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EAAnvikd I

Mpoopifopevn xpnon
Na in vitro S10yvwoTIKA XpARon

To Bond Oracle HER2 IHC System ¢ivai évag nuI-TmogoTIKag, avoaoioToxnuikog IBC) Tpoadiopiopég yia Tov
kaBopiopd TG KatdoTtaong oykotmpwreivng HER2 (Human Epidermal Growth Factor Receptor 2) o€ 1016
Kapkivou Tou JaaToU TTou €xel uToBANBEi o€ emetepyaaia yia IoTohoyikA agloAdynon. To Bond Oracle HER2
IHC System Tpoopiletan yia xprion wg Boriénua aTnv agioAdynon acBevwy, yia Toug oTroioug eEeTaleTal TO
evdexdpevo Beparreiag pe Herceptin® (trastuzumab) (BA. @UAO 08nyiwv xpriong Herceptin® ).

Znueiwon: Ohor o1 aoBeveig oTig KAIVIKEG BOKIPEG Tou Herceptin® emAéxBnkav Bdon evog epeuvnTikoU
avoookuTtapoxnpikoU Mpoadiopiopol kAvikAg dokipAg (CTA). Kavévag ammd atoug aoBeveig ag auTég Tig
OokIuég Oev emAEXONKe pe xprion Tou Bond Oracle HER2 IHC System. To Bond Oracle HER2 IHC System
€xel ouykpiBei pe 1o Dako HercepTest™ og avegaptntn opdda delypdTwy Kal @AVNKE va TTApAyEl ATTOSEKTA
QTIOTEAEOUOTO CUPQWVIOG, OTTWG QaiveTal oTn ZUvown KAIVIKAG CUP@QWViag. H TTpaydaTiky GUaxETIon Tou
Bond Oracle HER2 IHC System pe Tnv kAivik} ékBacon bev £xel katadelxBei.

ZOvown Kal Epunveia

Boaoikég apyég

To Bond Oracle HER2 IHC System mepiéxel Tov kAwvo CB11 Tou povokAwvikou avti-HER2 avtiowparog
mrovTikoU. O kAwvog CB11, Tou avarTixBnke apxikd amod Toug Corbett et al (1) kai KataokeudaoTnke amméd
v Novocastra Laboratories Ltd (TTAéov Leica Biosystems Newcastle Ltd), oTpé@eTal katd TG ECWTEPIKAG
TepIoXAG TNG oykotpwreivng HER2.

>¢ éva TTOO0OOTO AGBEVWV [E KAPKiVO Tou JaaTou, n oykotrpwreivn HER2 utrepek@pddeTal wg PéPog g
diadikaaiag TnG kakonBoug eEaAayrg Tou Gykou kai TG eGENIEAG Tou (2). H uTrepékppach TG oyKoTTpwrEivng
HER2 o€ kUTTOpQ KapKivou Tou pacToU kabiota Tnv HER2 évav mBavo otéxo piag Bacifdpevng o€ avTIoWHATA
Bepareiag. To Herceptin® eival éva avBpwTToTroInuéVo HOVOKAWVIKG avTiowpa (3) TTou TTPoadEvETal e UWNAR
ouyyévela atnv oykotpwreivn HER2 kar €xel gavei Twg avaaTéMel Tov TTOAAGTTAGCIOOUG avOpWTTIVWY
VEOTTAQOTIKWY KUTTAPWV TTou UTtepekppadouv v oykotrpwreivn HER2 1600 in vitro 600 kai in vivo (4-6).
AT TNV TPWTN TEXVIKY avooolUtepoteiddong, Tou Snuooieltnke amd Toug Nakane kai Pierce (7),
€xouv onuelwdei TToAUGPIBUES e€eAiteig oTo TTEdio TG avOoOoIoTOXNUEIDG, JE aTTOTEAETUA TNV augnon TG
euaiobnoiog. Mia Tpdo@aTtn egéNIgn eival kKai n xprion TOAUPEPIKAG ofuavong. Auth n Texvohoyia €xel
€QAPUOOTEI TOOO OE TIPWTOYEVH AVTIOWHOTA 600 KAl G avOCOoIioToXNMIKG cuaTApaTa avixveuong (8). To
oUoTnua avixveuang Compact Polymer™ trou pnoipotoigital amé 10 Bond Oracle HER2 IHC System,
aToTeAel PEPOG piag YKAUAG KavOTOUWY TEXVOAOYIWV EAEYXOUEVOU TTOAUPEPIOHOU TTOU £XOUV OXESIODTEL
€I0IKA VIO TNV TTPOETOINATTA TIOAUHEPIKWY CUUTTAGKWY avTIoWHATWY 60vdeong atnv HRP. Xdpn o€ autv Tnv
TEXVOAOYia TTOAUPEPWV TTOU XPNOIUOTIOIEITaI OTN YKAa TTpoidvTwy Oracle dev eugaviCetal To TPARANUa TG
un €10IKAG Xpwaong £vdoyevoug BIoTivng TTou cupBaivel 0T CUGTARATA avixveuong oTpetTafidivng/Biotivng.

