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NHCTpYKUMK MO NCNOSb30BaHNUIO
Bond™ Oracle™ HER2 IHC System

[ns ncnonb3oBaHWA Ha NOMHOCTLIO aBTOMAaTU3UPOBaHHON, yJ'Iy"ILLleHHOVI CnucTemMe oKkpalumBaHuA

Leica Biosystems BOND.
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Mcnonb3oBaHue No Ha3Ha4YeHUKo
Ona guarHocTukwm in vitro

Cuctema Bond Oracle HER2 IHC npeactaBnser cobovi  MOMyKONMYeCTBEHHbIV
nmmyHormnctoxummdeckui (IHC) Tect Ha onpegeneHve cratyca onyxonecneumduyeckoro
6enka HER2 (peuenTop annaepmanbHoro daktopa pocta 2) B TKaHSX paka MOMOYHON Xemnesbl
1 afeHOKapuMHOMbI Xernyaka (Bkroyas ractpodsodareanbHbivi Nepexos), BbINOMHAEMbIA B
pamkax ructonoruyeckoro nccrnegosarus. Bond Oracle HER2 IHC System nokasaH B kayecTse
NMOMOLUM MPU OLIEHKE COCTOSIHWUSA MauMEeHTOB, ANs KOTOPbIX paccMaTpuBaeTCd fevyeHune
npenapatom Herceptin® (trastuzumab) (cM. peknamHbIin Bknagbilw B ynakoBke Herceptin®).
MprMeyaHne: Bce nauneHTbl, Ha KOTOpbIX MCMbITbiBaeTca Herceptin®, Obinn BbIGpaHbl C
MCMonb30BaHWEM UCCNeaoBaTeNbCkoro MMMYHOLIMTOXMMUYECKOTO aHanuaa Ans KNuHU4eckux
nceneposaHuit (CTA). Hv ogvH M3 naumeHTOB B pamkax 3TUX UCCrnefoBaHui He 6bin BeibpaH
¢ nomoLubto Bond Oracle HER2 IHC System. Bond Oracle HER2 IHC System 6bin cpaBHeH ¢
Dako HercepTest™ Ha HesaBucumom Habope 06pasLoB 1 Bbigan NpUemMremMo KOHKOPAAHTHbIE
pe3ynbTarhl, kak nokasaHo B O630pe KMMHNYECKOW KOHKOpAAHTHOCTU. PakTnyeckas Koppensaums
Bond Oracle HER2 IHC System k knuHW4eckomy pesynbsraTy He yCTaHOBMeHa.

Bce nauuweHTbl, yyacTBylolMe B KIUMHUMYECKOM wuccriefoBaHun [epuenTvHa® Ha nosgHen
ctagumn paka xenyaka (ToGA), 6binm oTobpaHbl ¢ nomolbto Tecta HercepTest komnanum
Dako. Hu oguH un3 naumeHToB He Obin OTOGpaH ANs 3TOr0 MCCrefoBaHUs C MOMOLLbIO
cuctembl Bond Oracle HER2 IHC. CpaBHeHue cuctembl Bond Oracle HER2 IHC un cuctembl
NePBUYHBIX KPOMNMYbMX MOHOKIOHarbHbIX aHTUTen k mapkepy anti-HER-2/neu (4B5) Ventana
Medical Systems Inc. PATHWAY 6bino npoBeAeHo Ha He3aBnCMMON cepumn npob u nokasano
npuemnemMble pesynbraTbl KOHKOPAAHTHOCTM, Kak YyKa3aHO B WTOrOBOM 3aKiOYeHuW Mo
KITMHUYECKON KOHKOPAAHTHOCTU (xenyaok). Paktuyeckas koppenauus cuctembl Bond Oracle
HER2 IHC ¢ knuHn4Yeckummn pesyrnsratamun He BbisiBeHa.

0O630p 1 onucaHue

UcxogHasa nHdopmaums

Bond Oracle HER2 IHC System copgepXuT MbILIMHOE MOHOKIOHanNbHoe aHTuTeno anti-
HER2, knoH CB11. Clone CB11, nsHavanbHo paspabotaHHbin komnaHuen Corbett et al (1) n
n3rotaBnuBaembi komnaHuer Novocastra Laboratories Ltd (HbiHe Leica Biosystems Newcastle
Ltd), HanpaBneH NPoOTVB BHYTPEHHEro JOMeHa OHKoreHHoro 6enka HER2.

B cboTHOWeHMe Ha rbpaata M pak Ha cTtomaxa naumeHtTn, Ha HER2 oxkonpoTenHa ce
CBpBbXeKCcnpecupa KaTto 4acT OT npoLeca Ha 3rnoKavyecTBeHa TpaHcopMaumsa u nporpecusTa
Ha Tymopa (2), HER2 cTaTyc cblo e AokasaHo, Ye MMa BaXKHW MOCNEeACTBUSA 3a NevYeHneTo
Ha pak Ha ctomaxa (3) .Overexpression Ha HER2 oHkonpoTemHOB HamepeHO B pakoBu
KNeTkM Ha rbpaaTta npegnonara HER2 kato MulieHa 3a nevyeHueTo Ha aHTuTAno-6asnpaxu,
KaTo B CbLUOTO Bpeme pesyntatute oT npoyyBaHeto ToGA sicHO nocoyBa Ye M3Mon3BaHeTo
Ha Herceptin® npu pak Ha cTomaxa 3aegHO C xumuoTepanust € eeKTUBHO NeYeHne, KOeTo
nopobpsisa obwata npexuesemocT B HER2 nonoxwuteneH pak Ha ctomaxa (4). Herceptin® e
XYMaHW3VPaHO MOHOKMOHAmNHO aHTUTAmMo (5), KOMTO ce CBbP3Ba C BUCOK adpmHuTeT KbM HER2
OHKOMPOTEUHa U € YCTaHOBEHO, Ye MHXMbUpa nponudepaLmsita Ha YoBELLKMN TYMOPHU KIETKM,
KouTo cBpbxekcrnpecmpat HER2 oHkonpoTeuHa, KakTo MH BUTPO U UH BUBO (6-8).

C MOMeHTa nosiBNeHunsi NepBo MMMyHonepokcuaasHon texHonorum (Nakane u Pierce), (9)
B 06nact MMMYHOTMCTOXMMWUM MOSIBUIIOCb MHOXECTBO pa3paboTok, YTO MpMBENO K POCTY
yyBcTBUTENBHOCTU. OfHA U3 HeAaBHKX pa3paboToK — UCNONb30BaHWE NOMUMEPHOR MapK1POBKK.
OTa TexHonorusi NpUMeHsnacb M K NepBUYHbIM aHTUTENaM, U K UMMYHOrMCTOXMMUYECKUM
cuctemam onpefenexus (10). Cuctema onpepenexdunss Compact Polymer™, ucnonbsyemasi B
Bond Oracle HER2 IHC System, oTHOCUTCSi K CEMENCTBY HOBbIX YNpaBnAsieMblX TEXHONOrmm
nonvmMepusaunm, cneumanbHo pa3paboTaHHbIX Ans NOAroTOBKM nonuMepHbix HRP-cBsizaHHbIX
KOHBIOraToB aHTMTen. MocKonbKy 3Ta MONMUMEepHasi TeXHOMOrUsi WCMomnb3yeTcsl B NMHelke
npoayktoB Oracle, npobnema Hecneumguyeckoro 3HOOrEHHOTO OKpaluMBaHWs O6uoTuHa,
XapakTepHasi Ans cucteM onpegereHust ctpentasuamHa / GuoTHa, He BO3HUKaET.
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BbipaxxeHue HER2

OHkoreHHbI 6enok HER2 BbipaxkaeTcs Ha ypoBHsIX, 0GHapyXMBaeMbIX UIMMYHOFMCTOXUMUEN 0
20% cnyyaeB afeHoKapLMHOMbI pa3nuyHor nokanusaumn. Mexay 10% v 20% oT MHBa3vBHU
OyKTanHu kapumHomu Ha rbpaata (11) n 20% ot pak Ha ctomaxa (12-14) ca nonoxutenHu 3a
HER?2 oHkonpoTtenHa. 90% crnyyaes kapLuHOMbI U3 anuTenus npotokos in situ (DCIS) yrpesoro
TMNa nonoxwuTenbHbl (15), BMECTe NoYTV Co Bcemu cryvasiMv negkeTouaHon 6onesHu rpyam
(16).

0O630p KITMHNYECKOW KOHKOPAAHTHOCTHU

Bond Oracle HER2 IHC System 6bin paspaboTtaH kak ansTepHaTvMBa MUCCrenoBaTerlbCKoOMY
MMMYHOLIMTOXMMWUYECKOMY aHanmay Ans KnuHndeckux nccneposanunin (CTA), ncnonbsyemomy
B KNMHM4Yeckux uccneposaHnsax Herceptin®. Xapaktepuctukn Bond Oracle HER2 IHC
System B nnaHe onpeaeneHys NoBbILLEHHON BblpaXeHHOCTW OHKoreHHoro 6enka HER2 6binu
npoaHanuanpoBaHbl B paMKax He3aBWCMMOIO aHanvaa, rae cpaBHMBaNMChL pesynsrartel Bond
Oracle HER2 IHC System n Dako HercepTest Ha 431 o6pas3Lie rpyaHoi onyxonu, aMepukaHcKoro
npouncxoxaeHns. Hu ogvH n3 atux obpasuoB He Obin MonyyYyeH OT MauUMEHTOB B paMKax
KNnHu4ecknx uccnegosaHuin Herceptin®. Pesynetatbl nokadanu 92,34% KOHKOPAAHTHOCTb
B aHanuse 2x2 (95% poseputenbHbix MHTepBanos 89,42-94,67%) v 86,54% B aHanuse 3x3
(95% poseputenbHbIX MHTepBanoB 82,95-89,62%) mexay pesynbrataMmu AByX aHanmn3os.
MpurogHocTb cuctembl Bond Oracle HER2 IHC gnsi onpeneneHns NoBbILLEHHOW 3KCnpeccumn
onyxonecneunduyeckoro 6enka HER2 Ha apgeHokapuvHomax >xenygka  (Bkroyas
ractpoasodareanbHblii  nepexod) OueHMBanacb B paMKkax He3aBUMCMMOTO UCCRefoBaHus
nyTem cpaBHeHusi peaynsratoB cuctembl Bond Oracle HER2 IHC ¢ pesynstatamu cuctemsl
NePBUYHBIX KPOMMYbUX MOHOKMOHAsbHbIX aHTUTEeN Kk Mapkepy anti-HER-2/neu (4B5) Ventana
Medical Systems Inc. PATHWAY Ha 287 npobax paka xenygka, MMELWMX KuTanckoe
npovcxoxaeHnne. Hu ogHa u3 aTMx Npob He OTHOCUNacb K nauueHTam, y4acTBYWOLUMM B
KIMHMYecknx nccnepoanusix MepuentuHa®. Pesynstathl nokasanu 95,12 % KOHKOpAAHTHOCTb
B aHanu3e 2x2 (95 %, poeputenbHble nHTepBanbl ot 91,95 % no 97,31 %) 1 89,90 % B aHanuse
3x3 (95 %, posepuTenbHble HTepBans! oT 85,81% 8o 93,13 %) mexay pesynsratamu cuctem
Bond Oracle HER2 IHC n Ventana PATHWAY anti-HER-2/neu (4B5), cooTBeTCTBEHHO.

MpuHuMn npoueaypbl

Bond Oracle HER2 IHC System cogepXWT KOMMOHEHTbI, Heobxoaumble ANt BbIMOMHEHUS
npoueaypbl  MMMYHOTMCTOXMMMYECKOTO  OKpaluMBaHWA AN TKaHew, (UKCUPOBaHHbIX
opManmMHoOM 1 NPonuUTaHHbIX napaduHoM. Mocne MHKybauum ¢ roToBbIM K UCMONb30BAHMIO
HER2 Primary Antibody (knon CB11), B 3TOIN cMCTeMe NPUMEHSIETCS FOTOBAas K MCMOMNb30BaHNI0
TexHonornsi  Compact Polymer. 3H3umaTtnyeckoe npeobpasoBaHne [o06aBnNsiEeMoro
BMOCNeACTBMM XpOMOreHa MNpuBOAMT K 0Opas3oBaHWiO  BUMAMMOIO MpodyKTa peakuuu
npy nokanusauuy aHTUreHoB. B 3TOM cryyae y4vacTku TKaHW MOXHO KOHTPOKpaLUMBaTb,
06e3BOXMBaTb, AenaTtb MNPO3payHbIMK W MPUrOTOBNATL ANS UcCnefoBaHus. Pesynetatbl
VNHTEPNPETVPYIOTCS C NMOMOLLbIO CBETOBOW MUKpOCKoNuW. [ina Bannaaumm cepuyn okpalumBaHns
MMEIOTCA KOHTPOSIbHbIE NPeAMETHble CTekna C YeTbipbMsi (PUKCUPOBAHHLIMU (DOPManMHOM
M MpOMUTaHHBIMU MNapadUHOM KOMOHUSIMU KNETOK paka rpyan. Yetbipe KOMOHWM KIeToK
[EMOHCTPUPYIOT BblpaXEHHOCTb OHkoreHHoro 6enka HER2 ¢ nHteHcmBHOCTbO O, 1+, 2+ 1 3+.
NHTEHCMBHOCTb OKpaLLMBaHWA 3TUX KONOHWI KNETOK COOTHOCUTCS U C PeLenTOPHON Harpy3komn
oHkoreHHoro 6enka HER2 Ha kaxkayto KneTky, n cocTosiHuem ycunenms reHa HER2.

Bond Oracle HER2 IHC System (kog npogykta TA9145) npegHasHayeH AN UCNOMNb30BaHUS
Ha MOSIHOCTbIO aBTOMAaTU3MPOBAHHON, YNy4LLIEHHON cucTeme okpalumBaHus Leica Biosystems
BOND.

n penocTaBnsieMble KOMMNOHEHTLI

MepeuncneHHble Hwke MmaTepuansl (Tabnuua 1) JoCTaTOuMHbI  ANA  OKpalUMBaHUS
150 npenmeTHbIx cTekon (60 uccnegyemMbix NPeaMETHbIX CTEKOr, UHKyOupoBaHHbIX ¢ HER2
Primary Antibody, 60 nccnegyembix NnpeAMETHbIX CTeKor, UHKyOupoBaHHbIX ¢ HER2 Negative
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Control, 15 HER2 KOHTpOmnbHbIX MPeAMETHbIX CTEKOM, WMHKybupoBaHHbIXx ¢ HER2 Primary
Antibody 1 15 BHyTprnabopaTopHbIX aHanM30B NO3UTUBHON KOHTPOIb-TKaHW, MHKYBUPOBaHHbIX
¢ HER2 Primary Antibody). KonnyecTBo nccnegoBaHmin ocHoBbIBaeTCS Ha aBTOMaTU3NPOBAHHOM
pasgade no 150 Mkn Ha Kaxkgoe npegMeTHoe cTekno. Marepuanos B KOMMMEKTe JOCTATO4HO

ans 15 oTaenbHbIX cepuii okpawmeaHus BOND.

HER2 KoHTponbHbie
npeaMeTHbIe CTekna,

(x15)

061aCTM GUKCMPOBAHHDIX GOPMAHOM 1 MPOMATAHHbIX NAPAYUHOM KONOHMUIA KIIETOK paka
TPYAM, EMOHCTPUPYHOLLUX BbIDAXEHHOCTb OHKOTeHHoro 6enka HER2 ¢ uHTeHCHBHOCTAMMU
okpawmeaHus 0, 1+, 2+ 1 3+ Npu OKPaLIMBAHNY B COOTBETCTBIAN C NPUATaeMbiM
MIPOTOKO/IOM. T 0611aCTH NOMHOCTBIO MPUKNENBAIOTCA U HE TPEOYHOT JONOMHUTENILHOTO
CneKanus.

HER2 Primary
Antibody, 13,5 mL

CopepXuT roToBOE K UCM0/Ib30BaHMI0, adUHAXKHO-0UMILEHHOE MbILIMHOE MOHOKNOHANbHOE
aHTuTeno lgG, know (B1110,035% 2-meTunu3otnason-3(2H)-oH.

HER2 Negative
Control, 9 mL

CopepuT roToBOE K UCMO0b30BaHMI0 MblLLMHOE aHTUTENO IgG B SKBUBaNEHTHOI
KoHLeHTpaumy k HER2 Primary Antibody 1 0,035% 2-metunusoTuason-3(2H)-oH.

Peroxide Block, 22,5 mL

CopepxuT 3—4% nepokcuz BOAOPOAA.

Kponuube antumbimHoe 1gG (<10 mkr/mn) 8 Tris-6ydepusoBaHHOM conAHOM pacTBope ¢

P Pri 22 L
ost Primary, 22,5 m copepxanmem 10% (v/v) xuBoTHOIA coiBopoTKi 1 0,01% 2-meTunmn30THazon-3(2H)-oH.

Poly-HRP ko3be aHTuKponuube |gG (<25 mkr/mn) B Tris-6ydepu3oBaHHOM CONAHOM pacTBope

Polymer, 22,5 mL .
Yy C copepxaHuem 10% (v/v) xuBoTHoiA coiBopoTki 1 0,01% 2-meTunu3oTnason-3(2H)-oH.

