupoBanma npu 1500 g, B TedeHne 15 MUHYT (MCMoONb3oBaHUE APYrx napameTpoB AOSMKHO MPOBEPATLCA
na6opaTopueil), Mony4eHHylo nnasmy Heo6XoauMO OTAENNTb OT (hOPMEHHbIX 3nemMeHToB Kposw. Mnasmy cneayet
XpaHuTb Npu Temnepartype *18 —"24°C. TecTupoBaHMe AOKHO BbiTb MPOBEAEHO B TeueHWe 4 4acoB nocne 3a6opa
06pasuos, ME0 Nnasmy MOXHO OAHOKPATHO 3aMOPO3UTh U XPaHUTL NpK TemnepaType -20°C B TeyeHne 2 Heaenb unn
npu -70°C B Teuyenne 6 mecAues. Mepen npoaeneuwem uccnenoBaHnA nnasmy cneayeT GbICTPO pa3mMopo3vTb MpU
*37°C. He aepxars nnaamy npu *37°C Gonee 5 mMuHyT®.

NPOLEEAYPA

[nA yctaHoBneHnA Gonee TouHoro MHO pekomeHayeTcA onpefenuTb cneunduyeckoe AnA nabopaTopun 3HadeHue
MWY (Tak HasblBaeMblit «floKanbHbl» MUY) ana xuakoro TpombonnactuHa. Helena Biosciences Europe pekomeHayeT
ANA 3TUX Lenei npumeHATb Kanubpatop MUY (Kat.Ne REF 5519)75 Mono6Han npoueaypa AomkHa 6biTb NpoBeaeHa
ANA KaXKaoii HoBol napTum peareHToB. KoHTponb Ha MHO (KaT.Ne REF 5490) ucnonb3syeTcA AnA KOHTPONA U3MEHeHUA
B «/10KanbHOM» MUY, Tak Kak ero 3HauyeHue MOXeT He3HaYUTEerNbHO Bapb1pOBaTh B 3aBUCUMOCTY OT MCMOMb3YEMbIX
MPUGOPOB, & TaKXKe U3MEHEHNI1 TeMnepaTypb! B 1a6OPaTOPUN 1 APYTIX NIOKaNbHBIX (haKTOPOB.

PyuHon Meton

1. B3ATb HEOGXOAMMOE KONMYECTBO XMAKOro TPOMGONNACTUHA, Hi AnAn TecT A B
TeyeHue AHA 1 HKyGrposaTk npu 370C (Ho He Gonee 4 yacos).
2. TMporpeTb 0,1 MA TECTUPYeMOii NNaambl Npu *37°C B TeueHue 2 MUHYT.
3. [o6aButb 0,2 MN CBEXENPUrOTOBNEHHOM paboyeli CMECU PeareHToB K niasMe U HeMeANEeHHO BKIOYNTbL
Taiimep.
4.  3ameTuTb BpemA, Heobxoaumoe AnA 06pa3oBaHKA CrycTka ¢ TOYHOCTbIO 10 0,1cek.
ABTOMaTM3UpOBaHHbIH MeToa
,uﬂﬁ nposefeHnA TeCTUpPOBaHWA Ha aBTOMaTU4eCKUX KoarynomeTtpax, HQOGXOIJVIMD oﬁpawnhcn K PYKOBOACTBY
nonb3oBaTenA 1 K COOTBETCTBYIOWEN ananTtaumm, KoTopble A0CTYMHbI Y oduuManbHbiX AUCTPUBLIOTOPOB M KOMNaHUM
XeneHa.

WHTEPMPETALWA PE3YJIbTATOB

PesynbTaThl AOMKHBI GbiTb NPEACTAB/EHbI C TOYHOCTLIO A0 0,1 CEK 1 pasHMLa B NOBTOPAX He AOMKHA NPeBbIWaTh 5%.
3BHaueHne %[B MOXHO onpenenvTb no KanwﬁposowHoMy rpachuky (rpachmk ™ %[MB ot ol 0
BPEMEHW), KOTOpbI AOMKEH BbiTb CTPOro B 6unorapud ITax Npv NOCTPOeHUU rpadumka
Ha TPOBKE C norapuc! MacwTabom Ha 06enx ocAx.

MHO Mo3eT 6bITb BbIMUCIEHO MO hopmyne: )}MW

MHO= {MB (nauvieHTa)/cpeaHee MB (Hopma)
AnA 6Gonee noapo6HON MH(OPMaUWMK MO MOHWTOPUHIY nauuWeHToB Ha BapdapuHe obpaTuTech K pekoMeHAaUMAM
BputaHckoro O6uectea no lematonorvu - «PekomeHpauMu Mo aHTUKOArynAaHTHON Tepanun BapcapuHom», 4-e
u3panne 2011r. Ha BpeMA neyartu 3Toro JOKyMeHTa”.

OrPAHUYEHUA

Ona nony rpacmka cTn (%I1T) oT B! CBEpTbIBAHNA HE PEKOMEHAYeTCA WCMonb30BaTh Cepun
pasBeneHMin  peciepeHCHON MNasmbl, MOCKOMbKY 3TO MOXET MPMBECTM K HETOYHOCTM, BbI3BAHHON HU3KUM
conep>xaHnem ubpuHoreHa B GonblUMX pa3BeieHUAX peciepecHoit nnasmbl, YTO He COOTBETCTBYeT obpasuam
nauveHToB, WMeKWnx, B OCHOBHOM, HGpMaﬂhHhIVI YpPOBEHb Q)VIﬁpVIHOI'eHa. Komnanua Xenewa pekomeHayeT
ucnonb3oBaTth kanubparop kat. Homep 5504R ana %[M1B, n npamoro onpeaenexua MHO.