‘Exgppaon tng HER2

H oykotrpwreivn HER2 ek@paletal o TiTedA TTOU UTTOPEI VO QVIXVEUTEI N AVOCO0IGTOXNKEID OTO TTOGOOTO
€wg Kal 20% Twv adEVOKAPKIVWUATWY dlagdpwy TTpwToTrabwy 0TV, 10% £wg 20% Twv SINBNTIKWV
TTOPOYEVWV KAPKIVWHATWY Tou paaTou gival Betika atnv oykotrpwreiv HER2 (9). 90% Twv TTepImToewy
TopoyevoUg KapkiviwpaTog in situ (DCIS) Tou payeowpikou TUTTou givan BeTikd (10), 6TTWG Kal GXEBOV OAEG Ol
TIEPITITWOEIG TNG VOoou Paget Tou pacTou (11).

Zovown KAIVIKAG CUHQwViog

To Bond Oracle HER2 IHC System oxedidotnke wg pia evaAAakTikiy AUan atov epeuvnTik6 Mpoadiopioyd
KAIvIKAG dokipng (CTA) Trou xpnoipotroieital oTig KAIVIKEG peAETEG yia To Herceptin®. H amédoon Tou Bond
Oracle HER2 IHC System yia Tov kaBopiopd TG utrepékppaong g oykotpwreivng HER2 alohoyriBnke
o€ Jio avegaptnTn peAETN, oTnv oTToia cuykpiBnkav Ta amoteAéopata Tou Bond Oracle HER2 IHC System
Je autd Tou Dako HercepTest o€ 431 deiypara kapkivou Tou paatou ammo Tig H.IM.A. Kavéva amé autd Ta
deiypata 6ykou dev A@OnKe até aaBevr| TTou CUMMETEIXE/OUPPETEXEN O€ KAIVIKEG DOKIUEG Tou Herceptin®. Ta
amoteAéopaTa uTrodEIKvUoUV oup@uwvia 92,34% oe avdAuon 2x2 (diaoTApara aglomioTiag 95% amd 89,42%
€wg 94,67%) kai 86,54% o€ avaiuon 3x3 (Siaotipata aglotmoTiag 95% amd 82,95% Ewg 89,62%) petagu
TWV OTTOTEAEOPATWY Twv dUO TTPOCSIOPICHWIV.
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Apxn Tng Siadikaaoiog

To Bond Oracle HER2 IHC System mepiéxel ouaTamikG Tou ammairoUvial yia Tnv oAokAfpwon piag
QVOOOIOTOXNUIKAG 1adIKATIAG XPWonG yia I0TOUG JOVILOTIOINUEVOUG G POPUAADEUDN Kal OKNVwUEéVOUg
o¢ Tapagivn. MeTd Tnv emwacn pe 1o £To1go yia Xprion HER2 Primary Antibody (kAwvog CB11), autd 10
oloTtnua €papuo6lel £ToIun yia xpAon TexvoAoyia ouptrayolg TToAUPEPOUG. H evUpATIKF) JETATPOTIT| TOU €K
TWV UOTEPWV TTPOOTEBEINEVOU XPWHOYOVOU 08nyel 0 aXNUATIONO eu@avolg TTPOIGVTOg avtidopacng oTn
0¢on Tou avtiyévou. O1 TopEG IGTOU PTTOPOUV KATOTTIV Vo avTixpwBouv, va agudatwdouv, va SlauyasTouv
Kal va TTpoakoAnBouv. Ta ammoteAéopata agioAoyolvTal PE MIKPOOKOTTIO GwTOG. Mo TV eMKUpWON Twv
EKTEAECEWV XPWONG TIaPEXOVTAI QVTIKEINEVOPOPOI TTAGKEG HAPTUPA HE TEGOEPIG AVOPWITIVEG KUTTOPIKEG
o€IpéG KAPKivou TOU PaaToU, HOVIUOTIOINUEVEG O€ POPUAADEUDN Kal oKnvwpéveg ae Trapagivn. O1 TEoEPIG
KUTTAPIKEG OEIPEG ETMDEIKVUOUV EKPpacn TnG oykotpwreivng HER2 oTig evidoeig 0, 1+, 2+ kai 3+. H évtaon
XPWONG QUTWY TWV KUTTOPIKWY TEIPWV OXETICETAI TOOO WE TO POPTIO UTTOdOXEX TNG oyKoTTpWTEivNG HER2 avd
KUTTaPO 600 Kal PE TNV KATAaTaon evioxuong Tou yovidiou Tng HER2.

To Bond Oracle HER2 IHC System (kwdikég mpoiévtog TA9145) mpoopileTal yia XpAon oTo TARPWG
auTodaToTroINWEVO, TTPoNyKéVo aUaTnua Xpwaong Leica Biosystems’ BOND.