Copepxut 66 MM 3,3"-AnamuHo6eH3UAMHTETPArMAPOXNOPIAQ B CTabUAN3NpYHOLLEM

DAB Part 1, 2,25 mL
pacteope.

DAB Part B (x2), 22,5 mL | Cogepxut <0,1% (v/v) nepokcupa Bogopoza.

Hematoxylin, 22,5 mL CopepxuT <0,1% rematoKCUNMHa.

Tabnuua 1. KomnoHeHms! Bond Oracle HER2 IHC System

YKaszaHus no ncnonb30BaHUIO

Bce npepnocTaBneHHble peakTuBbl NpedHa3HavYeHbl crneumanbHO Asi UCMONb30BaHNUs C 3TUM
aHanusom, U HoMepa napTui cneunduyHbl ansg kaxgoro Bond Oracle HER2 IHC System.
YT00bI @aHanM3 npoLuen Banuaaumio, He crneayet Npou3BOANTL HUKAKMX 3aMEH.

XpaHeHMe M CTabUNBbHOCTb

Xpanutb npu 2-8 °C. He 3amopaxusatb. Cpady nocrne ncrnonb30BaHns BEPHYTb B MOMELLEHVE
¢ Temnepatypoii 2—8 °C. Jltoboe OTKNOHEHME OT 3TUX YCMOBUI OTMEHSIET BanuaaLuo aHanusa.
Y6egutech, 4TO CpOK rogHoCcTH ucnonb3yemoro Bond Oracle HER2 IHC System elue He ncrtek.
Mpu3Hakn 3arpsisHeHust u/unu HectabunbHoctn Bond Oracle HER2 IHC System: myTHocTb
pacTBOpOB, MOSIBNIEHME 3anaxa, Hanuyve ocafka. YCNoBMS XpaHeHus, oTnuyarolmecs ot
yKa3aHHbIX BblLLE, AOMKHbI OblTb MPOBEPEHbI NOMb30BaTENEM.

MpurotoBneHue obpasuos

Bce 06pa3sLibl 4OMKHbI ObITE MOArOTOBNEHBI NOA COXPaHEHNE TKaHWU AN UMMYHOTUCTOXMMUYECKOTO
okpalumBaHus. [ina Bcex obpasLoB crneayeT UCnofb3oBaTh CTaHAAPTHbIE MeToAbl 06paboTku
TKaHen (17).

PeKOMeH,ClyeTCﬂ nogrotaenueBatb TKaHW B MKCaxXax Ha OCHoBe dopmanunHa, CTaHOapTHO
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obpabatbiBaTh M MponuTbiBaTb NapadvHOM. Hanpumep, pesekumoHHble 00pasubl crnepyet
6rokvpoBaTb Ha TonwmHy 3—4 MM 1 dukcrposaTth B TedeHne 18-24 yacos B 10%-M HenTparnsHo-
6ydepusoBaHHOM hopmanuHe. 3atem TkaHu cneqyet o0be3BoXMBaTbL B CEPUU CMINPTOB M AenaTtb
Npo3paYHbIMU C MOMOLLIBIO KCUIEHa, MOCIIe YEro NponuTbiBaTb pacniaBneHHbIM napadguHOM npu
Temnepartype He 6onee 60 °C. ObpasLbl TKaHU criegyeT AeMNUTb Ha CeKLmmn Yepes 3—5 MKM.
[MpeameTHble cTekna, HeobxoauMble ONsi OLEHKU oOHKoreHHoro Genka HER2 u nposepku
OMyX0nu, AOIMKHbl FOTOBUTHCS OAHOBPEMEHHO. [Nt COXpaHEHUst aHTUIEeHHOCTU CEeKLUM TKaHU
Ha npeameTHbix cteknax (Leica BOND Plus Slides — kog npogykta S21.2113 unu xe Apex
BOND Slides kog npogykta 3800040) AomkHbI OKpalumMBaTbCs B TedeHne 4—6 Hegenb nocne
OeneHns Ha ceKkuuu npu KOoMHaTHou Temnepatype (18-24 °C). lNocne geneHus Ha cekuun
pekomeHayeTcs MHKyOMpoBaTh NpeaMeTHble cTekna B TeveHve 12—18 yacoB (OCTaBWUTb Ha
Houb) npu 37 °C. Cekuum, TpebyloLme AONONHUTENBHOIO NPUMUMAHUS, MOXHO MHKYBupoBaTb
npu 60 °C B Te4eHue ellie OOHOrO Yaca.

B CLUA lNocTaHoBMEeHWE O COBEPLUEHCTBOBAHUM OEATENbHOCTU KMMHUYECKUX rnabopaTtopuii
oT 1988 roga B 42 CFR 493.1259(b) rnacut: «Jlabopatopusa obsizdaHa XpaHWUTb OKpalLeHHble
npeaMeTHbIe CTeKa B TEYEHUE HE MEHEE AECATM NET C AaThl UCCNeA0BaHUS U XpaHUTb Brioku
06pasLoB B TeYeHNe He MeHee [IBYX NET C AaTbl UCCredoBaHUs».

MpeaynpexaeHnsa u NnpeaocTepexxeHns

TornbKo 0r151 IPogheccuoHarbHbIX ofb3oeamered.

OAVH MNK HECKOMNBKO KOMMOHEHTOB B MPOAYKTE ABMSIOTCSA ONaCHbIMU.

Kak npaBsuno, nuua monoxe 18 neT He gonyckatotcs k pabote ¢ aTum npoaykTom. [MNonb3osartenu
AOIMKHBI ObITb TLUATENMbHO MPOMHCTPYKTUPOBAHbI O MOpsiAke paboTbl, OMacHbIX CBOMCTBaX
npoaykTa v npaBunax TexXHUkn 6eaonacHocTu.

CumnToMamu cnuwkom anutenesHoro BosaencTauns ProClin™ 950, ncnonb3dyemoro B peaktusax
Oracle koHcepBaHTa, MOTYT OblTb pa3apaXeHue KOXWu, rnas, CrmM3ncTol 060MOYKN N BEPXHUX
ObixatenbHblx nyTen. MakcumanbsHas koHueHTpaums ProClin™ 950 B aTom npoaykTe 0,35%. O1n
pacTBOpbI HEe OTBEYaloT KpuTepmnsim 3akoHa O TexHuke BesonacHocTn u rurneHe Tpyaa (OSHA)
B OTHOLUEHWM onacHbIx BelyecTB. Mo 3anpocy npegocTaensercs nacnopT 6esonacHocTu
BellecTBa. Ero MoxHo Takke HanTu Ha canTe www.LeicaBiosystems.com.

C obpasuamu, A0 1 nocne ukcaumun, N BCeMU KOHTaKTUPYIOLWMMU C HAMW maTepuanamu
crnegyeT obpalatbCs Kak C pasHOCHMKaMU MHMEKUMW U YyTUNIU3MpoBaTb WX C LOMMKHON
NPeAOCTOPOXKHOCTBIO.

Hukorga He nuneTupyiiTe peakTuBbl PTOM U u3beranTe nonagaHus peakTMBoB U obpasLoB Ha
KOXY W cnuanctyto obornodky. Mpu nonagaHum peakTMBOB v 0OpasLoB Ha YyBCTBUTEMbHbIE
obnacTn 06vnbHO NpoMoliTe nx Bogow. ObpaTtuTeck 3a MeauLMHCKON NOMOLLbIO. 1o yTunmsaumm
nto6bix NOTEHLMANbHO TOKCUYHBIX KOMMOHEHTOB CM. dhefepasibHble U permoHasnbHble Npasuna.

MVIHVIMVI3VIpyl7ITe MMKpOGHOG 3apakeHne peakTuBoB, B MPOTUBHOM Clly4ae MOXET yBEeNI4YUTbCA
Hecneu.wcbmecxoe OKpalumBaHue.

Mpoueaypa
A. Heo6xoaumbie, HO He NpeaocTaBnsieMbie peakTUBbI
+ BOND Dewax Solution (kog npoagykta AR9222)
» BOND Epitope Retrieval Solution 1 (kog npogykta AR9961)
* BOND Wash Solution, Concentrate x10 (kog npogykrta AR9590)

« CraHpapTHble pacTBOpbI, MCMOMb3yeMble B UMMYHOTUCTOXMMMUK (Hanpumep, 3TaHor,
abcontoTHbIN 1 COPTOBOWA)

* KcuneH (unu ero aHanorn)
* Cpegna
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. ﬂVICTI/IJ'IJ'IVIpOBaHHaH nnn enoHnsnpoBaHHaa soda

B. Heo6xoaumoe, HO He NnpegocTaBnsieMoe o6opyaoBaHue

* Leica Biosystems’ BOND-MAX u BOND-IIl, nomnHocTblo aBTOMaTU3MpOBaHHbIE,
yrnyYLleHHble CUCTEMbI OKpaLLMBaHUS

*  BOND Universal Covertiles™ (kog npogykta S21.2001, S21.4583 unn S21.4611)

+ BOND Mixing Stations (kog npoagykta S21.1971)

* CywwunbHas neyb, cnocobHas nogaepxuBatb Temnepatypy 60 °C

» CeToBoM Mukpockon (yBenuyeHue 4—40x)

» [peametHble ctekna (Leica BOND Plus Slides — kog npogykta S21.2113 unu xe Apex
BOND Slides koa npoaykta 3800040)

» [lokpoBHble cTekna

* BOND Slide Label & Print Ribbon (kog npogykta S21.4564)

» BOND Aspirating Probe Cleaning System (koa npogykta CS9100)

C. Metopgonorus

* [pexae YeM NPUMEHUTb JAHHYIO METOAOSMOIMIO, NONb30BaTENMN AOMMKHbI ObITb 06YYeHbI
NOMHOCTbI0 aBTOMaTU3MPOBAHHBIM UMMYHOTMCTOXMMUYECKMM TexHonorusm BOND.

» [na kaxgon okpawumsaemon ¢ nomoubio HER2 Primary Antibody cekumun notpebyetcs
WOEHTUYHas cekuMsi Ans  okpawwumBaHusi ¢ nomolibto HER2 Negative Control.
CeKunsa HeraTVBHOIO KOHTPONs nossonset AuddepeHumpoBatb crneunduryeckoe u
Hecneundmyeckoe OKpaluMBaHMEe B MecTe mokanusauum aHTureHa. Kaxpgasa cepus
okpawumaHus BOND gomxHa BkntoyaTh B cebsi KOHTPOnbHOE npegmeTHoe cTekno HER2.
B KoHLe npoTokona okpaluvBaHWUs, €Cni KOMOHUM KNETOK He MOKasblBaloT NpaBUibHbIX
PVCYHKOB OKpaLumnBaHus (cM. PykoBoacTBo No uHTepnpetaumu pesynsratos Bond Oracle
HER2 IHC System), To cepus okpaluvMBaHWs He NPOXOAWT Banuaaumio.

D. NpeameTHble cTekna

C kaxabiM npedMeTHbIM CTeKnom crnepyeT wucnonb3oBaTtb HoBblii BOND Universal
Covertile (kog npogykta S21.2001, S21.4583 wnn S21.4611). Wcnonb3oBaHve BOND
Universal Covertiles paHee uWcnonb3oBaBLUMXCS AMS UMMYHOTMCTOXMMUYECKOTO  UNn
rMoépuAN3aLMOHHOIO OKpaLUMBaHus in situ, No pesynbsratam 3TOro UCCefoBaHNs He MPOLLIO
Banuaaumio.

PacrnonoxeHne KoHTeliHepa € npeaMeTHbiMu cTeknamu (Tabnuua 2) obecnevmBaet
onTuManbHble xapaktepuctukm Bond Oracle HER2 IHC System v BbiNONHEHWE MNOMHbIX
60 nccnegoBaHui.

MonoxeHne Onucanmne npeameTHoro Peaktus Tvn TKaHK 3Hauok npeameTHoro
npeaAMeTHOro | cTekna (TeKna
cTeKna
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1 MaupeHT 1 *HER2 Negative Control Wcenepyemasn T

2 Mauwent 2 *HER2 Negative Control Wcenepyeman

3 Maument 3 *HER2 Negative Control Wccnepyemasn

4 Maupent 4 *HER2 Negative Control Ucenepyeman foet

5 Maument 1 *HER2 Primary Antibody Ucenepyeman 2 e

6 MaupeHt 2 *HER2 Primary Antibody Wcenepyemasn o

7 MaupeHt 3 *HER2 Primary Antibody Wccnepyemasn 2

8 Nauwent 4 *HER2 Primary Antibody Wccnepyemasn 2 e

9 HER2 KonTponbHoe *HER2 Primary Antibody To3uTnBHbI 3 e + N
nNpeAMeTHOe (TeKno KOHTpOMb REEl i

10 BHyTpunabopatopHblit *HER2 Primary Antibody Mo3uTBHbII 4 o +
KOHTPOAb TKaHu KOHTpOnb [Reke s

Tabnuua 2. PacnonoxeHne KoHTelHepa ¢ NpeAMeTHbIMU CTEKNaMK, C yKa3aHWeM Tuna TKaHu 1 peakTvea

E. 3tanbl npoueaypbl
BbinonHute nepeyncrieHHble HXe aTanbl A1 COCTaBMEHNSA KOHTeHepa C NpeaMeTHbIMU
CTeKnamMm o cxeme, onncaHHow B Tabnuue 2. 3T UHCTPYKUMU crieqyeT udyyaTb BMecTe C
PykoBopcteom no cucteme BOND.
1. Ha uHctpymeHTe BOND npoBepbTe, AOCTATOMHO fM BMECTUTENbHbI €MKOCTW Ans
CbIMyYMX M ONaCHbIX OTXOA0B AN BbINOMHEHNST HEOOXOANMbIX CEPUIA OKpaLUMBAHWUS.
2. YbeguTecb B HANM4um cnupTa, AUCTUINIIMPOBaHHOM UMW AeMOHU3upoBaHHo Bogsl, BOND
Dewax Solution (noctaeBnsiemoro B rotoBom Buae), BOND Epitope Retrieval Solution
1 (noctasnsemoro B rotoeom Buae) 1 BOND Wash Solution (noctasnsemoro B Buae
KoHUeHTpaTa x10) B eMKOCTSAX AN CbiNy4YnX peakT1BOB AN BbINOMHEHNS HEOOXOANMbIX
Cepui oKpaluVBaHWS.
3. Y6enuTtecs, 4To ycTtaHoBneHa Ymuctas BOND Mixing Station.
BkrtounTe NOMHOCTLI0 aBTOMaTU3MPOBAHHYHO, YIYYLLEHHYIO cucTeMy okpatuveaHus BOND.
5. Bkntounte koHTpornnep BOND, nogkmntoyeHHbI K MOSMHOCTHI aBTOMAaTM3UPOBaHHOM,
ynyyLleHHoW cucteme okpalumaHns BOND.
6. OTkpolite nporpammHoe obecrieveHne BOND.
7. Y HoBon BOND Oracle HER2 BOND IHC System npockaHupyiTe LTPUXKOAb! TOTKOB C
peakT1BaMu pyYHbIM CKaHepPOM, YToObl BONTU B kaTaror peaktusos BOND.
8. lNepenante B OKHO HACTPOEK NpPedMEeTHOro crekna v LenkHuTe Ha Add case (lo6aButb
nauueHTa).
9. BBegwuTe AaHHble ANst NepBOro nauveHTa. Ybeamteck, 4To 06beM pasgadn yCTaHOBMEH
Ha 150 MK, @ NPOTOKON NOArOTOBKM — Ha “Dewax ([lenapa¢unusaums). LLienkHute Ha «OK».
10.Korga naumeHT BbIOenuTcs B OKHE HacTpOek NpedMeTHOro crekna, wenkHute Add slide
(Mlo6aBUTb NpeAMETHOE CTEKNO).
11.Cravana gobaBbTe vccneayemble NpeaMeTHble cTekna naumeHTta. YbeguTteck, 4To Tvn
Crp. 9m3 30
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TKaHwu yctaHoBneH Ha (Test tissue) Uccnepyeman TKaHb.

12.Y6eputechb, 4To 06bEM pasgayn ycTaHoBMEH Ha 150 MKkn, @ NMPOTOKOM MOATOTOBKM — Ha
*Dewax (Jlenapadunusanus).

13.BbibepunTe pexumbl okpalumBaHus Single (0auHouHbiit) 11 Oracle (He Oracle control (Oracle KoHTponb)).

14.Bbi6epuTe npouecc IHC.

15. Beibepute *HER2 Negative Control 13 cnincka. Ha Bknagke «[lpotokonbl» (Protocols) no ymonyaHuio
CTOUT NpaBuIbHbIN NPOTOKON okpatumsaHus (*IHCProtocol H) 1 HIER (*HIER 25 mun cER1(97)).

16.WLenkHnTe Ha Add slide (flo6aButb npepmerHoe cTekno). ByaeT co3gaHo NpegmMeTHOe CTEKNo C
pPEeaKTUBOM HEraTMBHOW KOHTPOSb-TKaHMW.

17.He 3akpbiBasi okHO JobaBneHns NnpeaMeTHOro ctekna, Bolbepute *HER2 Primary Antibody 113
cnucka. CTaHaapTHblE NPOTOKOMbI U BCE NMPOYME HACTPOMKM OCTaHyTCsl 63 N3MEHEHUSI.