KOHTPOJIb KAYECTBA

Kaxpaa nabopatopuA [OMKHA YCTaHOBWUTL MpOrpamMmy KOHTponA kadectsa. [lepef msMepeHvem Kaxaon naptum

06pa3LioB NaLUeHTOB HEOGXOANMO NPOTECTMPOBATE HOPMATbHYIO 1 NATOMOTMYECKYIO MNaaMy, YTOBLI YAOCTOBEPUTLCA

B YAOBNETBOPUTENBHON paGoTe oﬁopy.u.oaaHm v onepatopa. ECM KOHTPOMbHbIE M3MEPEHUA He COBNaaaloT ¢
, TO [AaHHble NauveHToB cneayeT cYMTaTb He[0CTOBEPHbIMU.

KoMnann Xenena peKumeunyeT cneny»oume KOHTPOSIbHbIE MaTepuasbl:

Kat.Ne 5186 KoHTponb kayectsa, Hopma

Kat.Ne 5187 KoHTponb kayecTsa, yMepeHHO BblpaxeHHaA naTonorna
Kat.Ne 5183 KoHTponb kayecTsa, BbicOKan Natonorna

Kat.Ne 5490 KoHTponb Ha MHO

HOPMAJIbHBIE MOKA3ATE/N

Pe(bepeHCHble 3Ha4YeHuA MOryT BapbuvpoBaTb Mexay ﬂaGOpaTOpMHMVI B 3aBMCUMOCTW OT WUCMONb3YyeMbIX METOOo0B U
aHanusaTopoB. B cBA3M ¢ aTUM KaxxaaA nabopaTtopuA AOMKHA ONpeaenvTb CBOKO COBCTBEHHYIO 06nacTb HOPMasIbHbIX
3HaueHWin. BTO KpaiiHe BaXHO ANA YCTaHOBKM NokanbHoro MUY TpomGonnacTuta. [ Hop!

nauvieHTos 11,50 - 14,60 cek.; 0.930 - 1.160 INR; 79.10 - 112.80 %PT ¢ ucnonb3osaH1em koarynomeTpos Sysmex.

SKCNYATAUNOHHBIE XAPAKTEPUCTUKN

Komnanua XeneHa wnm €€ AMCTPMGLIOTOPLI OMpeaen Iy Crneaylowme  OpPUEHTVPOBOYHbIE — aHanMTUYecKue
xapakTepucTuku. Kaxpaa na6opatopua [O/KHA ONpeaennTb CBOM COGCTBEHHbIE aHaNMTUYECKUe XapaKTepucTUKM.

Mpun 0BaHUN ONTUKO:- KOrO KoarynomeTpa W peareHToB XeneHa Gbinu onpeaeneHsl cneayiowme
koathchuumenTsl Bapuaumm (CV):
BocnpoussoaMMocTb
O6pasey KoHnTponb KoHTponb kauecTsa, KoHTponb kauecTsa,
KavecTBa, Hopma naronoruva
naronorua
SsD cv(%) SD CcV (%) SsD CcV (%)
BocnpouasoaumocTs 0,07 0,59 0,24 1,09 0,45 1,11
B npeaenax aHaMTUHeCcKon 0,10 0,83 0,16 0,75 0,49 1,20
cepun
MexX/y pasHbIMU 0,04 0,32 0,06 0,27 0,25 0,62
aHaNNTU4eCKNMU cepuAmMn
mexay 0,12 1,07 0,29 1,35 0,72 1,75

napTUAMM/NaGopPaToPUAMA

TecT-cuctema "XXuakuit TpoMGONNACTUH" He YyBCTBUTENEH K renapuHy B KOHLEHTpauumn fo 2 Ea/mn. Ucnonbsya 5%
AONYyCTUMOE OTK/IOHEeHWe, peareHT He YyBCTBUTEeNeH K I'eMOI'ﬂOGI/IH‘/ B KOHUEHTpauuu no 10 /. MCHOﬂhSyH 5%
[ONYCTUMOE OTK/IOHEHWe, peareHT He YyBCTBUTENeH K 6unupybuHy B KoHueHTpauum no 0.5 r/Jl. He o6HapyxxeHo
YYBCTBUTENbHOCTM K YPOBHIO Nunuaos Ao 3.75 r/J1 okasblBaloWMX BO3AENCTBME Ha BpeMA CBEPTLIBAEMOCTU.
KOHUEHTPaLMM MNNAI0B BbilLe 3TOFO YPOBHA NPEAOTBPATAT OGHAPYXXEHMe CrycTKa.

CpaBHeHMe co cTaHAapTamu:

CpaBHeHne 3HadeHMit MHO 268 o6pasuoB, onpeaenéHHbIX € nomolblo TecT-cucTembl “TpomGonnacTuH” u
TecT-cuctembl “XXunaxuii TpoM6onnacTMH” Aano cneayiolumne KOppeALMOHHbIE COOTHOLEHNA:

YKnpkuii Tpomb6onnacTuH (cek) = 0,9911x +0,1038 P= 0,9941 n =268
SKuakuii Tpombonnactur (MHO) = 0,9853x + 0,0261 2 = 0,9500 n =268
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