Mapexopeva ouoTaTikd

Ta uhika TTOU ava@épovTal TTapaKaTw (Trivakag 1) emapkoUv yia T Xpwaon 150 avTIKEINEVOPOPWY TTAAKWY
(60 avTikelpevo@dpol TIAGKEG e¢éTaong emwaopéveg pe HER2 Primary Antibody, 60 avrioToixeg
avTIKEIEVOPOpol TTAGKeG e¢éTaong emwaopéveg pe HER2 Negative Control, 15 HER2 Control Slides
emwaopéveg ue HER2 Primary Antibody kai 15 10T0i-B€TIK0i pdipTUpEG TOU £pyacTnpiou emwacpévol ye HER2
Primary Antibody). O apiBuég Twv e§eTdocwy Baaifetal aTn xprion autopatotroinuévng diavourg 150 pl avd
QVTIKEINEVOPOPO TTAGKA. TO KIT TTApEXEI UMK TTOU ETTAPKOUV YIa JEYIOTO apIBUS 15 EEXWPIOTWY EKTEAETEWV
xpwong oto BOND.

Topég avBpWTIVWV KUTTAPIKWY CEIPWVY KAPKIVOU TOU pHaoTou,

HER2 Control Slides, HOVIOTIOINMEVWV PE POPUOAASEDSN KAl OKNVWHUEVWY O TTApaPivn TTou
(x15) eppavifouv ékppaon TnG oykompwteivng HER2 o€ evidoelg xpwong

0, T4, 2+ Kau 3+ O€ EPIMTWON XPWONG KE TAPNON TOU TTAPEXOUEVOU
TIPWTOKOAOU. AUTEG Ot TOMEG ival AN PWG TIPOCKOANNUEVEG Kal Sev
anaitouv mepartépw BEpuavon.

HER2 Primary Antibody, Mepiéxel €TI0 yla Xprion, KekaBappévo ouyyévelag, kKhwvo CB11 tou
13,5mL HovokAwvIKoU IgG avtiowpatog movTikoL kat 0,35% ProClin™950.
HER2 Negative Control, Mepiéxel £Tolo yia xprion 1gG movTIKoU O€ I0OTIUN CUYKEVTPWON TTPOG
9ImL to HER2 Primary Antibody kat 0,35% ProClin™950.

Peroxide Block,
22,5 mL

Mepiéxet 3-4% unepo&eldaong udpoydvou.

Post Primary, 22,5 mL

IgG avTi-movTiKoU amé Kouvél (<10 pg/mL) og puBuiopévo pe Tris
alatouyo StdAupa ou mepiéxel 10% (v/v) {wikd opd kat 0,09%
ProClin™ 950.

Polymer, 22,5 mL

IgG avti-kouvehiov Poly-HRP amé katoika (<25 pg/mL) o€ puBuiopévo
ue Tris ahatouxo StaAupa mou meptéxel 10% (v/v) {wikd opod kat 0,09%
ProClin™ 950.

DAB Part 1 2,25 mL

Mepiéxel 66 mM 3,3"-teTpalSpoxAwpiknig StapvoPBev(idivng, o
S1dAupa otabepomoinTi.

DAB Part B (x2),
225mL

Mepiéxet £0.1% (v/v) umepoeldaong udpoydvou.

Hematoxylin, 22,5 mL

Mepiéxet <0.1% atpato&uAivn.

Mivaxag 1. Suatarikd rou Bond Oracle HER2 IHC System
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EAAnvikd I

Odnyieg xpriong

‘OAa Ta TrapexOpEVa QVTIOPACTAPIA £XOUV TTOPACKEUAOTEN EI0IKG YIa XProN HE QUTOV TOV TTPOCSIOPITHOG Kal Ol
apiBuoi mapTidag eivai £181koi yia kdBe Bond Oracle HER2 IHC System. lNa va gival éykupog 0 TTpoadiopiouog,
OeV ETMITPETTOVTAI TA UTTOKATAOTATA.

DUAagn kol oTaBEPOTNTA

Na @uAdooetal otoug 2-8 °C. Na unv katawuxetal. Na emoTpé@etal atoug 2-8 °C auéowg YeTd T Xpron.
OTroladATIOTE ATTOKAION ATTO AUTEG TIG CUVORKES Ba KaTaOTATEI AKUPO TOV TTPOGdIoPIoKO. BeBaiwBeite TTwg
Oev €xel TTapEABEI N nuepounvia Aqéng Tou Bond Oracle HER2 IHC System. Ta onpeia Tou utrodeikviouv
emuoAuvon kailn aotdBeia Tou Bond Oracle HER2 IHC System eivar Ta €¢fig: BoAdTnTa Twv SloAupdTwy,
dnuioupyia ooung Kal Trapouacia I uaTog. Tuxdv dIapopeTIKEG GUVORKES PUAALNG aTTd auTEG TToU kaBopilovTal
TTapaATIavVW Ba TTPETTEN Va ETTIKUPWVOVTAI aTTé To XPRoTh.