18.WenkHnte Ha Add slide (Jlo6aButb npegmetHoe ctekno). byner cospaHo wvccnenyemoe
NpeaMETHOE CTEKITO.

19.MoBTopsriTe warn ¢ 8 no 18, noka He ByayT co3gaHbl Bce NauueHTbl U uccrnegyemble
npegMeTHble CTeKNa NauMeHToB.

20.3aTteM co3ganTe KOHTponbHoe npegmeTHoe cTekno HER2. [lobaBbTe ero k nocnegHemy
nauneHTy unmM co3ganTe HOBOrO NauueHTa ANnsi KOHTPOSbHbLIX MPeAMETHbIX CTEKon, B
3aBWCMMOCTU OT TOTO, KaKoBa Ballia cTaHAapTHasi nabopaTtopHas npakTuka.
Baxcroe 3ameyanue: Y1o6b1 aHanu3 npowwen Banugauuio, Bond Oracle HER2 [HC System Tpe6yet BKniouaTb KOHTPONbHOE
npeametHoe ctekno HER2 B Kaxayio ceputo oKkpaLLBaHms (T. €. B KOHTEAHep C NPEAMETHbIMM CTEKNaMu).

21.B okHe pobGaBneHusi NpegMeTHOro crtekna 3aganTe Tun TkaHu Positive tissue (Mo3utuBHas
KOHTPO/Nb-TKaHb).

22.WenkHute Ha Oracle control (Oracle KoHTponb).

23.BbibepuTe HOMep napTum KOHTporbHoro npeameTHoro ctekna HER2 B cnivcke Lot No (N
naptun). Homep napTum BNCbIBAaeTCH HAa MapKUPOBOYHOW MOMOCKe NPeAMETHOro cTekna.
BaxHoe npumeyarue: KontponbHoe npegmetHoe crekno HER2 gomxHo 6bitb u3 Toro xe Bond Oracle HER2 IHC System,
KoTopblii 6ypeT Mcnonb3oBaTbCs.

24 Bbibepute *HER2 Primary Antibody n3 cnucka. CoxpaHuTe 0ObeM pasgayn, pexum
OKpaLLMBaHWs, HACTPOWKK NpoLiecca 1 NpoToKona.

25.UlenkHnTe Ha Add slide (lo6aButb npegmetHoe ctekno) Ans [0OaBNEHWs KOHTPOSbHOMO
npegmeTHoro ctekna HER2.

26./1, HakoHeu, p[obaBbTe KOHTPONbHOE MpPeaMETHOEe CTEKNOo BHYTpunabopaTopHOn
NMO3UTUBHOW KOHTPOIb-TKaHW.

27.Y6epute ranoyky c Oracle control (Oracle koutponb).

28.Bbibepute *HER2 Primary Antibody 13 crmcka. CoxpaHuTe o06beM pasgadun, pexum
OKpalLMBaHWs, HaCTPOWKM Mmpouecca M MpoToKorna. Tum TKaHW OCTaHETCH MPEXHUM:
Positive tissue (Mo3uTMBHAA KOHTPONb-TKaHD).

29.UlenkHuTe Ha Addslide (lo6aBuTb NpeameTHOE CTekNo). Ha 3TOM co3gaHme NpegMeTHOro cTekna
3aBEPLLEHO.

30.Pacneyararite Haknevikv Ans NnpeAMeTHbIX cTekon. Ha Bcex Haknenkax ans npegmeTHbIX
crekon Oracle HaneuvataHo «OC». Ha Haknenke KOHTPOMNbHOrO NpPeaMETHOro crekna
HER2 Takxe 3HaunTcst Homep napTtum Bond Oracle HER2 IHC System.

31.Haknente Haknerku Ha npegMeTHbIe CTekna.

32.0T1kponTe Kpbillku Bcex emkocTert Bond Oracle HER2 IHC System u 3arpyaute notok ¢
peakTtsomMm B BOND.

33.MonoxunTe nNpegMeTHble CTekna B KOHTeWHep B nopsigke, ykasaHHOM B pasgene D,
Tabnuua 2. YctaHoBuTte HoBble BOND Universal Covertiles.

34.3arpy3nTe KOHTENHep C NpeaAMeTHbIMY cTeknamm Ha BOND v HaxkmuTe kHorKy Load/Unload
(3arpyska/pa3rpyska).

35.Y6enuTech, YTO NpeAMETHbIE CTEKNAa OTCKaHMPOBaHbl U LLENKHUTE Ha KHomke Run (Play)
(Cepua) B OKHE COCTOSIHUSI CUCTEMBbI.

36.Y6enuTech, 4TO B MNone MHAMKaTopa KoHTelHepa otobpaxaetcs Proc (0K), Homep naptum
1 BpeMms 3aBepLUeHust.

37.To okoHYaHWUM cepum HaxxmmTe KHOMKY Load/Unload (3arpyska/pasrpyska) M BbIHETE KOHTEMHEpDI

C npeaMeTHbIMU CTeKITamMun.
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38.CHumute BOND Universal Covertiles nnpomoritTe npeameTHble CTekra B AeMOHN3NPOBAHHOW
BOAeE.
39.06e3B0OXbTE CEKLUW, O4UCTUTE N YCTAHOBUTE UX.

KOHTpOﬂb Ka4vyecTBa

Pasnuuna B cukcupoBaHum, obpabotke v 3anvBke TKaHel B nabopatopuy nonb3oBaTens
MOTYT MPUBECTU K 3HAYUTENMbHLIM PACXOXAEHWUSM Pe3ynbTaToB, HEOOXOAUMOCTU PerynsipHoro
NpoBeAeHUs BHYTPEHHEro KOHTPONsA B [AOMOMHEHUe K KOHTPOMbHbIM NPeaMEeTHOro cTeknam
HER2, npepoctaBneHHbiM Leica Biosystems B Bond Oracle HER2 IHC System. Cwm.
[vpekTnBbl MO KOHTPoOnto kadectBa Konnernn AmepwukaHckmx natonoros (CAP), Mporpammy
ceptudukaumn Ans MMmyHoructoxummu, cm. Takke CLSI (6biBwas NCCLS), KoHTponb
Ka4ecTBa B WMMYHOLMTOXUMUW, YTBepXAEeHHble AupekTuBbl (17) n CneumanbHbIi OTYET:
KoHTpornb kayectBa B ummyHoructoxvmum (18). Kpome Toro, B npvBeaeHHoW Huxe Tabnuvue

3 cM. Tunbl KOHTpONA Ka4yeCctBa B UMMYHOTMCTOXUMUN N UX NMPpeaHa3HavYeHne.

0O6pazey® Onucanue HER2 Primary Antibody HER2 Negative Control
OkpawmBaHue OKpawmuBaHue
HER2 KontponbHoe Kak npenoctasneto B Bond Ynpasnset npoueaypoii
npeaMeTHoOE CTeKN0 Oracle HER2 [HC System. OKpalLuBaHua u
M0Ka3blBaeT BanuAaLyio
XapaKTepUCTUK PeakTUBOB.
BryTpuna6oparopHas TkaHb, copepalLias 3afaHHblil KoHTponupyer Bce Tan
NO3UTUBHAA KOHTPONb- aHTureH. aeanbHblii KOHTPONb aHanu3a. Banuaupyer
TKaHb — (nabo nonoxutenbHas MOATOTOBKY TKaHu
OKpaLLMBaHOLLAA TKaHb ANA 11 XapaKTepucTuki Onpepenenue
onpegenenna HebonbLumx okpatuusaxua Bond Oracle HecneLmnduyeckoro
13MeHeHNil B NepBUYHO HER2 IHC System. ($OHOBOTO OKpALLNBAHUA
UyBCTBUTENBHOCTI K QHTUTENAM.
KomnoneHTt [oTeHuManbHo HeraTuBHble Bblagnexue
BHYTpuna6opartopHoii KOHTPONb-TKAHM UMK KNETKN Hecneumuyeckoit
HeraTuBHOI KOHTPONb- (MoryT 6bITb pasmeLLieHbl nepekpecTHoil
TKaHu B TKaHW NaLveHTa unn PeaKTUBHOCTY aHTUTeN ¢
KOMMOHEHTaX NO3UTUBHOI/ KNeTkamu / KNeTouHbIMu
HeraTvBHOI KOHTPONb-TKaHM). KOMMOHEHTamu.

*Qukcayus u obpabomka coanacHo obpasuy nayueHma

Tab'nuua 3. Tunbi UMMYHO2UCMOXUMUYEeCKO20 KOHMPOJ/IA Ka4ecmea U UX HasHa4yeHue

KoHTponbHas TkaHb OOMKHA NpeacTaBnATb cobovi GuoncuiiHble unu xupyprudeckne obpasubl,
Kak MOXHO ckopee (hMKCUpOBaHHble dhopManHoM, obpaboTaHHble 1 MponuTaHHbIe napaduHoOM,
N Takum xe obpasoM, kak 1 obpasupl naumeHTta. Obpasupbl AOMKHBI ObiTb COOTBETCTBYIOLLMM
06pasom NoAroToBMeHbl Mo COXPaHeHUe aHTUreHHOCTU TKaHW Anst MMYHOTMCTOXMMMWYECKOro
okpalumBaHus. [Ansa Bcex obpasuoB CriedyeT WUCMonb30BaTh CTaHAAPTHble MeToabl 06paboTku
TkaHen (17).

HER2 KoHTponbHoe npeametHoe ctekno — HER2 Primary Antibody

Kaxpoe 13 npenocraBnsiemMbix KOHTPOIbHBIX NPpeaMeTHbIX cTekon HER2 copeput YeTbipe KonoHum
KMeTok paka rpyam, hMKCMpoBaHHbIX OpManHOM 1 MPOMNMTaHHbIX NaparHOM N UHTEHCUBHOCTAMM
okpawwmsanusa 0, 1+, 2+ 1 3+. B kaxayto ceputo (T. €. B KOHTEHep C NpeAMETHbIMU CTeKramm)
[OOMKHO BXOAMTb OOHO MpeameTHoe CTekno. [paBurnbHasi OLeHKa KOHTPOMbHOMO MPeAMETHOro
crekna HER2, npegoctaBsneHHoro Leica Biosystems, nokasbiBaeT BanmaaLmio UCCNeaoBaHns (CM.
PykosogctBo no mHTepnpetauum pesynsratoB Bond Oracle HER2 IHC System). KoHTponbHble
npegmeTHble cTekna HER2, npepgoctaBnsiemble BMECTe C 3TOW CUCTEMOW, CRyxaT Nulb Ans
BanuaaLum xapakTepUCTUK peakTuBa, a He NPOBEPSIOT MOATOTOBKY TKaHW.
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BHyTpuna6opatopHas No3aMTUBHaA KOHTponb-TkaHb — HER2 Primary Antibody
Mpn “cnonb3oBaHUM KOMMOHEHTOB BHYTPUNabopaTopHOW MO3UTUBHOW KOHTPOMb-TKAHU OHW
[OMMKHbI NPeaCcTaBnsaTb cobon GMoNCHtHBIE N XMPYPruyeckne obpasLibl, Kak MOXHO ckopee
hrKCMpoBaHHble hopManuHoM, obpaboTaHHble 1 3anuTble B NapaduH, 1 Takum xe obpasom,
Kak n obpasupbl naumeHTa. KOHTponb NO3UTUBHOW KOHTPOMb-TKaHW NOKa3blBaeT NpaBuIlbHOCTb
NoAroToBKM TKAHEN 1 BanuampyeT TEXHONOIMIO OKpaLuMBaHKs. B kaxayto cepuio JOMKEH BXOAUTb
Kak MUHUMYM OfJUH KOMMOHEHT NMO3UTUBHOTO KOHTPOIs. CeKLMsi NO3UTUBHOTO KOHTPOIS AOMKHA
BblaBaTb cnabo NonoXxuTensHoe okpaluvBaHWe AN onpefeneHns HebonbLUNX N3MEHEHUI B
NMepBUYHON YYBCTBUTENBHOCTU K aHTUTENAM.

Mpumeyarue: V13BECTHbIE KOMMOHEHTLI MO3WTUBHON KOHTPOMb-TKAHW [OSMKHBI UCMONb30BaTLCH
TONbKO [Anst KOHTPOMs MpaBWIIbHOCTM MNoBedeHus obpabaTbiBaemblx TKaHel BMecTe ¢
peaktmBamu, HE ana dopmynmnpoBKku KOHKPETHOW MHTepnpeTaumyn obpasuos nauveHTa. Ecnu
NO3UTVBHAsi KOHTPOMb-TKaHb HE AEMOHCTPUPYET JOMKHOMO MOMOXWUTENbHOrO OKpaLUMBaHWSA, TO
peaynbTaThl, NoMyYeHHble ¢ 06pasLaMm naumeHTa He nomyyaroT Banuaaumio.

B kadecTBe noaxopsLlero Matepuana Ans BHyTPUabopaTopHOrO KOHTPOMBLHOMO MaTepuaria MOXHO
Tarwke achheKTVBHO UCMONL30BaTL MHOMOTKAHEBbIN GIOK, copepaLLmii onyxony Bcex 4 cteneHen HER2.

KomnoHeHT BHyTpunabopaTopHOW HeraTUBHOW KOHTponb-TkaHu — HER2
Primary Antibody

Mpn ©CNonb30BaHUM KOMMOHEHTOB BHYTPMNAbopaTOPHOrO HEraTMBHOTO KOHTPOMSI OHW
[OMMKHbI NPeACcTaBnaTb coboi cBexue BUoncuHble Nnu xmpyprudeckne obpasbl, kKak MOXHO
ckopee (huKCUpoBaHHble hopmanvHom, obpaboTaHHble W 3anuTble B napacduH, U Takum
e obpasom, kak n obpasubl nauneHTa. VMicnonb3oBaHMe KOHTPOMbHOW TKaHW C M3BECTHbIM
oTpvuUaTenbHbIM pe3ynsTatoM No oHkoreHHoMy Genky HER2 B kaxgow cepumn okpalumBaHus
npoBepsieT cneundUYHOCTb NEPBUYHOTO aHTUTENA U BbISIBISET Hecrneumduyeckoe oHOBOE
oKpalumBaHune. Hanmume pasnuyHbIX TUMNOB KIETOK B OOMNbLUMHCTBE CEKLUUIA TKaHu AaeT obnactu
BHYTPEHHEro HeraTMBHOrO KOHTPONS (3TO ACMKHO ObITb NPOBepeHO nonb3osartenem). OnopHow
TOYKOW ANA Banvaaumm aHanusa MoryT CIyXUTb HOpMaribHble NMPOTOKU FPYaM, He CBA3aHHbIE C
onyxonbto. Ecnu cneunduryeckoe okpalumBaHue NpoUcXoauT B HEraTUBHON KOHTPOMb-TKaHW, TO
pesyneTaThl, NofyyYeHHble ¢ 0bpa3uamu nauyeHTa He Nony4YarT Banugauuio.

B kauecTBe HeraTMBHbIX M NMO3UTUBHbBIX KOHTPOMb-TKaHE MOXHO MCMOMNb30BaTh MHOrOTKAHEBbIN
6rok ¢ TkaHsimu Bcex 4 cteneHen HER2.

TkaHb nauneHTa — HER2 Negative Control

Wcnonb3osaHne npunaraemoro HER2 Negative Control Bmecto HER2 Primary Antibody B
COOTBETCTBYIOLLIEN CEKLIMWN KaXAOoro UccrefoBaHusl naumeHTa ansi oLeHkU Hecrneumdguieckoro
OKpallMBaHWsi U obecrneyeHusi TOYHOW WHTeprnpeTauuy cneumdryeckoro OokKpallMBaHUsS
OHKOreHHoro 6enka HER2 B nokanusaumm aHTUreHoB.

TkaHb nauueHTa — HER2 Primary Antibody

NHTEHCMBHOCTb  MONOXWTENbHOTO  OKpalUVMBaHUA  CriedyeT OLeHMBaTb B KOHTEKCTe
Hecneuudwnyeckoro goHosoro okpawwmeaHua ¢ HER2 Negative Control. Kak n npu nio6om
MMMYHOTMCTOXMMWUYECKOM aHanmae, oTpuuaTesbHbI peaynbraT 03HavaeT MuLlb, YTO aHTUreH
He Obin 06HapyXeH, a He TO, YTO aHTUreHa He ObINo B aHaNM3MpyembIx KneTkax unm TkaHu. Cm.
Hopnp,ol( CKpUHUHra NpeAMeTHbIX CTeKoN, Orpauuuenml, Ou,em(a noseaeHna 1 Mmmyuopealﬁusuocrb Onsa nonyyeHnsa
noapo6Hon nHpopmaumm no nmmyHopeaktneHocT Bond Oracle HER2 IHC System.