MposeToipacia IcToTEHAXiOU

‘OAa T1a 1oToTEPAYIa Ba TTPETTEl va TTpoeToIpddovTal yia Tn dIaTAPNON Tou 10ToU KATA TNV avOoCOiaTOXNHIKY
XPWaon. O@a TPETTEl va XpnoIhoTToloUvTal TUTTIKEG PEBODOI ETTEEEPYATIOG I0TOU yia OAa Ta IgTOTEWGXIT (12).
YUVIOTGTal N TIPOETOINACTA TWV IOTWV GE POVILOTIOINTIKG e BAon TN @opuaAdeldn, n TuTTkr eTTesepyaciag
TOUG KaIl N OKAVWOTN Toug o€ Trapa@ivn. MNa mapddelyua, Ta 1oToTEPdYIA EKTOUNAG Ba TIPETTel va oxnuaTiouv
éva PTTAoK Tréxoug 3—4 mm kai va povipotrolouvTal yia 18-24 wpeg o€ oppaAdeldn 10%. o€ oudétepo
puBuiopévo didAupa @opuardelidng. O ioToi Ba TIPETTEl KATOTTIV Va aPUOATWVOVTal OE O€IPEG AAKOOANG Kal
va diauyadovtal o€ §UAEvio. Katdmmv TipEmer va eykAgiovTal o€ peucTh TTapagivn, o€ Beppokpacia TTou dev
uttepPaivel Toug 60 °C. To TaKog TOUAG TwV I0TOTEPaXiWY Ba TTPETTEl va KupaiveTal petagy 3-5 pm.
Tautdxpova Ba TPETTEl va TIPOETOINALOVTAI Of QVTIKEILEVOPAPOI TTAGKEG TTOU OTTaITOUVTaI Yia TV agloAdynon
NG oykompwreivng HER2 kai Tnv emBeaiwon tou dykou. MNa T diaTHPNON TNG AVTIYOVIKOTNTAG, Of TOUES
10T0U TTOU £X0UV TIPOOKOAANBET O€ avTIKEINEVOPOPOUG TIAGKES (Leica BOND Plus Slides — kwS1kd¢ mpoidvtog
$21.2113 1} Apex BOND Slides kwdikd¢ mpoidvtog 3800040) Ba mpétel va utroBdAovTal GE Xpwon o€
digotnua 4-6 efdopadwy améd TN Aqyn Topwy, edv diatnpouvTal og Beppokpacia dwyatiou (18-24 °C).
MeTé Tn Adqun Topwy, CUVIOTATAI N ETTWAOT) TWV AVTIKEINEVOQOPWY TTAAKWV yia 12—18 wpeg (katd Tn Sidpkeia
NG VvUxTaG) atoug 37 °C. O1 Topég Trou amaitolv TPAaBeTn TPOTKOAANCN PTTOpPOUV va ETTWACTOUV GTOUG
60 °C yia akoun Hia wpa.

g HIMA., n Mpdén yia T BeAtiwon Twv KAvIKWv epyaotnpiwv (Clinical Laboratory Improvement Act)
Tou 1988 amaitei 010 GpPBpo 42 CFR 493.1259(b) Twg "To epyacTipio TTPETTEN VO DIATNEEI XPWOMEVES
QVTIKEINEVOPOPOUG TTAGKEG yIo TOUAAYKIOTOV O€ka €Tn OTTO TV nUEPOUNVia TG €EETaONG Kal Vo QUAGCGEI
UTTAOK I0TOTEPaYiWV Yia TouAdyIaTov dU0 ETn aTrd TNV NUEPOUNvVia TG egéTaong”.

Mpoe&1doTroINoEIg Kal TIPO@UAGEEIG

Mévo yia erayyeAuarikn xpnon.

‘Eva ] TepIo0OTEPA CUOTATIKG TOU TIPOIOVTOG Eiva eTTIBAGP).

Qg yevIKOG Kavovag, Oev ETITPETIETAI N EPYATIA ATOPWY NAIKIOG KETW Twv 18 ETWV e QUTO TO TTPOIGV. XTOUG
XpnoTeg TpETel va 50000V TIPOCEKTIKEG 00nYieg OXETIKA pe TNV evOedelyuévn Sladikagia epyaciag, Tig
emBAapeig 1D16TNTEG TOU TTIPOIBVTOG Kal TIG avayKaieg odnyieg aoPaAeiag.

210 mMBavd oupTrTwpaTa uTrePBoAIKNG €kBeang aTo ProClin™ 950, To GuvTnpENTIKG TIOU XPNOIUOTIOIEITAI OTa
avTidpacTrpia Oracle, repidapBdvovTal peBIoPAG Tou SEPUOTOG Kal Twv 0POaAUWY, EPEBITUOS BAEVVOYOVWV
KOl TwV aVWTEPWY 0EPoPdpwY 00wv. H ouykévipwaon Tou ProClin™ 950 g€ autd 1o TTpoidv dev utrepPaivel
10 0,35%. Autd Ta diaAUpaTa dev TTAnpouv Ta kpirpia OSHA oxetikG pe empBAaBeig ouaieg. To Material
Safety Data Sheet (pUMo dedopévwy ag@daAeiag UAIKoU) ival diaBéaipo KatoTv arrjuaTog fi otn dielBuvon
www.LeicaBiosystems.com.

O XeIPIOYOG TWV IOTOTEPAYXIWY, TIPIV KAl JETE T OVIHOTTOINGT, Kal GAWV Twv UNKWY TTou ekTiBevTal o€ auTd,
Ba Tpéel va yiveTal oav autd va PTropoUv va PETadwaouy Aoipwén. Oa TTpETTEl va aTToppiTITOVTal HE TIG
evOEDEIYUEVEG TTPOPUABEEIG.

[MoTé un diavéPeTe avTIOPACTAPIA AVAPPOPUWVTAG HE TO OTOHA KaI OTTOQUYETE TV ETTAPK TwV AVTIOPACTNPIWY
KOl Twv 10ToTEPOYiWY WE TO dépPa Kal pe BAevvoyovoug. Edv ta avmidpaoTtipia ) Ta 1gToTepdyia EABouv o€
ETTAPN Pe euaiodnTeG TTEPIOXEG, EKTTAUVETE e GpBovo vepd. AvalnThoTe IaTpikr| BonBeia. AvaTpéETe aTig BVIKEG/
VOHOPXIAKEG 1] TOTTIKEG DIOTASEIG OXETIKA PE TNV aTTOPpIYn OTTOI0UBATIOTE SUVNTIKG TOGIKOU GUGTATIKOU.
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EAayioTotroifote Ty pikpoBiakr empoAuvon aviidpaaTnpiwy. AIaQopeTIKG PTTopei va evioyubei n pn e8Ik Xpwar.

Aadikaoia

A. ATrauToUpEVa QVTIOPOOTAPIN TTOU JEV TTAPEXOVTAI

BOND Dewax Solution (kwdikdg Tpoiéviog AR9222)

BOND Epitope Retrieval Solution 1 (kwdikég TTpoidvtog AR9961)

BOND Wash Solution x10 Concentrate (kwdikog Tpoidviog AR9590)

Tutmikoi S10AUTEG TNG avoooioToxnueiag (Tr.x. aiBavoAn, atréAuTn kai diafabuiopévn)
ZuAévio (A} uTrokatdaTaTa {uAeviou)

Méao Tmpook6AAnoNg

ATTEGTaYEVO ) ATTIOVIOHEVO VEPO

B. Atraitoupevog e€0TAIGHOG TTOU BV TTOPEXETAI

Leica Biosystems’ BOND-MAX ka1 BOND-III TTAfjpwg autopaTotroinuévo, ponypévo oUoTnua (-Ta)
Xpwong

BOND Universal Covertiles™ (kwdikog Trpoidvtog S21.2001, S21.4583 1) S21.4611)

BOND Mixing Stations (kwdik6g TpoidvTog S21.1971)

KAiBavog ghpavong, pe ikavotnta diatpnong 60 °C

MikpoakoTTIo @WTAG (UeyEBuvan avTiKepevikoU @akou 4—40x)

Avtikelpevopopol TTAdkeg (Leica BOND Plus Slides — kwdikog mpoidvtog S21.2113 1) Apex BOND
Slides kwdik6g TpoidvTog 3800040)

KaAuTTpideg

BOND Slide Label & Print Ribbon (kwdikog Tpoidviog S21.4564)

BOND Aspirating Probe Cleaning System (kwdik6g mpoidviog CS9100)

I. MeBoSoAoyia

Mpiv atmo TV epappoyr) autng TG PeBodoAOYIaG, oI XPAOTEG TTPETTEI VO KATAPTIGTOUV OTIG TTAPWS
QUTOPATOTTOINKEVEG TEXVIKEG avoaoioToxnuEiag Tou ouaTparog BOND.

lMNa k&Be Topn e§étaong mou TpokeiTal va utroPAnbei oe xpwon pe 10 HER2 Primary Antibody
aTTaITEITal TIAVOUOIOTUTIN ToWr yia Xpwaon pe To HER2 Negative Control. H Topr| apvnrikoU péptupa
emTpETTEl TN SloopoTToinon Wetagy €IdIKAG Kal pn €I8IKAG Xpwaong oTn Béan Tou avtiyévou. Kdbe
eKTENEON Xpwong oTo cuotnua BOND mpémel va mepidapPavel éva HER2 Control Slide. Katd
TNV OAOKAAPWON TOU TTPWTOKAANOU XPWonG, €AV OI KUTTAPIKEG OEIPEG OeV EMOEIKVUOUV TO CWOTA
TpdTUTTa Xpwang (avatpétte ato Bond Oracle HER2 IHC Systems Interpretation Guide), n ektéAean
Ba péTel va BewpnBei dkupn.