MpoBepka aHannsoB

Mepen nepBbIM UcMoOnNb3oBaHWEM MOBOro0 aHTUTENa WM CUCTEMbl OKpalUMBaHWS B
OMarHocTMYeckon npoueaype nonb3oBaTenb AOMKEH MPOBEPUTH CMEUUUYHOCTb aHTUTEN
nyTeM UCCNeOOoBaHNsS HECKOMNbKMX CBOMX TKaHEW C W3BECTHbIMW MOMOXWUTENbHBIMU 1
oTpyLUaTENbHBIMU  UMMYHOTUCTOXMMUYECKUMU  XapakTepuctukamu. Cm.  KoHtponb KauectBa
Bbille W TpeboBaHUs K KOHTpon kadectBa CepTudukaumoHHon nporpammbl CAP ans
nmmyHoructoxummm n/vnu CLSI (6biBuas NCCLS), KoHTponb kayecTBa B UMMYHOTMCTOXUMUN,
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Pycckun I

YTBepxaeHHas gupekTtvea (17). 3T npoueaypbl KOHTPOIS Ka4ecTBa AOSMKHbI MOBTOPSATLCS ANS
Ka)xgou HOBOW NapTuUm aHTUTEN 1 Npu NtoboM U3MeHEeHUN NnapamMeTpoB aHanu3a. [ns nposepku
aHanusa noaxoAsT YenoBeyeckasi HeMHBa3BHAsA (MHPUNBTPALMOHHANA) KapLuyHOMa NPOTOKOB
rpyan € M3BECTHbIMY MHTEHCUBHOCTAMM OKpaLuMBaHus oHkoreHHoro 6enka HER2 ot 0 go 3+ un
Apyrue noaxoasiLine HeraTMBHbIE KOHTPOSb-TKaHW.

UHTepnpeTauus okpawmBaHus - Mpyab

[Ina onpeneneHvs BblpaXXeHHOCTWM OHKOreHHoro 6erka HER2 cnepgyer oueHuBaTb TOMbKO
PUCYHOK W MHTEHCMBHOCTb OKpalUMBaHWsi MeMbpaH C MOMOLLbIO LKamnbl, NPeAcTaBneHHO
B Tabnuue 4. OueHKy npeaMETHOro CTekna [OMMKEeH BbIMOMHATE MATONOr C MOMOLLbIO
CBETMOMOMBHOIO MUKpockona. [ns OueHKM WMMYHOrMCTOXMMUYECKOrO OKpaluMBaHUS WU
LKanvpoBaHua noponaetr obbektuB ¢ 10x yBenuyeHveMm. [ns noaTBepXAeHUs LiKanbl
obbekTmB fgomkeH nmetb 20-40x yBenuueHnve. LiutonnasmaTtuyeckoe okpaluveaHue crnegyet
paccMaTtpuBaTb Kak Hecneundun4eckoe 1 ero He CrieqyeT BKIoYaTb B OLEHKY MHTEHCUBHOCTY
okpawvBaHus MembpaH (19). Mo anddepeHUmaLmMn MHTEHCUBHOCTEN okpawmBaHus 0, 1+,
2+ ©n 3+ cM. NpYMepbl MHTEHCMBHOCTEW OKpaluvBaHus B PykoBoACTBe NO MHTeprnpeTauuu
pesyneratoB Bond Oracle HER2 IHC System. LlkanuposaTb cnepyeT Tonbko obpasubl OT
NnauMeHToB C UHBA3UBHOW KapLuMHOMOW rpyaun. B cnyyasx ¢ kapumHOMOW in Situ n MHBa3nBHOM
KapLMHOMOW B O4HOM ¥ TOM e 06pasLie LLKanMpoBaTb CrieayeT TOMbKO NHBA3NBHbIA KOMMOHEHT.

PUCYHOK UMMYHOTUCTOXUMUYECKOTO OKpaLLMBaHNA Pesynbrar OueHka
no wKane
OKpalunBaHue He HabntopaeTca 1160 HabnoaaeTCA OKpaLLMBaHUe MeMOpaH MeHee .
0 OTpuLaTenbHblil

yem B 10% KneTok onyxonu.
HabniopaeTca oueHb cnaboe, eBa 3amMeTHoOe OKpaLLnBaHie MembpaH bonee uem B .

1+ OTpuLaTenbHblil
10% kneTok onyxonu. KneTku oKpaLLMBatoTCA TONbKO B YacTU CBOUX MeMOpaH.
HabniogaeTcs okpawuvBaHine MembpaH, 0T C1aboro 10 yMepeHHoro, bonee uem B 2 HeonpegenenHbiii / cnabo
10% KkneTok omyxonu. NONOXUTENbHbIN
Habntogaetca cunbHoe NonHoe oKpalunBaHue MemopaH 6onee yem B 10% KneTok o

3+ CUnbHO NONOXUTENbHDIIA
onyxonu.

Tabnuuya 4. MHmepnpemauus okpawusaHus HER2

Bond Oracle HER2 IHC System ansi BblpaxeHHOCTW OHKoreHHoro 6enka HER2 pesyneratbl
OKpaLUMBaHUS MHTEPNPETUPYIOTCA Kak oTpuLaTenbHble NPY MHTEHCMBHOCTU OkpalunBaHusi 0 un
1+, HeonpeaeneHHble / cnabo NONOXuTENbHbIE NPU UHTEHCUBHOCTM OKPaLLMBAHWUS 2+, N CUMbHO
nonoXuTenbHble NPU MHTEHCUBHOCTU okpawwmsaHus 3+. Bond Oracle HER2 IHC System He
npegHasHadeH ANs NpefocTaBNeHUs MPOrHO3HOM WMHMOPMAaUUWM MauueHTy w/unmn Bpady v
He BanuaupoBaH ANs 3Ton uenu. [ns Kaxaow OLEHKU OKpaluvMBaHUS NpefAMeTHble cTekna
HYXHO MCCreaoBaTh B MOKa3aHHOM HVDKe MOpsiAke, YToObl onpeaenvTb Banuaauuio cepun
oKpalwvBaHMa 1 obecnevnTb MOMyKONMUMYECTBEHHYIO OLEHKY WMHTEHCMBHOCTW OKpaluvBaHWs
o6pasLa TkaHu.

UHTepnpeTauus okpalimBaHUs - XenyaokK

[ns onpegenexus akcnpeccun onyxonecneundgunyeckoro 6enka HER2 Heobxoanmo oueHntb
TONbKO CXeMY W MHTEHCUBHOCTb OKpalUMBaHUA MeMOpaHbl, MCMOMb3ys LUKany, OnNMCaHHyto B
Tabnuuax 5 u 6. MNaTonoroaHaTom JOMKEH BbIMOMHUTB OLEHKY CTEKNa C MOMOLLbI0 MUKpOCKona,
MCMOnb3yHoLLLEro MeToA CBETOro nonsi. [Ans oLeHKM MMMYHOTMCTOXMMMUYECKOrO OKpaLUMBaHNUS U
LUKanMpoBaHusa nogoviaeT 0obekTns ¢ 10x yBennyeHnem. [ina noaTsepxaeHns Lkanb 06bekTs
pomkeH nmeTb 20-40x yBenuyeHuve. Lintonnasmatnyeckoe okpalumBaHue CrieqyeT cuuTaTb
HecneundU4eckM oKpaLLBaHUEM, KOTOPOE He AOIMKHO BKIOYATLCS B OLEHKY MHTEHCUBHOCTYH
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okpaluvBaHusa MembpaHbl (15). [lobaBneHve B anddepeHumaumio okpawmsanus 0, 1+, 2+ u
3+ onucaHo B PykoBoacTse no uHtepnpetauun cuctembl Bond Oracle HER2 IHC gnsa obnactun
Xenyaka, B KOTOPOM MpuBefeHbl TUMUYHble 0bpasLbl MHTEHCMBHOCTU OKpaluvBaHus. [Ans
aHanusa criegyeT MCMnosb30BaTh TOMbKO 0bpasLbl, B3ATbIE Y MALMEHTOB C afeHOKapLMHOMOM

Xenygka mnum ractpoasodareansbHOro nepexoaa.

Pycckun I

PUCYHOK IMMYHOFUCTOXUMNYECKOTO OKpaLLMBaHUA Pesynbrat OueHka
no WwKane
OkpaLumBaHme He HabniogaeTca 6o HabntoaaeTca okpalLnBaHue Membpax o
5 0 OTpuuaTenbHblit
2 MeHee yem B 10 % KkneTok onyxonu.
2
g
@ | Habnionaetca ouenb cnaboe, eABa 3ameTHoe okpaLuBaHue Mem6pat Gonee
o uem B 10 % KneTok onyxonu. KneTku oKpaLumBatoTca TONbKO B YaCTh CBOUX 1+ OTpuniaTenbHblii
2 | mem6pan.
T
=}
E
s Cnaboe unu ymepeHHoe oKpaLLMBaHie MeMOpaHbl LieNMKOM unn B ;
& | ; HeonpepenenHbiii
= 6azonatepanbHoil unu natepanbHoil yactu Habntogaetca y 10 % v 6onee 2+ .
S (cnabo nonoXuTenbHbli)
ONyX0/eBbIX KNeTOK.
3HayuTenbHoOe OKpaLLBaHue MeMOpaHbl Lenkom i B 6asonatepanbHoil o
; 3+ CUNbHO NONOXMTENbHBIN
NN naTepanbHoil yacTin Habntopaetca 6onee yem y 10 % onyxoneBbiX KNETOK.
Tabnuya 5. MHmepnpemauus okpawueaHuss HER2 e onepayuoHHbIx npenapamax paka xesnyoka
PUCYHOK IMMYHOFUCTOXUMUYECKOTO OKpaLLMBaHUA Pe3ynbrar Ouenka
no wkane
He HabntopaeTca okpaLLMBaHue Kakux-n16o onyXoneBbiX KNETOK 0 OTpuuaTenbHblit
2
S | Habniopaetca ckonneme onyxonieBbix KNETOK 0 CNabbiM / eABA 3aMeTHbIM
E OKpaLLMBaH1eM MeMOpPaHbl He3aBUCUMO OT MPOLIEHTHOTO COAePXKaHuA 1+ OTpuuaTenbHblit
2 | OKpaLLeHHbIX KneTok
v
£
= Habntopaetca ckonneHue onyxonesbix KNeTok Co C1abbiM / yMepeHHbIM
§ OKpaLLUMBaHueM MeMOpaHbl LENKoM v B 6azonatepanbHoil unm N HeonpegenerHblii / cnabo
@ | NaTepanbHoit YacTit HE3aBUCUMO OT NPOLIEHTHOTO COAEPKAHNA OKPALLIEHHbIX MONOKUTENbHBIif
KNeTok
Habntopaetca ckonneHue onyxonesbIX KNEToK ¢ CUbHBIM OKpaLLBaHUeM
MeMOpaHbl LENKOM Uin B 6a3onatepanbHoil Wi natepanbHoil YacTn 3+ CMnbHO NONOXKUTENbHBIIA

HE3aBMCUMO OT NPOLLEHTHOIO COAEPXKaHUA OKPALLUEHHbIX KNETOK

Tabnuya 6. MHmepnpemauus okpawugaHusi HER2 e 6uoriculiHbix npenapamax paka xesyoka

[na nHTepnpeTaummn okpalleHHbIX GuoncuitHbix npenapatoB cuctemsbl Bond Oracle HER2 IHC
peKoMeHAyeTCs MCMoNnb3oBaTb CKOMMEHVE U3, N0 MeHbLLER Mepe, NATW OMyXOneBbIX KMETOK.

MopsanoK CKPpUHUHIa NpeaAMeTHbIX CTeKOs
CKPUHVHI NpeMETHbIX CTEKON [OMKEH BbINOMHATLCA B CrEAyoLLEM NOPsAKe:

1. KontponbHoe npeametHoe ctekno HER2 — HER2 Primary Antibody
BanuanpoBaHHbIN aHann3 ¢ KOHTPONbHLIM NpeaMeTHbIM cTeknnom Oracle HER2 nokasbiBaeT

cnegytwouee:
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Pycckun I

* Hanuune WHTEHCVMBHOMO KOPUYHEBOrO MOSIHOTO OKpaLLUMBaHUSi MEMOpPaHbl B KOHTPOMbHOWM
KOnoHum knetok SK-BR-3 3+.

* Hanuune ymepeHHOro KOPUYHEBOrO MOMHOIO OKPALUMBAHUS MEMOPaHbI B KOHTPOSbHOW
KoroHuu knetok MDA-MB-453 2+.

* Hanuune epBa 3aMETHOrO KOPUYHEBOrO HEMOSIHOTO OKpalUMBaHWA MeMOpaHbl B
KOHTPOSbHOM KOnoHuun knetok MDA-MB-175 1+.

* Hwukakoro okpalumBaHus B KOHTPOSIbHOM KOnoHun knetok 0 MDA-MB-231.

Baxroe 3ameyanue: OCOOEHHOCTBIO KOHTPOSbHOM KonoHun knetok MDA-MB-175 1+ aBnsietcs

OTYETNUBLIN PUCYHOK POCTa, B KOTOPOM KreTku obpasytoT knactepbl. B Takom knetouyHom

knactepe obpasyetcs HenpepbiBHasH NIOMUHANbHAs LWEeTOYHasi norpaHnyHas obnacTte. 910

LeTovHasi norpaHnyHas obnactb ByaeT okpalleHa cunbHee, YeM BCsi ocTanbHas MembpaHa

knetku. MpaBunbHbIM ANst oHkoreHHoro 6enka HER2 1+ 6yaet cnaboe, egBa pasnuuumoe

OKpalluVBaHWe KINeTOYHOW MeMbpaHbl. B 3TO KonoHuM KNeTok MOXET Takke HabnogaTbes

TOYEeYHOE MMMYHOOKpaLLMBaHWe obnacTv fonbaxu B uUTONNasme.

2. BHyTpunabopatopHas no3uTuBHasi KOHTponb-TkaHb — HER2 Primary Antibody
HAJTMYUME kopuyHEBOro okpaluvMBaHWsi MembpaH OOMMKHO HabnioaaTbCs COOTBETCTBEHHO
MN3BECTHOMY COCTOSIHUIO OHKOreHHoro 6enka HER2 BbIGpaHHOro NO3UTUBHOIO KOHTPOMS.

3. BHyTpuna6opaTtopHasi HeraTuBHasi KOHTponb-TkaHb — HER2 Positive
Control
[omxHo Habmopatbes OTCYTCTBUME okpawvBaHua membpaH. KOMMOHEHT HeraTvBHOW
KOHTPOMb-TKaHN NOATBEPXAAET HEAOCTaTOYHOCTb MEePEeKPEeCTHON PeakTUBHOCTU CUCTEMbI
0oBHapyXeHUs MO OTHOLUEHMIO K LieNneBbIM KneTkam / KNeTOYHbIM KOMMoHeHTam. Ecnun
oKpaluMBaHMe MeMOpaHbl MPOUCXOAUT B KOMMOHEHTE HEeraTVBHOM KOHTPOMb-TKaHW, TO
pesyneTathl, NofyyeHHble ¢ 0bpa3uamMu nauyeHTa He Nony4arT Banugauuio.

4. TkaHb NauuneHTa — oKpalweHHas ¢ ucnonn3osaHmem HER2 Negative Control
OTCYTCTBME okpawmBaHusi MembpaH noATBepXaaeT crneumgpuyeckyto MapKUpoBKYy
LieneBoro aHTUreHa nepBrUYHbIM aHTUTENOM. [Jpyroe KopryYHEBOE OKpalLMBaHUE B LMTONMa3Me
obpasua, obpaboraHHoro HER2 Negative Control, Hanpvmep, B COeQUHUTENBHON TKaHMW,
nevikouuTax, apuTpoLMTax UM oMepTBEBLUEN TKaHWU, CEAYET cunMTaTh Hecneumduyieckum
(POHOBLIM OKpaLUVMBaHWEM W PEFUCTPUPOBAT.

5. TkaHb NnauueHTa — oKpalweHHas ¢ ucnonb3oaHnem HER2 Primary Antibody
HER2 BbIpaxXeHHOCTb OHKOreHHoro Oenka onpegensieTcs Kputepvem, 3agaHHbIM B
Tabnuue 4-6 n B PykoBoacTBe no mHTepnpertaummn pesynsratoB Bond Oracle HER2 IHC
System.

OrpaHu4yeHus

A. O6wwune orpaHnyeHus

NmmyHornctoxmmma  —  aTo  nabopaTopHasi MHOrocTyrneH4atas TexHomnorvs — Aans
WHTepnpeTauun 1 onpenerieHusi rmcTonaToriormMyeckmx XapakTepucTuk. OTO TEXHOMorus,
Tpebytolwas crneunansHoro oby4yeHUss Mo BCeM acrnektam npoueaypbl (Bkrovasi BblGop
peakTMBOB, TKaHW, dukcauuo, o6paboTky M  MMMYHOrMCTOXMMUYECKYIO MOArOTOBKY
NpeaMEeTHbIX CTEKOM) U UHTeprpeTaLmy pesynbsTaTos.