A. Alapép@won AVTIKEINEVOPOPWY TTAOKWV
lMa K8Be avTikeevo@dpo TTAGKA TTPETTEI va XpnalpoTroleital éva kaivoupylo BOND Universal Covertile
(kwdikog TTpoidvTog S21.2001, S21.4583 1) S21.4611). H xprion Twv BOND Universal Covertiles Ta otroia
£x0UV N XpNolUoTIoINBEI GE avoooIoTOXNMIKA XPWaon A Xpwan in situ uBPIBIoUOU, Dev £xel ETTIKUPWOET
yIQ QUTAV TNV €EETaO.
H dlapdpewon Tou diokou avTiKeluevoPopwy TAakwy (Mivakag 2) Tapéxel T duvatotnta 1I8AVIKAG
amédoong Tou Bond Oracle HER2 IHC System MmopoUv va ekteAeaTolv éwg kai 60 e¢eTdoelg.
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©éon Meplypaen avtikee- | Avtidpaotrpto Tumog Eikovidlo avTikelue-

QVTIKEIUE- | VOPOPOU TAAKAG 10TOU vo@Opou TIAGKAG

VO@POPOU

TIAAKAC

1 Meplotatikod 1 *HER2 Negative Control | E€étaon |[7 ==

2 MeploTaTIKO 2 *HER2 Negative Control | E€étaon | [7 ==

3 Meplotatikod 3 *HER2 Negative Control | E€étaon T

4 MepioTatikd 4 *HER2 Negative Control | E€¢étaon

5 Meprotatiko 1 *HER2PrimaryAntibody | E€¢étaon |[[z =,

6 MeploTaTiko 2 *HER2PrimaryAntibody | E¢étaon | [z ==,

7 MeploTaTiko 3 *HER2PrimaryAntibody | E€étaon |[[z =,

8 MeploTatiko 4 *HER2PrimaryAntibody | E€étaon |[[z =,

9 HER2 Control Slide *HER2PrimaryAntibody | Ogtikd g + |
WK 7D e HiE) i

10 loT66 paptupa Tou *HER2PrimaryAntibody | Oetiko N +

gpyaotnpiou e

Mivakag 2. Alapdppwan SioKou avTIKEIEVOPOPWY TTAAKWY, UE ETTICAPAVOT TOu TUTIOU I0TOU Kal TOU avTISpacTnpiou

E. Bhpata Tng Siadikagiag
AkoAoubnoTe T TTAPOKATW BAUATA YIO VO TTPOETOINACETE £va BIOKO QVTIKEIMEVOPOPWY TTAOKWY HE TNV
diapopewan Tou Mivaka 2. Autég ol odnyieg Ba Tpétrel va diafacTolv padi e To BOND System User
Manual.

1.

210 6pyavo BOND, BefaiwBeite TTwG oI TIEPIEKTEG AOUCKEUAOTWY TIPOIOVTWY Kal JOAUCHOTIKWY
ommoBAATWY JIABETOUV ETTAPKN XWPEO VIO TNV EKTEAEDN TWV ATTAITOUPEVWY EKTEAETEWV XPWONG.

BeBaiwBeite TTwg uTtdpyel apKeTr) aAkoOAn, ameoTaypévo i amoviopévo vepd, BOND Dewax
Solution (Tapéxetar £toipo yia xpron), BOND Epitope Retrieval Solution 1 (Trapéxerar €toipo yia
xprion) kai BOND Wash Solution (Trapéxetal wg ouptrikvwpa x10) 0Toug TTEPIEKTEG AOUTKEUOOTWY
avTIBPACTNPIWV yia T SIEVEPYEIR TWV EKTEAECEWV XPWIONG.

BeBaiwBeite Twg €xel eykataoTabei éva kaBapé BOND Mixing Station.
EvepyotroinaTe 10 TTAjpw¢ auTOPaTOTIOINKEVO, TIPONYUEVO aUaTNUa Xpwaong BOND.

Evepyotroijote Tov BOND SiaxeIpioTg TTou ouvodeUel TO TTAPWG QUTOPOTOTTOINKEVO, TTPONYHEVO
oUoTnua xpwong BOND.

Avoigte 10 Aoyiopiké BOND.
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7. Ta éva kaivoupyio Bond Oracle HER2 IHC System, capwoTe Toug ypoppwToUG KWOIKEG TwV
avTIBPAOTNPIWV PE TO COPWTH XEIPAG yIa va €I0AYETE TO CUCTNUA OTOV KATGAOYO QvTIOPAOTNPiWV
BOND.

8. Avoigte TNV 086V pUBPIONG TTOPAPETPWY AVTIKEINEVOPOPWY TTAOKWY Kal KavTe KAk aTo Add case.

9. KatoxwpioTe TIG AETITOUEPEIEG YIa TO TTPWTO TTEPIOTATIKO. BeBaiwbeiTe TTWG 0 GyKOG BIaVOUAG EXEl
puBpioTei oTa 150 Pl Kal TTwG WG TTPWTOKOAAO TTPOETOINAGIAG £XEI ETTIAEYET TO TTPWTOKOAMO *Dewax.
Kavte kAik oo OK.