MMMYHOrMCTOXMMUYECKOe OKpalUMBaHUEe TKaHW 3aBUCUT OT dukcaumm n obpaboTku
TKaHW nepeq okpalmBaHveM. HenpaBunbHas dukcauusi, 3amopaxvBaHue, oTTauBaHue,
NpoMbIBaHWe, Cyllka, HarpeB, CEKLUVOHMPOBAHWE WUNW 3arpsisBHeHVe APYrMMy TKaHSMU Uiu
YKNAKOCTSIMU MOXET NPUBECTYU K 3aXBaTy aHTUTEN UMM NOXHBIM OTPULIATESNbHBIM pe3yrbTaTam.
MpUYMHOA WCKaXKeHUsi pe3ynbTaToB MOryT ObiTb M3MEHeHWst B meToaax dukcauum u
3anMBKM TKaHen unu cobCTBEHHble aHomanuu B TkaHu (21). M3bbiToyHoe mnu HenomnHoe
KOHTPOKpaLLUMBaHWE Takke MOXET NoMeLLaTb NPaBUIIbHO MHTEPNPETNPOBATL Pe3ynbTaTbl.
Hecneunduyeckoe okpawvBaHue, npu  Hanuyuu, OObLIYHO WMEET pasMbITbid  BUA.
B otaenbHbIX ceKkumsix M3ObITOYHO (PUMKCUPOBAHHBLIX (POPMANMHOM TKaHEW MOXET
Takke HabnogaTbCs  CnopagMyeckoe OKpaluvBaHWe COeAVHUTENbHOW Tkauu. [Ans

Ctp. 1513 30
Leica Biosystems Bond Oracle HER2 IHC System WHcTpykumm no akcnnyatauum TA9145 EU-RU-CE-Rev_| 16/07/2020



VHTEprNpeTaunM pesynbTaTtoB OKPaLUMBaHUS WCMONb3yNTe HEMOBPEXAEHHbIE  KIETKM.
OmepTBeBLUNE UNK AereHeprpoBaBLLME KIMETKN YacTo OKpaLUMBAKOTCSA HecneumguyHo (22).
JloxxHononoxuTenbHble pesynsTaTbl MOryT HabnogatbCA M3-3a HEeVMMYHONOrMYecKoro
CBSI3bIBaHMS GenkoB WNM MpOAYKTOB peakumn cybetpata. [puunHon ux moryT ObiTb
TaKkke OHAOreHHble JH3WMbl, TakMe Kak MceBAonepokcuaasa (pUTpPoUUTbI)  nnn
3HAoreHHas nepokcupasa (rmctorematuH C), B 3aBMCUMOCTM OT WCMONb3yemoro Tuna
UMMYHOTMCTOXMMNYECKOTO OKPaLLBaHUS.

TkaHV MauMeHTOB, 3apaXKeHHbIX renaTutom B 1 cogepxalume noBepXHOCTHbIN aHTUreH BUpyca
renatuta B (HBsAg), MoryT gaBatb Hecneumduyeckoe okpallvBaHne nepokcaason xpeHa (23).
HeoxungaHHoe MMMYHOTVCTOXMMUYECKOE OKpaLLMBaHWE N USMEHEHNS B OKpPaLLMBaHNUW MOTYT
ObITb pe3ynbLTaToM U3MEHEHWUI BbIPaXKEHHOCTU KOAUPYIOLLMX FrEHOB Unu aHTureHoB. Jlio6oe
N3MEHeHMe OXMAAeMbIX PUCYHKOB OKpalUVMBaHWUSA criedyeT MHTepnpeTnpoBaTh B YBA3KE CO
BCEMW OCTanbHbIMU ANAarHOCTUHECKNMMN UCCIEAOBAHUSMN.

WHTepnpeTaums  MMMYHOrMCTOXMMUYECKOTO  OKpalUMBaHWA  [OIKHA  JOMOMHATLCH
MOPQONIOrMYECKMN UCCNEAO0BaHUAMU U WCNOMNb30BaHWEM MOAXOASALEro KOHTPOMbHOMO
maTepuana, u JOormkHa OLeHVBATLCS KBanuULMPOBaHHbLIM MNaTOIOroOM B KOHTEKCTE MCTOPUK
6ones3Hn naumeHTa n Apyrx AMarHoCTUHECKNX NCCNefoBaHuni.

AHanua (T.e. OUEHKa afeKBaTHOCTM Kak MO3UTWMBHOMO, Tak W HEraTMBHOTO KOHTPONS) v
WHTepnpeTaLms noboro UMMYHOTMCTOXUMUYECKOTO OKPALLMBAHWSA U €70 OTCYTCTBUS JOMKHbI
BbIMNOMHATLCA B nabopatopuu, akKpeouTOBaHHOW / NMLEH3VPOBAHHON B YCTAHOBMEHHOM
nopsiake, Nof HabniogeHNeM MEeIoLLEro COOTBETCTBYIOLLYIO KBaNMAUMKaLWIO 1 ONbIT naTorora,
OTBEYaloLLLero 3a BCHO OLIEHKY MMMYHOTMCTOXMMMUYECKOrO aHanmnsa 1 ero MHTepnpeTaumio.

B. OrpaHuyeHus, oTHocsLWMECH K NPoAYyKTaM
[aHHbIi NPOAYKT He npeaHasHayeH Afs UCMONb30BaHUsi B MPOTOYHOW LuMTOMETpun. Ons
NPOTOYHOW LMTOMETPUUN HE ONPELENEHbI XapakTEPUCTUKN aHanu3a.
JloxHble oTpuuaTenbHble pesynbTatbl MOryT Habnopgatbcs B pesynsrate Aerpagauuu
aHTUreHOB B cekuun TkaHW. MNpeaMeTHble cTekrna, HeobxoaMMble At OLEHKN OHKOrEHHOTo
6enka HER2 n npoBepku onyxonu, AOMKHbI FOTOBUTbLCS OAHOBpPEMEeHHO. [ns coxpaHeHus
aHTUreHHOCTU CEeKLMM TKaHW Ha npeaMeTHbIX cTeknax (Leica BOND Plus Slides —kop npoaykTa
S21.2113 nnu xe Apex BOND Slides kog npogykta 3800040) fomkHbl OKpallMBaTbCsl B
TeyeHve 4—6 Hefenb nocne AeneHns Ha CekuMmn npyu KoMHaTHoW Temneparype (18-24 °C).
Mocne geneHust Ha CekUMU pekoMeHOYeTCst MHKYOUpoBaTb NPeAMETHbIE CTEKNA B TEYEHME
12-18 yacoB npu 37 °C. Cekuuwn, Tpebylowme AOMNOMHUTENbHOMO MPUMUMNAHUS MOXHO
nHKyBrpoBaTtb npu 60 °C B TeYeHwue eLle ogHOro Yaca.
Mexay konoHusiMmu knetok, ucnonb3yembix B Bond Oracle HER2 IHC System, moxHo
OyneT yBMAETb MUHUMANbHOE €CTECTBEHHOE W3MEHEHVWE UMMYHOTMCTOXMMUYECKMX
XapaKTepUCTUK. OTO ECTECTBEHHOE W3MEHEHWE HaxoauTCcs B [OONYCTUMbIX npeaenax
6Guonormyeckon enuHuLbl, ¢ GonbluMM 3anacoMm, W He BRUSIET Ha WHTeprnpeTauuo
pe3ynbLTaToB U XapakTepUCTUKN CUCTEMBI.
XapakTtepucTvka KOMOHWI KMETOK, WCMOMb3yWMX U B MPOTOYHON LUTOMETPUM, U B
mbpuamnsaumm in situ, kak nokasaHo B Tabnuue 7 Takke NOABEPXKEHbI €CTECTBEHHOMY
Buonornyeckomy mameHeHuo. Takke coobLiaeTCcsl TeXHUYECKOe U UHTeprpeTauuoHHoe
N3MEHEeHMe KOHTPOSIbHbIX KOMOHWI KIETOK, OLeHnBaemoe dpnyopecueHTHoV rmbpuamnsaunen
in situ (24).
OueHka KOHTPOIbHbIX NpegMeTHbIX ctekon HER2 gomkHa yuntbiBaTh BCE CPOKM FTOAHOCTM.
Xpanutb Bond Oracle HER2 IHC System npu 2-8 °C. He 3amopaxwuBaTtb. Cpa3sy nocrne
MCMONb30BaHMsA BEPHYTb B NMOMeLLeHne ¢ Temnepatypon 2—8 °C. Jlloboe OTKNoHeHne oT
3TUX YCNOBUI OTMEHSIET BanvaaLuo aHanmaa.
He 3amensnte peaktuBbl Bond Oracle HER2 IHC System pgpyryMu KommnoHeHTamu,
nocraensieMbiMn Leica Biosystems wnu gpyrumm wmsrotoButensimu. B crnyvae 3ameHbl
Banupaums aHanmsa oTMeHsiIeTcsl.
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BaHo, 4ToGbl BCe onucaHHble B pasgenax C — E (Mpoueaypa) aTanbl BbINOMHANMCH B
yKazaHHOM ropsiake. J1o6oe OTKIIOHEHE OT 3TOrO MOpsiAKa OTMEHSIET BanvaaLmio aHanmsa.
BarkHO, 4TOBbI A4S aHanMaa 1Crnosb30Banmch TkaHu, PUKCMpyeMble TOMBKO B oMKCaXKax Ha OCHOBE
dhopmarnmHa. Vcronb3oBaHme Miobbix APYrviX TUMOB (UKCaXKa OTMEHSIET BarvaaLmio aHanmsa.
CeKummn TkaHu C TOMLMHON cpesa, BbIXoasLlel 3a npeaenbl peKoMeH4yemMoro avanasoHa,
He NpoLLny Banuaaumio. Vicnonb3oBaHne TKaHy ¢ HEAoMYCTUMOM TOSLLIMHON cpe3a OTMEHsIET
Banuaaumio aHanuaa.

[JaHHble KOJIOHUW KIeTOoK

KonoHusa knetok Xapaktepuctuka HER2PeuentopHaa | HER2 CocTosnme ycunenuna reHa*
MMMYHOTMCTOXUMUYECKON | Harpy3Kka Ha
cucrembl BOND Oracle KaxAylo Knetky* | HER2 Homep konun | HER2CooTHoweHue
HER2 reHos :Chr17
SK-BR-3 3+ 4,3x10% 13,35 3,55
MDA-MB-453 | 2+ 1,4x10° 5,73 2,05
MDA-MB-175 | 1+ 6,3x10* 3,33 1,20
MDA-MB-231 | 0 9,3x10® 3,15 1,13

*PeuenmopHas Haepy3ka HER2 aHanuaupyemcsi mymem rnpomo4yHol yumomempuu. CocmosiHue ycurneHusi 2eHa * HER2,
oueHeHHoe dsoliHoli npoboli (HER2:Chromosome 17) FISH.

Tabnuua 7. Xapakmepucmuka KOHmMporibHo20 npedmemHoeo cmekna HER2

KnuHuyeckasa koHkopaaHTHocTb Bond Oracle HER2 IHC System u
Dako HercepTest - Npyab

B nepson 4actn uccnepoBaHusi maydanacb npurogHocte Bond Oracle HER2 IHC System
K WCMONb30BaHUIO MpW  onpedeneHun redeHus npenapatom Herceptin®  (trastuzumab).
VccnenoBaHne npoBoaunoch Anst U3yvyeHust KoHkopaaHTHocTn mexay Bond Oracle HER2 IHC
Systemu Dako HercepTest, cuntaroLummcs «3010TbIM CTaHAAPTOM» A1 3Toro aHanuaa. Kpureprnem
npuemnemoctu 6bina BoibpaHa obLuasi KOHKOPAAHTHOCTb MexXay AByMS uccriegoBaHusimm ¢ 95%
[0BEpUTENbHLIM MHTEPBANoM, KoTopas AormkHa 6biTb 6onbLue nubo pasHa 75%.

WccnepnosaHune nposoaunock B AByx MecTax B CLUA. B kaxgoM mMecTe nccrnefoBaHuii 6binm B
Hanmmuum obpasubl TKaHW paka rpyav, UKcupoBaHHble hopManvMHoOM v 3anutbie B napaduH
C n3BecTHbIM cocTosiHnem HER2. MaumeHTbl BbiGupanvch B obpaTHon nocrneaoBaTenbHOCTU
13 KIMMHUYECKUX apXMBOB, MpeacTaBnsiolmx cobor nocrnenoBaTernbHbIi MOTOK CriyyaeB B
oTAEn rMCTonaTonorMn Ans KMUHUYECKUX UCCIeoBaHWi, U UCCneqoBanuncb He3aBUCUMMO OT
MX NPOTrHOCTUYECKMX hakTopoB, 6e3 npeanoyTeHuit B koropte. B nabopartopusix 1 n 2 6binun
ncnbiTaHbl koroptel 13 160 n 292 obpasuoB COOTBETCTBEHHO. B kaxgon koropTte 6bino
0MHaKOBOE KONMUYECTBO HeomnpeaerneHHbIX/MoNoXuTenbHbix (2+, 3+) n otpuuatensHbix (0, 1+)
Cny4yaeB, Ha OCHOBaHWM paHee NPUCBOEHHON MMMYHOIMCTOXMMUYeCcKon oLeHkn HER2, naBwee
CyMMapHyto nonynsiumio B konnyectse 452 obpasuos. [IseHaguatb 06pasuos Obinv NpusHaHb
HEMPUrogHbLIMN U3-3a HeJocTaTka M3Ba3MBHbIX OMYXOSied M UCKMYEHbl U3 UCCreaoBaHus.
Ewe neBsitb 06pasLoB He yaanoch LKanupoBaThk BCEACTBUE NogbEMA TKaHU C MOBEPXHOCTU
npeaMeTHOro CTekna, B pesyrnbsraTe Yero B UTOroBou nonynsuuy okasancs 431 obpasel.
TkaHu Bcex nauueHToB ObinMM oKpalleHbl No HercepTest B COOTBETCTBUM C MHCTPYKUMSAMU
N3roToBUTENS, ykazaHHbIMU Ha BykneTe B ynakoBke. [ocrnegoBaTenbHble CEKLIMM TKaHW Kaxaoro
naumeHTa okpalumanucb ¢ nomollbio Bond Oracle HER2 IHC System, wrtaTtHOM NONMHOCTBIO
aBTOMaTU3MPOBaHHOMN Yny4lleHHoNW cuctembl Leica Biosystems BOND. Bce ak3emnnsipbl
ObInM BbIYSIEHEHBI U3 YHUKAmbHbIX UAEHTUMUKALUMOHHBIX AAHHbIX MauMeHTa C NpPUoxeHnem
KITMHUYECKMX AaHHbIX — pasMepa 1 cTauu Omnyxosnv U COCTOSIHUS peLiernTopa 3CTporeHa.

Bce okpalleHHble npegMeTHble cTekna 6binn 3aMacCKnpoBaHbl U WKanupoBaHbl B CﬂyanIHOM
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nopsiake onbITHeIMW HabnogaTenammn B AByx nabdopaTtopusix. [ns aHanm3a KOHKOp4AHTHOCTU
2x2 pesynbTathl ObiMM  MHTEPNPETUPOBAHbI Kak OTpPULLATEMbHbIE, €CMU  WMHTEHCUBHOCTb
okpawwBaHusa coctaensna 0 unu 1+, 1 Kak NONoXWTenbHble, ecnv OHa cocTaBnsna 2+
vnn 3+. [na aHanu3a KOHKOpAaHTHOCTU 3x3 pesynbratbl ObiMv MHTEPNpPeTMpoBaHbl Kak
oTpuLaTenbHble, eCN UHTEHCUBHOCTbL OKpalumBaHus coctasnsina 0 unu 1+, HeonpeaeneHHble
npv 2+ 1 NonoxuTernbHble Npu 3+. 3aTteM ObiN BbINOMHEH aHanNM3 AaHHbIX N0 MNOMOXUTENBHOMY
OoKpaLUVBaHMWIO U OTpULLaTENbHOMY OKpaLUMBaHMIO.

Pe3ynbraTbl KOHKOPAAHTHOCTU 2X2

B aTom nepBu4HOM aHanu3e pesynsratbl ABYX nccnegosaHuii (Bond Oracle HER2 IHC System
n Dako HercepTest) kBanuduumpytotca kak otpuuatenbHble (0,1+) nnv nonoxwTenbHble
(2+, 3+). YacToTbl YeTblpex BO3MOXHbIX KOMOWMHaLuii oTobpaxarTcs B Buae Tabnuubl 2x2
(cm. Tabnuuy 8). 3aTtem Ha OCHOBe 3TOI Tabnuubl 2x2 6bina BblyMcneHa obLias KOHKOPAAHTHOCTb
€ 95% TOYHbIM [OBEPUTENBHBIM UHTEPBANOM (Ha OCHOBaHMK BUHOMMANBLHOTO pacnpeaeneHmns).
Hynesas runotesa (H;), KOTOpOi NPOTUBOMNOCTABIIEHLI KPUTEPUM YCMELHOTO BbIMONHEHNUS —
KOHKOPAAHTHOCTbL He 6ornee 75%.

Y 431 obpa3ua mexay ABYMS UCMbITaHUSMM B aHanuse 2x2 Habnoganacb KOHKOPAAHTHOCTb
92,34% (398/431) ¢ ON 95% w3 89,42-94,67%. BT OaHHble MOATBEPXOAKT OTKIIOHEHWEe
HyneBon runotesbl (H;) 0 TOM, 4YTO KOHKOPAAHTHOCTb He AoMmkHa BbiTb Gonblie 75% npu
3HaveHun p < 0.0001.

MpoLUEeHT NONOXWUTENBHOIO COrnacoBaHns (YyBCTBUTENbHOCTb) U cnocobHocTb Bond Oracle
HER2 IHC System npaBunbHO uaeHTUdULMPOBaTL NONoxutenbHble cnyydaun B HercepTest
(NpoueHT 06pasuoB ¢ NONOXUTENbHLIM pe3ynsTatoM Ha ocHoBaHum Bond Oracle HER2 IHC
System n HercepTest 13 Bcex nonoxuTensHbix cnyyaes HercepTest) coctasun 84,87 % (129/152)
c 1IN 95% wn3 78,17-90,16%. MNpoueHT oTpuLaTensHOro cornacoBaHus (CneumguyHOCTb) nnm
CMNOCOBHOCTb NPaBUIbHO MAEHTUMULMPOBATL OTpULATENbHbIe cryyan (npoueHT obpasLoB ¢
oTpuuaTtenbHbIM pe3ynstatoMm Ha ocHoBaHuK 1 Bond Oracle HER2 IHC System, n HercepTest
13 Bcex oTpuuartenbHbix criydaes HercepTest) coctaBun 96,42% (269/279) ¢ AN 95% wu3
93,51-98,27%.

HercepTest
OTpuyaTenbHblii MonoxutenbHblii Bcero
BOND Oracle HER2 OTpuLaTenbHblii 269 23 292
IHC System TMonoxutenbHbiit 10 129 139
Bcero 279 152 431

KoHkoppaHTHOCTb 2x2 (AN 95%) = 92,34% (89,42 — 94,67%); p < 0,0001

Tabnuya 8. KoHkopdaHmHocmb 2x2 Bond Oracle HER2 IHC System ¢ HercepTest

Pe3ynbTaTbl KOHKOpAAHTHOCTU 3x3

[aHHble ObIMn crpynnupoBaHbl kak oTpuuarteneHble (0 unu 1+), HeonpegeneHHble (2+) n
nonoxurtenbHble (3+) Ans aHanuaa 3x3 v Bblaany KoHkopAaHTHOCTb 86,54 % (373/431) c AN 95%
13 82,95-89,62%. CooTBeTCTBEHHO, Hynesas runotesa (H ) 0 TOM, 4TO KOHKOPAAHTHOCTb He
[ormkHa 6bITb 6onblue 75% npu 3HaveHnn p < 0,0001 Gbina oTKNOHeHa.

MpoUEeHT NoNoXWTENbHOrO cornacoBaHus Ans 3+ (NpoueHT 06pasuoB C MOMOXUTENbHbLIM
pesynstatom 3+ Ha ocHoBaHuu Bond Oracle HER2 IHC System u HercepTest n3 Bcex
nonoxuTteneHbix cnyyaes 3+ ¢ HercepTest) coctaBun 73,33% (66/90) ¢ AN 95% w3 62,97—
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82,11%. lNpoueHT oTpuuatenbHoro cornacosaHus coctasun 96,42% (269/279) c AN 95% wn3
93,51-98,27%. Cm. Tabnuuy 9.

HercepTest
Otpuuatenbhbii | 2+ 3+ Bcero
Ownnn 1+)
Bond Oracle HER2 | OtpuuatenbHblii | 269 23 0 292
IHC System Ounm1+)
2+ 10 38 24 72
3+ 0 1 66 67
Bcero 279 62 90 431

KoHkoppaHTHOCTb 3x3 (AW 95%) = 86,54% (82,95-89,62%); p < 0,0001
Tabnuya 9. KoHkopdaHmHocms Bond Oracle HER2 IHC System ¢ HercepTest

PestoMunpysi, MOXHO ckasaTb, YTO MOSlyYEHHbIE B 3TOM WCCMEAOBaHUM [AaHHbIE MOKa3anu, YTo
Bond Oracle HER2 IHC System moxHO mcnonb3oBaTh ANs onpeaeneHunst neveHns npenapaTtom
Herceptin® (trastuzumab), Ha ocHOBaHUK ero BbICOKOM KOHKOpAaHTHOCTU ¢ HercepTest.

KnuHuyeckasa koHkopaaHTHocTb Bond Oracle HER2 IHC System k PathVysion
HER-2 DNA Probe Kit - Mpyab

BTtopasi yacTb uccrnegoBaHus 6Gblna MocBsLLeHa W3y4YeHM KOHKOPAAHTHOCTM Mexay Bond
Oracle HER2 IHC System un Abbott Molecular PathVysion HER-2 DNA Probe Kit, cuntatowumcs
«30M0TbIM CTaHO4apTOM» B pPedreKTOPHON OLEeHKe FeHOB, WUCMOMNb3yeMON B COYETaHun C
MMMyHornctoxummen HER2.

OTa yacTb nccnegoBaHus Obina npoBedeHa B Tex e naboparopusix ¢ MCNOMb30BaHWEM TOW
e KOropTbl, YTO ¥ B NEPBON YacTW. TKaHW BCeX MaLMEHTOB ObinNKM OKpalleHbl G MOMOLLbIO
Abbott Molecular PathVysion HER-2 DNA Probe Kit B cootBeTcTBUM C npunaraembiMu
VHCTPYKUMSIMWU n3roToBuTenei. MocnenoBatenbHble CEKUUM TKaHW Kaxaoro naumeHta Obinu
OKpaLleHbl C MOMOLLbHO MOSTHOCTbIO aBTOMaTU3MPOBaHHOM, YIy4YLLIEHHOW CUCTEMbI OKpaLLMBaHNS
Bond Oracle HER2 IHC System BOND (43 nepBoW 4acTu KIAMHWYECKOro UCMbITaHus). M3
431 oKpalleHHbIX 3K3eMNNApoB B Tpex cryyasx He Obino nonyyeHo pesynsrata M3-3a
HepocTaTo4Hon rmbpuansaunm npob. B ntore KONM4ECTBO 9K3EMMNIISIPOB B KOrOpTE CHU3UIIOCH
0o 428.

Bce okpalleHHble nmpegmeTHble CTekna Obinv LKanMpoBaHbl OMbITHbIMK HabniopatensMu B
AByx nabopatopusx. [Jns aHanvaa KOHKOpAAHTHOCTY 3X2 pesynbTaTbl UHTEPNPETUPOBANUCH Kak
oTpuuaTenbHble, ecnv k0addULMEHT reHHoro yeunenns HER2/CEP17 6bin meHble 2,0, n kak
NONOXUTENbHbIE, €CNY OH BbiN 6onbLe NM6o paBeH 2,0 nocrne 20 KNEeToK OnyXonu.

Pe3ynbraTbl KOHKOpPAAHTHOCTU 3X2

Y 428 obpa3uoB mMexagy ABYMS UCMbITaHUAMW B aHanu3e 3x2 Habnioganack KOHKOPAAHTHOCTb
87,6% (375/428) ¢ AN 95% 13 84-90%.

MpoLueHT NOMOXMTENbHOro cornacoBaHus (4yBCTBUTENBHOCTB) MNKn cnocobHocTb Bond Oracle
HER2 IHC System npaBunbHO naeHTUdMLMpoOBaTh NonoxuteneHble criydan B PathVysion
(NpoueHT 06pa3uoB C NONOXUTENbHBIM pe3ynbTaTtoM Ha ocHoBaHuu Bond Oracle HER2 IHC
System n PathVysion 13 Bcex nonoxutensHeix crnyvaes PathVysion) coctasun 93,8% (61+30/97)
¢ AN 95% u3 86,8-97,4%.
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MpoueHT oTpuuaTenbHOro CormacoBaHns (CneynMUYHOCTb) UM CMOCOOHOCTE NpPaBUIIbHO
naeHTudunumpoBaTth oTpuLaTensHble cnyvan PathVysion (npoueHT 06pa3uoBs ¢ oTpyuaTenbHbIM
pesynstatoMm Ha ocHoBaHun Bond Oracle HER2 IHC System, n PathVysion u3 Bcex
oTpuuartenbHbix cnyvaeB PathVysion) coctasun 85,8% (284/331) ¢ AN 95% u3 81,6-89,2%.
Cwm. Tabnuuy 10.

PathVysion HER-2 DNA Probe Kit
OTpuyaTenbHblii MonoxutenbHblii Bcero
Bond Oracle HER2 IHC | 0/1+ 284 6 290
System 2+ 41 30 71
3+ 6 61 67
Bcero 331 97 428

O6was koHkopaaHTHocTb (AW 95%) = 87,6% (84 — 90%)

Tabnuya 10. KoHkopdaHmHocmb 3x2 okpawueaHusi Bond Oracle HER2 IHC System o cpagHeHuto ¢ KOMnieKkmom ons
e3amusi npob JHK PAthVysion HER-2.

KnuHunyeckas koHkopaaHTHocTL cuctembl Bond Oracle HER2IHC no cpaBHeHuto
C NepBUYHBLIMU KPONTMYbUMU MOHOKITOHaNbLHbLIMW aHTUTENamMu K Mmapkepy anti-
HER-2/neu (4B5) Ventana Medical Systems Inc. PATHWAY - xenygok

YacTb 3 nccrnenoBaHusi HanpaseHa Ha NnonyYyeHne AaHHbIX Ans UKCMpoBaHHbIX B popManviHe
1 3anuTbix napaduHom npob paka enyaka Ha nocregHen ctaguv C Lenblo onpeneneHus
KOHKOPAAHTHOCTM MeXay NMOMHOCTbI0 aBTOMaTu3npoBaHHow cuctemoit Bond Oracle HER2 IHC
Ha 6a3e MOMHOCTbIO aBTOMAaTU3MPOBAHHOMW W PacLUMPEHHON cuctemMbl okpawmBaHus BOND un
CUCTEMOW NEPBUYHBIX KPONMYbUX MOHOKIOHAaNbHbIX aHTUTeN k mapkepy anti-HER-2/neu (4B5)
Ventana Medical Systems Inc. PATHWAY. Kputepnem npuemnemoctu Ans TpeTbewh yacTu
onpegeneHo npesbieHne 75 % obLien KOHKOPAAHTHOCTU MexXay ABYMS TeCTaMu.

[Ins aHanu3a KOHKOPAAHTHOCTH 2X2 pe3ynbTaThl Obl MHTEPNPETUPOBAHbI Kak oTpuLUaTernbHbIE,
€CNN MHTEHCUBHOCTb OKpawmBaHusa coctasnsana 0 vnu 1+, n Kak nonoxuTenbHble, ecnu
OHa cocTtaBnsna 2+ unu 3+. [ns aHanu3a KoHkopgaHTHocTu 3x3 pesynbratbl Obinu
VHTEPNPETNPOBaHbl Kak OTpuuaTernbHble, €CN MHTEHCUMBHOCTb OKpalUMBaHWS cocTaBnsna
0 wnu 1+, HeonpegerneHHble Mpu 2+ W nonoxutenbHble npu 3+. Kpome TOro, AaHHble
aHanu3npoBarnucb Ha COOTBETCTBME NO3UTUBHOMY U HEFaTUBHOMY OKPALLVBaHUIO.

Pe3ynbraThl - cuctema Bond Oracle HER2 IHC no cpaBHeHuIo
C NePBUYHLIMU KPONNYLUMU MOHOKITOHaNbHbIMU aHTUTENamMu
K mapkepy anti-HER-2/neu (4B5) Ventana Medical Systems Inc.
PATHWAY - xenynok

Pe3ynbraTbl KOHKOPAAHTHOCTU 2X2

KoHkopgaHTHOCTb Mexay MONMHOCTbIO aBToMaTuanpoBaHHow cuctemon Bond Oracle HER2 IHC
Ha 6a3e MOMHOCTbIO aBTOMATM3UPOBAHHON M paCLUMPEHHON cuctembl okpawumBaHus BOND un
cucTemon aHTuten k mapkepy anti-HER-2/neu (4B5) Ventana PATHWAY 6bina npoeepeHa Ha
287 npobax.

Habnogaemas KOHKOpPAAHTHOCTb MeXAy ABYMs TeCTaMu B paMKkax aHanu3a 2x2 cocraBuna
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95,12% (273/287) c posepuTenbHbiM MHTEpBanoMm 95% (91,95% - 97,31%). 3Tn AaHHble
NOATBEPXKAAOT OTKIIOHEHME HyreBol rMnotessl (H;) 0 TOM, YTO KOHKOPAAHTHOCTL He AOIMKHa
6biTb Gomble 75% npu 3HadeHun p < 0,0001. MNpoueHTHoe NO3UTUBHOE COOTBETCTBUE
(4yBCTBUTENBHOCTE) MMM cnocobHocTb cuctembl Bond Oracle HER2 IHC «k ToyHoW
noeHTudmrkaumm no3mtneHelx Npob Ventana PATHWAY anti-HER-2/neu (4B5) (npoueHTHas
nons 06pasuoB, NO3UTUBHO OLeHEHHbIX kak cucteMoi Bond Oracle HER2 IHC, Tak n cuctemoi
Ventana PATHWAY anti-HER-2/neu (4B5), oT obLwiero konuuyecTBa MO3UTUBHbLIX 0OpasLoB
Ventana PATHWAY anti-HER-2/neu (4B5)) coctasuno 90,79 % (138/152) ¢ noBeputenbHbIM
nHTepsanom 95 % (85,03 %-94,87 %). MpoLeHTHOe HeraTMBHOE COOTBETCTBUE (CNeLndUYHOCTb)
WINK CNOCOBHOCTbL TeCTa K TOYHOW MAeHTUdMKaUMM HeraTuBHbix Npod Ventana PATHWAY anti-
HER-2/neu (4B5) (npoueHTHasi fonst obpasuoB, HEraTMBHO OLIEHEHHbIX Kak cuctemoi Bond
Oracle HER2 IHC, Tak n cuctemon Ventana PATHWAY anti-HER-2/neu (4B5), ot obuero
KonuyectBa HeratuBHbIx obpasuoB Ventana PATHWAY anti-HER-2/neu (4B5)) coctaBuno
100 % (135/135) c poBeputenbHbIM nHTEpBanom 95 % (97,30 % - 100 %) (cm. Tabnuuy 11).

Ventana PATHWAY anti-HER-2/neu (4B5)
OTpuuaTenbHblil Mo3uTUBHDII Bcero
cucrema Bond OTpuLaTenbHblii 135 14 149
Oracle HER2 IHC Mo3uTuBHbIi 0 138 138
Bcero 135 152 287

Obwas koHkopaaHTHOCTb (95 % CI) = 95,12% (91,95% - 97,31 %)

Tabnuya 11. KoHkopOaHmHocme 2x2 okpawusaHusi cucmembl Bond Oracle HER2 IHC no cpasHeHuto ¢ cucmemoli nepeuy-
HbIX KPONUYbUX MOHOKITOHabHbLIX aHmumen Kk mapkepy anti-HER-2/neu (4B5) Ventana Medical Systems Inc. PATHWAY Ha
mKaHsIx xernyoka.

Pe3ynbraTbl KOHKOpAAHTHOCTM 3X3

Habntogaemas KOHKOpAAHTHOCTb Mexay ABYMsi TeCTamu B pamkax aHanusa 3x3 cocrasuna
89,90 % (258/287) c noBeputenbHbIM nHTepBanom 95 % (85,81 % - 93,13 %). CooTBETCTBEHHO,
Hynesags runotesa (H;) 0 ToM, 4TO KOHKOPAAHTHOCTL He A0MKHa BbITb 6oribLue 75 % Npy 3Ha4YeHUN
p < 0,0001 6bina oTknoHeHa. MNpoLeHTHOe NO3UTUBHOE COOTBETCTBME AN 3+ UK CNOCOBHOCTL
cuctembl Bond Oracle HER2 IHC k ToyHOW uaeHTMdukaumm nosutuBHbIX Mpob Ventana
PATHWAY anti-HER-2/neu (4B5) (npoueHTHas fonst 06pasuoB, OLEHEHHbIX Kak 3+ No3UTUBHbIE
kak cucremon Bond Oracle 3HER2 IHC, Tak u cuctemon Ventana PATHWAY anti-HER-2/neu
(4B53), ot obuero konunyecTtBa 3+ No3nTuBHbLIX 06pasLoB Ventana PATHWAY anti-HER-2/neu
(4B5)) coctaBuno 85,94 % (110/128) ¢ noseputenbHbIM MHTEepBanomM 95% (78,69 %-91,45 %).
[MpoueHTHOe HeraTMBHOE COOTBETCTBME (CNELMPUYHOCTb) UMM CMOCOBHOCTb TecTa K TOYHOM
naeHTudukaumm HeratuBHblx npo6 Ventana PATHWAY anti-HER-2/neu (4B5) (npoueHTHas
nons obpasuoB, HeraTMBHO OLeHEHHBIX kak cuctemorn Bond Oracle HER2 IHC, Tak n cuctemon
Ventana PATHWAY anti-HER-2/neu (4B5), ot ofLlero konuyecTtBa HeraTMBHbIX 0OpasLoB
Ventana PATHWAY anti-HER-2/neu (4B5)) coctaBuno 100% (135/135) c pnoBepuTenbHbIM
nHTepsanom 95 % (97,30 %-100 %). Cm. Tabnuuy 12.

Ventana PATHWAY anti-HER-2/neu (4B5)
OTpulaTenbHblii
Owan1+) 2+ 3+ Bcero
Cucrema Bond OTpuuaTenbHblit

Oracle HER2 IHC Ownnn 1+) [ 1 3 149

2+ 0 13 15 28

3+ 0 0 110 110

Bcero 135 24 128 287

O6wwas koHkopaaHTHocTb (95% CI) = 89,90 % (85,81 %-93,13 %)

Crp. 21 13 30

Leica Biosystems Bond Oracle HER2 IHC System WHcTpykumm no akcnnyatauum TA9145 EU-RU-CE-Rev_| 16/07/2020



Tabnuua 12.KoHkopOdaHmHocmb 3x3 okpawusaHusi cucmembl Bond Oracle HER2 IHC no cpasHeHuto ¢ cucmemoli nepauy-
HbIX KPOTUYbUX MOHOKITOHabHbIX aHmumern K Mapkepy anti-HER-2/neu (4B5) Ventana Medical Systems Inc. PATHWAY Ha

MKaHsAX xenyoka.