10. ExovTag EMONUAVEl TO TIEPIOTATIKG 0TNV 080vn PUBUIONG TTAPAUETPWY QVTIKEIMEVOPOPWY TTAAKWY,
kavte KAIK 010 Add slide.

11. Karapxnv, TTpoobEéaTe TIG avTIKEINEVOPOPOUG TTAGKEG e¢éTaong TNG aoBevols. BeBaiwBeite Twg wg
TUTTOG 10TOU £x¢€1 £TTIAEYET Test tissue.

12. BeBaiwBeite TTwg wg dykog diavopng £xouv eTmAeyei Ta 150 pL Kal TTwg TO TIPWTOKOAAO TTpoETOINaTiag
eival 70 *Dewax.

13. EmAEETe TIg TIuéG Aeimoupyiag xpwaong Single kai Oracle (unv Kdvete KAk aTo Oracle control).
14. EmAECTe emeepyaoia IHC.

15. EmAEETe *HER2 Negative Control atrd tn AioTa deiktwv. H kapTéAa MpwTokOAAWY TTPOETTIAEYEI TO OWOTE
TPwWTOKOANO Xpwong (*IHC Protocol H) kai 1o TTpwTékoAAo HIER (¥HIER 25 min with ER1 (97)).

16. Kavte KAk 010 Add slide. ‘Exel dnpioupyn6ei n avTikeIuevo@dpog TTAAKA avTISPACTNPiwV apvnTIKoU
uapTUpa.

17.Evw BpiokeoTe akéun oTo TrAaiolo SI0AGyou TTPOCBrKNG avTIKEIuEVOPOpoU TTAGKaG (Add slide),
emAE¢TE *HER2 Primary Antibody atmé T AioTa deikTwv. Ta TpoeTIAeyUéva TTPWTOKOAa Kal BAEG oI
uTTOAOITTEG PUBpioEIG Dev PeTaBaANovTal.

18. Kdvte kAik oT0 Add slide. ‘Exel dnpioupynBei n avTikelpevo@dpog TTAGKa e¢€Taong.

19. ETravaAdBete Ta BAparta 8 éwg 18 waTtrou va dnuioupynBoUv OAa Ta TTEPITTATIKG KAl Ol AVTIKEIMEVOPOPOI
TIAAKEG £EETOONG TWV 00BEVWV.

20. Karémv, dnuioupyrnote 1o HER2 Control Slide. MpooBéote 10 010 TeAeuTaio TEPIOTATIKO A
dnuIoupynaoTe €va VEO TTEPIOTATIKG VIO QVTIKEINEVOPAPOUG TTAAKEG HAPTUPQ, aVAAOYQ WE TNV TUTTIKN
TIPAKTIKA TOU EPYacTnpiou 0aG.

Ynuavtikr onpeiwon: To Bond Oracle HER2 IHC System amaitei Tnv mpooOnkn evog HER2
Control Slide o€ k&g extéheon (SnA. SiOKO AVTIKEIMEVOPOPWV TIAQKWV) Yla TNV EMKUPWON TOU
TPOGSIO0PICHOU.
21. Z1o dighoyo TTpoaBAKng avTikeiuevopdpou (Add slide), emAEETE wg TUTTO 1I0TOU TO Positive tissue.
22. Kavte KNk aTo Oracle control.

23. EmAEETe Tov apiBpd maptidag Tou HER2 Control Slide amé 1 AioTa Lot No. O apiBuég mraptidag
avaypa@eTal TNV TTEPIOKT TNG ETIKETAG TNG AVTIKEIUEVOPOPOU TTAAKAG.

Ynuavtikn onueiwon: To HER2 Control Slide mpémel va mpoépxetat amo 1o idio Bond Oracle
HER2 IHC System mou Ba xpnotpomoindei.

24, EmAéETe *HER2 Primary Antibody amé n AioTa deikTwdv. AlatnpAoTe Tig pubpioelg 6ykou dIavopng,
Aeimoupyiag xpwong, dIadIkaciag kal TTPWTOKOAAOU.

25. Kavte kNik 1o Add slide yia va TpooBéaete To HER2 Control Slide.
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26. 210 T€AOG, TIPOCOEDTE Yiat AVTIKEINEVOPAPO TTAGKA 10TOU BETIKOU PAPTUPQ TOU EPYAOTNPIOU.
27. AtroemiAégTe 10 Oracle control.

28. EmAéETe *HER2 Primary Antibody ammo tn AioTa deiktwv. AlatnprioTe Tig pubpioelg 6ykou SIavopng,
Aeimoupyiag xpwaong, diadikaaiag kal TpwTokdAou. Qg TUTTOU IGTOU Trapapével To Positive tissue.

29. Kdvte KAIK 070 Add slide. ESW 0AOKANPWVETAI N dnUIOUpYia TWV AVTIKEILEVOPOPWY TTAAKWV.

30. EKTUTTWOTE TIG ETIKETEG TWV QVTIKEIMEVOPOPWY TTAAKWY. OAEG OI ETIKETEG QVTIKEINEVOPOPWY TTAAKWV
Oracle @épouv v avaypaer] «OC» H eTikéta yia To HER2 Control Slide mepihapfdver emiong Tov
ap1Bu6 maptidag Tou Bond Oracle HER2 IHC System.