MMMyHOpeaKTVIBHOCTb — HOpManbHaAa naHesb

HopmanbHbiii TUR TKaHN PucyHok okpaiumBanua
HER2 Primary Antibody HER2 Negative Control
Haanoueunuk OTpuLaTenbHblit OTpuLaTenbHblii
Mo3r, Mmo3euok OTpuLaTenbHblil OTpuLaTeNbHbIii
Mos3r, ronoBHoi mo3r OTpuLaTenbHblil OTpuLaTenbHbIii
Tpyap OTpuLaTenbHblil OTpuLaTenbHbIi
KocTHblit Mo3r OTpuLaTenbHblil OTpuLaTenbHbIii
ToncTas Kuika OTpuuarenbHblit OTpuuaTenbHblit
Muweson OTpuLaTenbHblit OTpuLaTeNbHbIi
a3 OTpuLaTenbHblit OTpuLaTenbHbIi
Tunodu3z B knetkax runodu3sa Habnioganocb ymepenHoe OTpuLaTeNbHbIii
LMTONNa3mMeHHoe okpalunBanme (1/3)

Mouka OTpuLaTenbHblit OTpuLaTenbHblii
TopTaHb OTpuLaTenbHblit OTpuLaTenbHblii
[eueHb OTpuLaTenbHblit OTpuLaTenbHblii
Jlerkune OTpuLaTenbHblit OTpuLaTenbHblii
Me3otenuit OTpuLaTenbHblit OTpuLaTenbHblii
Anunnk OTpuuaTenbHblit OTpuuaTenbHblil
TomxenynoyHas xenesa OTpuLaTenbHblit OTpuLaTenbHblii
OKONOLMTOBNAHASA Xene3a OTpuLaTenbHblit OTpuLatenbHblii
Mepudepuyeckuii Heps OTpuLaTenbHblit OTpuLaTenbHblii
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Mpoctara OTpuLaTenbHblil OTpuLaTeNbHbIii

(ntoHHas xenesa OTpuLaTenbHblit OTpuLaTenbHblii
Koxa OTpuLaTenbHblit OTpuLaTenbHblii
ToHKasA KuLUKa OTpuLaTenbHblit OTpuLaTenbHblii
(eneseHka OTpuLaTenbHblit OTpuLaTenbHblii
Kenynok B enynouHblx xene3sax Habntopanocs cnaboe OTpuLaTenbHblii
LUTONNa3MeHHoe oKpaLLuBaHue (2/3)
bopo3puaras mbiwua OTpuuaTenbHblit OTpuuaTenbHblit
flnuko OTpuuaTenbHblit OTpuuaTenbHblit
BunoukoBas xenesa OTpuuaTenbHblit OTpuuaTenbHblit
LLnToBNAHaA Xene3a OTpuLaTenbHbIil OTpuLaTeNbHbIi
MunpaneBuaHas xenesa OTpuLaTenbHblit OTpuLaTeNbHbIi
Weiika MaTKu OTpuLaTenbHblil OTpuLaTeNbHbIi
Matka OTpuLaTenbHblit OTpuLaTenbHblii

Tabnuuya 13. HopmansHoe okpawusaHue naHenu

OueHka Bocn pon3BogMMOCTU pe3ynbraToB

BHyTpucepuinHas n MmexxcepuiHas npoBepKa TO4YHOCTHU

[MpoBepka TOYHOCTWM BbIMOMHANAcCL B KomnaHum Leica Biosystems, Newcastle Ltd.
Mcnonb3oBanack TkaHb, (MKCUpoOBaHHas dopmanuHoM, nponutaHHas napadgpuHom (TMA),
nocraBwuk Isu Abxis (Yonsei University Medical Center 134 Shinchon-dong, Seoul, 120-752
Korea), cocTosiwas n3 20 o6pasLoB TKaHN UHBA3MBHOW KapLMHOMbI rpyau AnameTpom 4 MM.
Bbino otobpaHo 20 3k3emMnnApoB Ha OCHOBaHWUM paHee NpPUCBOeHHbIX 6annos HER2. Mo atomy
npuHUmny 6bino BkntodeHo x5 cnyvaes HER2 3+, x5 cnyvaeB HER2 2+, x5 cnyyaes HER2 1+
n x5 cnyyaes HER2 0.

A. BHyTpucepuiHas npoBepKa TOYHOCTHU

BHyTpucepuiinas ToyHocTb Bond Oracle HER2 IHC System ouenmBanacb B obuien
crnioxxHocTn Ha 40 nocnegoBaTenbHbIX CeKUMsX, B3ATbIX M3 TMA, cocToswmMx Wu3
20 wHBa3uBHbIX onyxonen rpyan n 40 KOHTPOnbHLIX MpeamMeTHbIx ctekon HER2. Bce
npeamMeTHble cTekna 6binn okpaweHsl B Bond Oracle HER2 |IHC System c nomousto
MOSHOCTbIO aBTOMATU3NPOBAHHOW, Yry4lleHHOW cucteMbl okpawmsaHus BOND. Cekumu
OKpalLMBanuchb B TEHYEHNe OOHOr0 HeEMpepbIBHOrO nepuoaa ¢ nomolubio Bond Oracle HER2
IHC System u3 Toii e naptum. OkpalleHHble Cekummn Gbinu obGecLBeYeHbl U OLEHEHbI B
cryYyanHoM nopsake OAHMM OMbITHBIM Habnogatenem Ansa onpeaeneHnst BHyTPUCEPUNHON
TOYHOCTM.

AHanua npegMeTHbIX CTEKON U3 BHYTPUCEPUIAHON NPOBEPKN TOYHOCTM Nokasar, YTo yAanochb
nHTepnpeTtuposatb 733/800 (91,63%) pe3ynbraToB B UccregyemMbix Toukax. 40 pesynsraTtoB
ObINoO MckntoveHo m3-3a Hanuumsa Tonbko DCIS, n ewe 27 pesynsraToB He yganoch
VHTEPNpPEeTPOBaTb M3-3a MOTEPU MHBA3MBHOW OMyxonu (crneumduyHo ans 3 crnydaes).
N3meHeHns B okpalwmsaHuu npousowrno B 61 cnyyae (8,32%) u3 733 BO3MOXHbIX. B
37 cnyyasx Habmoganucb naMeHeHus ot 3+ o 2+ (n = 20) n ot 1+ go 0 (n = 17) n noaTomy
B OLIEHKe 2X2 OHW He NpeAcTaBnsny cobon U3MEHEHUs! C KITMHUYECKU MONOXUTENbHOMO 40
KMUHUYeCKN oTpulaTtenbHoro n Haobopot. OcTasluvecs 24 cnyyas (3,27%) npeacTaensano
coboV U3MeHeHNs ¢ KnMHUYeckn oTpuuatensHoro (0 nnm 1+) 4o KNMHNYECKU MONOXUTENbHOTO
(2+ unu 3+). MpoxopgHoe 3HaveHve = 96,7% (AN 95% = 95,15-97,81%).
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B. MexcepuiHas npoBepka TOYHOCTHU

MexcepuitHas TouHocTb Bond Oracle HER2 IHC System oueHuBanach B 06Lell CroXHOCTU
Ha 24 nocrnegoBaTenbHbIX CeKUUsX, B3siTbIX M3 TMA, cocTosAwmx n3 20 MHBa3MBHbIX ONyXxonen
rpyan n 24 KOHTpOMbHbIX NpeameTHbix ctekon HER2. Bce npegmeTHble cTekna 6binu
okpaeHbl B Bond Oracle HER2 IHC System ¢ nomoLLbto NOMHOCTHH aBTOMaTU3MPOBaHHOWM,
yry4lleHHon cucTembl okpawwmBaHus BOND. [MpegmeTHble cTekna oueHuBanucb B
8 He3aBMCUMbIX CepusiX, BbINMOMHEHHbIX B OAHOM nabopaTtopun, B paMKax TPex OTAeNbHbIX
cnyyaeB ¢ vcnonb3oBaHueM Bond Oracle HER2 IHC System un3 ogHon 1 Tow e napTum.
OkpalleHHble npegMeTHble cTekna 6binmM obecuBeyeHbl U OLEHEeHbl B CryYaiHOM nopsigke
OJHVM OMbITHLIM HabnogaTenem Ans onpegeneHnst MexcepuiHoOM TOYHOCTY.

AHann3 npeaMeTHbIX CTEKON U3 MPOBEPKN MEXCEPUNHOW TOYHOCTW nokasar, Y4To yAanoch
nHTepnpeTmposaTb 456/480 (95,00%) pesynbTaToB B UCCedyeMblx TouKax. 24 pesynerata
He y[anocb WHTEPNpeTvpoBaTh WK3-3a MNOTEpU WHBA3MBHOW Onyxonu (cneuuduyHo
ansa 5 cnyyaes). MIaMeHeHns B okpaLLMBaHnm NpousoLuno B 42 nccnegyembix Toukax (9,21%)
13 456 Bo3amoxHbIx. B 30 crniyyasx Habnioganuce nameHeHus ot 3+ go 2+ (n = 10) mot 1+ go
0 (n = 20) 1 NO3TOMY B OLEHKE 2X2 OHW He MPEeACTaBNAnM CO60M N3MEHEHNS C KITMHUYECKN
MOMNOXMTENBHOMO A0 KINMHUYECKN OTpuuaTensHoro n Haobopot. OctaBlvecs 12 cnyyaes
(2,63%) npeactaBnanu cobor M3MEHeHWA C KnuHudeckn oTpuuatensHoro (0 wmm 1+)
[0 KNUHUYECKK nomnoxuTenbsHoro (2+ unu 3+). MNMpoxoaHoe 3HayveHune = 97,37% (ON 95% =
95,90-98,77%).

C. BocnpoussogmMmMocTb OT NapTum K napTuun

[Ins onpefeneHns BOCMPOM3BOAMMOCTM OT NapTum K naptum 6bino nsrotoBneHo 3 naptum
Bond Oracle HER2 IHC System B pamkax 3 oTAenbHbIX CIy4aeB 1 OLEHEHO Ha 24 cekumsax
rpygHon onyxonmu (24 ), B3ATbIX M3 YeTbIpex pasnuyHbliX BrokoB TKaHW, OUKCUPOBAHHOM
opManuMHOM 1 NPoMUTaHHbIX NapadunHOM (C MHTEHCMBHOCTAMM okpawwmBaHus HER2 0, 1+,
2+ 1 3+) U KOHTpOMbHbIX NpeaMeTHbIX cTekon HER2 (12 KOHTpOnbHbIX TO4eK AaHHbIX). Bbino
BbIMOMHEHO TPU HE3aBWCMMBIX CEPUM B OOHOWM rabopaTtopum B pamKax Tpex OTAeNbHbIX
criyyaeB, B Kax4oM M3 KOTOPbIX MCMomnb3oBanacb OTAeNbHasi NPOM3BOACTBEHHAsA MapTusi
Bond Oracle HER2 IHC System. Bce npeameTtHble ctekna 6binu okpaiweHsl B Bond
Oracle HER2 IHC System ¢ nomoLlbto MOMHOCTHIO aBTOMAaTU3MPOBAHHOM, YMyYLLEHHON
cuctembl okpalwmnsaHms BOND. OkpalleHHble npeaMeTHble cTekna Gbinv 3aMackvpoBaHbl
N OLEHEeHbl B Cry4yalHOM MopsiAke OOHMM OMbITHbIM HabniopateneMm AnA onpeaeneHvs
BOCMPOV3BOAVMMOCTM OT NapTuUM K NapTuun.

AHann3 npeaMeTHbIX CTeKon (UCCrnedoBaHWsA UM KOHTPOMb) U3 MEXCEPWUINHOW NpOBEpKu
TOYHOCTM MOKasasn, YTo yAanocb MHTepnpetTupoBaTb 36/36 pesynbratoB B McCregyembix
Toukax. B 36 uccnegyembix TOYKax He MPOM3OLLIO HMKAKOrO M3MEHEHWS OKpaluMBaHUs
Mexay Tpems pasHbiMM NpPOM3BOACTBEHHbIMM naptusmu Bond Oracle HER2 [HC
System. OkpawuBaHue ¢ nomolybto Bond Oracle HER2 IHC System oguHakoBo y Bcex
NPOV3BOACTBEHHBIX MNapPTUNA.

D. MexxnaGopaTtopHas BOCNpOM3BOAUMOCTb

MexnabopatopHas Bocrnipoussogumoctb Bond Oracle HER2 IHC System oueHuBanach B
3 mecTax — B Leica Biosystems Newcastle Ltd (Site A) n gByx He3aBMUCMMbIX nabopaTopusix
(B n C) B o6Luen cnoxHocTv Ha 192 cekumsix, B3siTbix M3 TMA n coctosawmnx n3 20 nHBa3mBHbIX
OnNyXonen rpyam n 24 KOHTPOIbHbIX NpeaMeTHbIX cTekon HER2. M3 192 okpalleHHbIX cekunii
TMA 96 6binn okpalueHbl ¢ nomolubo HER2 Primary Antibody n 96 — peaktnsom HER2
Negative Control. Bce npegmeTHble cTekna 6binn okpaweHbl B Bond Oracle HER2 |HC
System ¢ NOMOLLbI0 MOMHOCTHI0 aBTOMAaTU3MPOBAHHOMN, YITyYLLIEHHOW CUCTEMbI OKpaLLMBaHWSA
BOND. T[lpegmeTHble cTekna oueHuMBanvcb B 8 He3aBUCUMbIX CEepUsX, BbIMOSHEHHbIX B
KaXXaoM 13 Tpex MecT uccrnegoBaHus ¢ ncnonbzosaHnem Bond Oracle HER2 IHC System n3
ofHOM 1 ToM xe napTun. OKpalLeHHble NpeaMeTHbIe CTekrna Obiny obecLBeYeHbl U OLEHEHbI
B CIy4aliHOM nopsiAke oAHWMM OnbITHEIM Habrogatenem B Leica Biosystems, Newcastle Ltd
Ons onpefeneHvs MexnabopaTopHoi BOCMPOM3BOANMOCTM.

Ctp. 24 13 30
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AHanua npegMeTHbIX CTEKON M3 NMPOBEPKU MexnabopaTopHOW BOCMPOM3BOAMMOCTM Mokasar,
YTO yAanock nHTepnpeTuposaTb 1477/1920 (76,93%) peaynsraToB B MCCreAyeMblX Toukax. 443
pe3yrnbTaToB B UCCIeAyeMblX TOUKaXx He yAaroch MHTEPNPETUPOBATH MO CREAYOLLUM NPUYUHAM:
a) HeapekBaTHble XxapakTepUCTUKM KOHTPOMbHOrO npeametHoro crtekna HER2 B 2/24
cny4aes, B pesynbrate 2 cepuin / 160 pe3ynstaToB B MCcCnegyeMblx ToUkax Obinv yaaneHsl.
3710 npowusowno oavH pa3 B nabopatopum A 1 oauH pa3 B nabopartopun B (B kaxagon
nabopartopuu 6bino yaaneHo no 80 pe3ynsTaToB B MCCrEAyeMbIX TOYKaXx).

b) OTknoHeHwne oT nnaHa nccnenoBaHuii B nabopatopun C, B KOTOPOM NOCIE OKpaLUBaHWs
Bond Oracle HER2 IHC System 6bino Bpy4Hyt0 KOHTPOKpPaLLEHO reMaTOKCUIIMHOM B obLuen
CMOXHOCTM 24 NpegMETHOro cTekna. JTo NPUBENO K U3BbITOYHOMY KOHTPOKpaLUMBAHUIO U
KOHTPOnbHbIX NpeameTHbiXx ctekon HER2, n uccnegyembix Touek TMA, BcreacTBue yero
6bino yganeHo 240 ncenegyembix TOYEK.

c) [loTeps MHBa3MBHOW OMyXomnu C NocreayLMM yaanenem 23 nccrnegyemblix Todek. 1o
npowusowwrno B 23 cnyyasx B nabopatopuu A 1 cTano npsiMbIM CreACTBUMEM NOTEPU TKaHW B
6noke TMA npwu npousBoacTBe 192 nocnegoaTenbHbix cekunii TMA, HeobGXxoauMmbIX Onst
NpPOBEAEHUS 3TOTO UCCNENOBaHUS.

d) He nopgpatouieecs MHTepnpeTauum okpallnBaHue 13-3a HernpaBWUibHOMO NPOMbIBaHUS B
NOMHOCTbI0 aBTOMAaTU3MPOBAHHOW ynyudLleHHON cucteme okpawmsaHua BOND Bcneacteue
yero 6bino yaaneHo 20 nccnegyembix ToYek.

OueHka MHTeprnpeTVpyeMbIX MPeaMeTHbIX CTEKON B OLEHKE MeXnabopaToOpHOM TOYHOCTU
nokasana, 4YTo M3MeEHeHWe oKpaluMBaHuWs npousowno B 79 cnyyasax (5,28%) w3 1477
BO3MOXHbIX. N3 Hux B 14/1477 (0,95%) cnyyasx Habnioganucb uameHerus ot 0 go 1+
unu ot 2+ 0o 3+ 1 B oLeHKe 2X2 Kak TakoBble OHW He NpeacTaBnsinu cobon U3MeHeHus
C KIMHMYECKM MOMOXMTENbHOMO 0 KIMHUYECKM OTpuLaTenibHoro U HaobopoT. [MpoxoaHoe
3HaveHne = 99,05% (OWN 95% = 98,42-99,46%). N3 14 okpawwmsaHuit 5/1477 (0,34%)
cnyyaeB mmenu mecTto B Leica Biosystems, Newcastle, Ltd (nmabopatopusa A), 8/1477
(0,54%) — B nabopatopuu B n 1/1477 (0,07%) — B nabopatopum C.

OcrTaBlvecs 65/1477 (4,40%) okpalimBaHWi Mokasanu U3MeHEeHUe WHTEHCUMBHOCTU C 2+
no 1+ unm ¢ 2+ go 0 1 No3aToMy B OLleHKEe AaHHbIX 2X2 NpeacTaBnsitoT cobort n3ameHeHne
C KIMHUYECKM MOMOXMTENbHOMO A0 KIMHUYECKM oTpuuaTenbHoro u HaobopoT. MpoxonHoe
3HaveHne = 95,6% (ON 95% = 94,42-96,54%). N3 65 KNMHWYECKM 3HAYUTEMbHbLIX
nameHenun 11/65 (16,9%) nmenu mecto B Leica Biosystems, Newcastle, Ltd (nabopatopus
A), 24/65 (36,9%) — B nabopatopuu B n 30/65 (46,1%) — B nabopatopun C. N3 knuHmn4eckn
3HAYUTENbHbIX M3MEHEHUA HU B OQHOM Crly4yae He Mpou3oLWo M3MeHeHus ¢ 3+ Oo
oTpuuartensHoro (0 unu 1+) unu HaobopoT.

E. MexHabnropgaTtenbHasi BOCNpOU3BOAMMOCTb

40 cny4ariHblm 06pa3om BblbpaHHbIX CrlyYaeB MHBA3VBHOW KapLMHOMbI FPYAU C OAMHAKOBbLIM
pacnpefeneHveM Kaxgoro MMMyHoructoxumuyeckoro copta HER2  (pe3eKuMOHHbIX
06pasLoB) 6bInNK NocnefoBaTeENbHO CEKLMOHMPOBAHLI U NpeaocTasrneHsl B Leica Biosystems,
Newcastle Ltd (nabopatoputo A), nabopatoputo B n nabopatoputo C ansi okpalumBaHus
N uHTepnpetauun. [epen KONMMYECTBEHHOW OLIEHKOW B Kawaow nabopaTtopuv cekumu
6binn obecuBeyeHbl U pasynopsigodeHbl. MexHabniogatenbHas COMOCTaBUMOCTb MEXAY
ABYMsi He3aBucuMbIMy nabopatopusamm B n C coctasuna 87,5% (AW 95% = 73,3-95,8%).
ConoctaBumocTb mexay nabopartopusimm B n C n Leica Biosystems Newcastle, Ltd coctaBuna
cooTBeTcTBEHHO 92,5% (AN 95% = 79,6-98,4%) n 85% (AN 95% = 70,1-94,29%). AHanus
COBOKYTMHOW COMOCTaBUMOCTU Mexay TpeMsi Habntogatensamu (A, B, C) Bbigan 82,50%.

F. MexxuHcTpyMeHTanbHasa TouHocTb (BOND-MAX n BOND-III)
MexunHCcTpymeHTanbHas npoBepka TO4HOCTM ¢ nomollbio Bond Oracle HER2 |IHC System
6bina BbINONHEHa B OAHOM He3aBUCUMOW eBponerickoi nabopatopuun. Wccnegyembie
obpasubl Obinn nonyyeHbl 13 MUKCUPOBaHHbLIX POPMANMHOM M NPOMUTAHHbLIX NapaduHom
LenbiX CekuuMn u3 cTo TpuauaTtb BoceMb (138) crnyyaeB MHBa3VWBHOM KapLMHOMbI rPyAu
(MronbyaTble M pesekuMOHHble 0b6pasubl). MexXuHCTpyMeHTanbHas npoBepka TOYHOCTU
BbIMOMHANAck BHYTpU nabopartopuu, C OKpallvMBaHWEM MOCreAoBaTeNbHbIX CEeKUUA Ha
nnatgopmax BOND-MAX n BOND-III. Tpu cnyyas 6binv npusHaHbl HENPUrogHbIMK U3-3a
yAaneHus obpasua / onyxonu u3 nccnefoBaHus.
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B kaxaom MHCTpymeHTe ncnonb3oBanuncb MAEHTUYHbIe HoMepa naptuii Bond Oracle HER2
IHC System n BcnomoratenbHbix peaktneoB BOND Instrument. Cpesbl okpalumBanu 3agH1M
yucnom. lNpeameTHble CTekna WHTepnpeTypoBanucb B Nabopatopuv OAHWUM OMbITHLIM
Habnogatenem Ansa onpefaeneHns MeXXUHCTPYMEHTanbHON TOYHOCTU.

AHanu3 npeaMeTHbIX CTEKONM B paMKax OnpefeneHns MeXUMHCTPYMEeHTallbHON TOYHOCTU
rnokasan KOHKOPAAHTHOCTb 2X2 MeXay MOonoXuTenbHbiIM (2+, 3+) n oTpuuaTtenbHbIM
(0, 1+) n3 94,2% (130/138) c posepuTenbHbiIM WHTepBanom 95% wus 88,9 — 97,5% u
3x3 KOHKOPAAHTHOCTb 3x3 Mexay mnonoxuTtenbHeiM (3+), HeonpedeneHHbiM (2+) un
otpuuatensHeim (0, 1+) n3 87,0% (120/138) ¢ AN 95% w13 80,2 — 92,1%.

BOND-MAX
OTpuuaTenbHblii MonoxutenbHbiit Bcero
(0/1+) (2/3+)
OTpulaTenbHblii
(0/14) 80 1 81
BOND-III NonoxutenbHbIi
2/3+4) 7 50 57
Bcero 87 51 138

Obwwas koHkopaaHTHocTb (AN 95%) = 94,2% (88,9 — 97,5%)

Tabnuya 14. KoHkopdaHmHocms 2x2 okpawueaHusi Bond Oracle HER2 IHC System no cpasHeHUr ¢ okpawusaHuem Ha
nnamgpopmax BOND-MAX u BOND-III.

BOND-MAX

OTpuuaTenbHblil HeonpepenenHbiit MonoxurenbHbii Bcero

(0/1+) (2+) (3+)
OTpulaTenbHblii
(0/14) 80 1 0 81
HeonpepenenHbiit 6 5 1 12

BOND-Il | (2+)

MonoxutenbHbii 1 9 35 45
(B3+)
Bcero 87 15 36 138

O6was koHkopaaHTHocTb (AW 95%) = 87,0% (80,2 — 92,1%)

Tabnuya 15. KoHkopdaHmHocme 3x3 okpawusaHusi Bond Oracle HER2 IHC System no cpagHeHUIo ¢ okpalwugaHuem Ha
nnamegopmax BOND-MAX u BOND-III.

Pestomupys, MOXHO ckasaTb, YTO MOMYyYeHHbIe B 9TOM UCCMNEAOBaHNUN AaHHbIE NOKa3biBaOT
BbICOKWUI YPOBEHb KOHKOPAAHTHOCTU Mexay cuctemamu Leica Biosystems BOND-MAX u
BOND-III npu oueHke ¢ nomowpto Bond Oracle HER2 IHC System.
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Mouck n ycTpaHeHue HencrnpaBHOCTEN

Mpobnema

BeposTHas npuumnHa

Cnoco6 ycrpaHenus

Het NMMYHOTUCT OXUMUNYECKOTo
OKpalluBaHua

(epvs npepBaHa o ee 3aBepLUEHNA

Cnomoyplo M0 BOND npoBepbTe Hanuume ownbok Bo
BpeMA epun OKPaLUIMBAHWA 1 [iefiCTBYiiTe B COOTBETCTBIM C
nHcTpyKumamn 8 110 BOND.

HenpaBunbHbiii BbIGOp NpoTokona

B none «Mpotokon okpawunBaxua» (Staining Protocol) B okHe
«[lo6asutb npegmeTHoe cTekno» (Add slide) B kauecTse
3HayeHuA No yMonyaHmio HyxHo Bbibpatb *IHC Protocol H.

HexoppekTHas aenapadunu3auus
MpPeAMETHBIX CTeKof

B none «Mogrotoska» (Preparation) B okHe «[lo6aButb
npegmetHoe ctekno» (Add slide) HyxHo BbIGpaTb pexum
*Dewax.

[Tlo3upytotca He Te coinyune
peaKTUBbI

Mpocnegute, utobbl AN BCex cbinyumx peakTneos BOND
MMENNCb COOTBETCTBYHLLE eMKOCTH, MOCTABNEHHbIE B
HYXHble MON0XKEHIA HA UHCTPYMeHTe.

3arpasHenve BOND Wash Solution
a3UA0M HaTpua

Wcnonb3yiite ceexuit BOND Wash Solution ,
NpUroTOBNEHHbIII 0 COOTBETCTBYHOLLeIT paboyeil KpenocTu.

Cna6oe cneumduyeckoe
UMMYHOTUCTOXMMUYeCKOe
oKpaLMBaHue

HeKOppEKTHOE n3pneyeHne
anutona

CootgetctBytowuvie peakTuabl BOND Epitope Retrieval gomxHbl
ObITb COOTHECEHbI C HY>KHbIMI1 @MKOCTAMM, @ POrpaMMHoe
obecneuetvie BOND 10/KHO GbITb 110 yMONYAHUIO HACTPOEHO
Ha HyXHbIii npoToKon u3sneyetue snutona — *HIER 25 min
with *ER1(97).

HenpasunbHaa ukcaumsa win
obpaboTka nccneayemoro obpasua

[JlonxeH ncnonb3oBaTbCA GUKCaX Ha OCHOBE GopManiHa,
a rpadukn 06paboTKin AOMKHDBI ObITb NPUTOAHBI AN
uccneyemoro 06pasta.

Bond Oracle HER2 IHC System
UCMONb3YeTCA N0 UCTeYeHMM CPoka
TOAAHOCTY

Y6epuTecs, uto cpok rofHoCTY ncnonb3yemoro Bond Oracle
HER2 [HC System eLuie He nctek.

YUpe3mepHoe cneunduueckoe
NMMYHOTVICTOXVMIYECKoe
OKpalLnBaHue

HekoppekTHoe 13BneueHne
anutona

CootgetcTytoLme peakTusbl BOND Epitope Retrieval
JAOMKHbI 6bITb COOTHECEHbI C HYXKHbIMI eMKOCTAMM, @
nporpammHoe obecnieyerine BOND gomxHo 6biTb no
YMONYAHMI0 HACTPOEHO Ha HYKHDIV NPOTOKON U3BNIEYeHUe
snutona — *HIER 25 min with *ER1 (97).

/13meHeHue B GuKcupoBaHum

[JlomxeH 1cnonb30BaTbca GUKCax Ha OCHOBE GopManuHa,
arpadukm 06paboTKu AOMKHbI 6bITb NPUTOAHBI ANA
nccnegyemoro 06pasLia. 1o BO3MOXHOCTI NOBTOPHO
ucenepyiiTe ciyvaii ¢ nomoLLbio Apyroro 6noka. Ecan ato
HEBO3MOXHO, OLieHITe 0611acT, NOKa3bIBakOLLME HaumyyLLme
PUCYHKM QUKCALIMM B YBA3KE C COOTBETCTBYHLLIEH OKpALLIEHHO
cekumeit H&E.
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Mpo6nema

BepoATHas npuunHa

(noco6 ycTpanenns

Hecneunduueckoe poHosoe
OKpalLuBaHue

[lo3upyloTca He Te cbinyume
peakTBbl

MpocnepuTe, utobbl ANA BCex cbinyunx peaktusos BOND
UMENCb COOTBETCTBYHOLLIYE EMKOCTH, NOCTABEHHbIE B
HyXHble NONOXEHNA Ha MHCTPYMEHTe.

HekoppeKTHas fenapadunusauya

B none «Preparation» (MogroToBka) B okHe «Add slide»

NPEAMETHbIX CTEKON (No6aBUTL NpeaMETHOE CTEKNI0) HY>KHO BbIOPATH PEXUM
*Dewax.
Hecneumnduueckas (m. onucanme BOND Oracle HER2 BOND IHC System,

VIMMYHOTCTOXUMIYECKAA
MepeKpecTHas peakLus B TKaHu

HOPManbHaA NepeKPecTHas PeakTUBHOCTb TKaHI (CM.
Tabnuua 13).

Hecneunduueckas
UMMYHOTUCTOXUMUYeCKan
nepekpecTHas peakLua ¢
06nacTAMY Hekpo3a TKaHu

[JlomxeH 1cnonb30BaTbCA GUKCAX HA OCHOBE GopManiHa,

a rpaduku 06paboTKI LOMKHBI ObITb NPUTOAHBI ANA
uccnegyemoro 06pasLia. 1o BO3MOXHOCTI NOBTOPHO
ccnegyiiTe cyyail CNoMoLLbIo Apyroro 6noka. Ecm

3T0 HEBO3MO3HO, OLieHITe 06M1acTH, NoKa3blBatoLLme
HaunyyLume pUCYHKI GuKcaLyu, B yBA3Ke C COOTBETCTBYIOLLEN
OKpaLueHHoit cekuyeil HE.

(ywka apredakta nocne
3aBepLUEHMA CepUN OKPALLNBAHUA

Ecnv npegmeTHble cTeKna HyXHO 0CTaBUTb Ha HOUHYHO
Cepyto OKPALLNBAHWA, PEKOMEHAYETCA NCNONb30BaTh
DYHKLMIO 0TNOXeHHOr0 3anycKa. MpocneauTe, 4Tobbl B
TeyeHve 3Toro BpeMeHU Obin B HaMYNN OCTATOYHDIN
06bem AMCTUNNMPOBAHHOI MAN AeMOHU3NPOBAHHOI BObI
ZANA [103POBAHNA Ha NPeAMETHOe CTeKNo, 4Tobbl Te He
BbICOX/IN.

Cexumm NPUKNenBarTca K
NpeaMeTHOro cTeknam us-3a
KpaXManbHbIX 1106aB0K

lcnonb3yiite 6eckpaxmanbHble npeAmeTHble cTekna (Leica
BOND Plus Slides — kop npogykTa S21.2113 unu e Apex BOND
Slides koz npogykTa 3800040)

0T NpeAMETHbIX CTeKON NaLmeHTa /
KOHTPOMbHBIX NPEAMETHBIX CTEKON
0TPbIBAETCA TKaHb

lcnonb3yerca He ToT TUN
NPeAMETHbIX CTEKON U NAOX0it
JApeHax ceKLmm

lcnonb3yiite npeameTHble CTeKNa HyKHOO TUNa ANA
CeKLMIA naLyeHTa / KOHTPONbHBIX cekuyuit (Leica BOND

Plus Slides — ko npogykTa $21.2113 unu e Apex BOND
Slides koz npogykTa 3800040). Heobxoaumo obecneunts
JLOCTaTOuHblif peHaX npesiMEeTHbIX CTEKON 1 MHKY61poBaTb
1X B TeyeHue 12—18 yacos npu 37 °C (0CTaBUTb Ha HOU).
CeKwm, TpebytoLLye SOMONHUTENLHOTO NPUNNNAHNA MOXHO
MHKy61poBaTb Np 60 °C B TeueHMe eLLie OAHOTO yaca.

Tabnuya 16. Bond Oracle HER2 IHC System Pykoeodcmeo o ycmpaHeHuto HeucrnpasHocmetl.

Mpy BO3HWMKHOBEHUM NIOGLIX Npobnem c Bbixogom Bond Oracle HER2 IHC System 3a pamku
PYKOBOACTBA MO YCTPaAHEHUIO HeucnpasHocTel (CM. Tabnuuy 16) obpalyaniTecs 3a MOMOLLbIO B
pervoHanbHbI oTaen TexobenyxumBaHus Leica Biosystems nnu k auctpubbrotopy.
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U3meHeHUs n gononHeHus K npeabliaylwiemMy nsaaHuio
[MpepocTaBnsieMble KOMMNOHEHTbI, 3Ha4YeHe CUMBOSIOB.

OaTta nsgaHusa
16 Uionb 2020

3HayeHue CMMBONOB

or Koa naptum %I( XpaHenue Ne karasnora

o MeauumHckuit ‘ W3rotoButens ! Xpynkoe nsgenve
npubop ana
[IVarHoCTUKM in vitro
[j’i] elFU - cm. HCTpyKumm W CopepXuT fOCTaTOYHO g Wcnonb3oBathb 10
110 UCMONb30BaHNI na <n> UCccnefoBaHNil [TTT-MM-A4

SN CepuiiHblii Homep B( TonbKo peuent
Only

HercepTest™ — ToproBasi Mmapka nuueH3ui komnaHum DakoCytomation, Denmark A/S Herceptin®
— ToproBasi Mapka Genentech, Inc. un F. Hoffmann-La Roche Ltd.
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