31. ToTroBETAOTE TIG ETIKETEG OTIG AVTIKEIUEVOQOPOUG TTAGKEG.

32. Avoigte Ta KoAUppaTa GAwv Twv TTePIEKTWV Tou Bond Oracle HER2 IHC System kai @opTwaTe 10
dioko avmidpaoTnpiwv ato BOND.

33. TommoBeTADTE TIG AVTIKEIUEVOPOPOUG TTAGKEG OTO DIOKO QVTIKEINEVOPOPWY TTAGKWY, CUUOWVA HE TN
oelpd diadoyrg Tou emonuaiveral atov MMivaka 2 Tng evotntag A. EpapudaTe véa Covertiles.

34. ®optwoTe T0 dioko avTiKeIpEVoPOpwV TTAakwv oto BOND kai maTrioTe 1o TARKTPO Load/Unload.

35. BeBaiwbeite TTwg o1 avTIKEIuEVOPApOI TTAGKEG EXOuv 0apwBei Kal KavTe KAIK oTo TTARKTPO Run (Play)
oTnv 086vn kaTdoTaong GUOTHUATOG.

36. BeBaiwbeite TTwg oTo Tredio £vdeigng Tou diokou TpoRdAAeTal n évdeign Proc (OK), o apiBuog TrapTidag
Kal 0 XpOvog oAoKApwang.

37.MONig ohokAnpwbOei n ektéAeon TatioTe 10 TTAAKTPO Load/Unload kai agaipéoTe Toug diokoug
QVTIKEINEVOPOPWY TTAaKWYV a1rd 10 BOND.

38. AgaipéoTe Ta Covertiles kai EKTTAOVETE TIG QVTIKEINEVOQOPOUG TTAGKEG G€ QTTIOVIGUEVO VEPO.

39. ApudaTtwaTe, dlauydoTe Kal TIPOOKOAAFOTE TOMEG.
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MoioTik6g éAeyxog

O1 810p0opEg TN PovIJoTIoiNGN 10TOU, TNV ETTEGEPYATIa Kal T OKAVWGN OTO EPYACTAPIO TOU XPrOTN EVOEXETAI
va 08nyRo0oUV GE GNUAVTIKF LETABANTOTNTA TwV OTTOTEAEOPATWY, KABIOTWVTAG AVAYKAia TNV TAKTIKI EKTEAEDT
papTUpwy Tou gpyacTnpiou extog amod Ta HER2 Control Slides mrou apéxel n Leica Biosystems’ ato Bond
Oracle HER2 IHC System. Avatpégte aTig kateuBuvTripieg 0dnyieg TroloTikoU eAéyyou Tou College of American
Pathologists (CAP) Certification Program for Immunohistochemistry. BA. emiong CLSI (raAaiérepa NCCLS)
Quality Assurance for Immunocytochemistry, Approved Guideline (12) kai Special Report: Quality Control
in Immunohistochemistry (13). EmimrAéov, avarpé€re oTov MMivaka 3 Tou akoAouBei, yia Toug TroloTikoUg
€AEYXOUG aVOOOIOTOXNUEIRG KAl TOUG OKOTTOUG TOUG.

Agiypa* Meptypaen Xpwon HER2 Primary Xpwon HER2
Antibody Negative Control
HER2 Control ‘Onwg mapéxetal oto Bond EAéyxel ™ Sadikaoia
Slide Oracle HER2 [HC System. XPWONG Kal EMONMA{VEL TNV
£YKUPOTNTA TNG amodoong
Twv avtidpaotnpiwv.
lotdg BeTikov lotdg mou mepiéxel To EAéyxel OAa Ta Bripata
pdpTupa Tou avtlyovo-otoyo. O NG avauong. Emkupwvel
gpyaotnpiov 18avIKOG pdpTupag ivat TNV POETOINAT{a LOTOU

1016¢ a0BevoU g BETIKIAG
XPWOoNG, Yo Tov Kaboplopod

Kat Tnv amdédoon xpwong
Tou Bond Oracle HER2 IHC

Avixveuon un
€18IKNG Xpwong
unoabpou

AVETAioONTWV HeETABOADV System.
otnv evalednoia
TOU TTPWTOYEVOUG

AVTICWHATOG.

Avixveuon pn €8IKAE,
S100TAUPOUHEVNG
avtidpaocTikdTNTAG TOU
QAVTIOWHATOG pE KUTTapa/
KUTTAPIKA CUCTATIKA.

JuoTatikélotov
apvNTIKoU
papTupa TOU
gpyaotnpiov

loToi } KUTTOAPa TTOU
avapévetal va givat
apvnTikd (pmopouv va
BpiokovTal otov 10Td TOU
a0Bevoug 1} o€ CUCTATIKA
10T0U BeTIKOU/apVNTIKOU
HaptupQ).

*Moviuotronuévo Kai emeepyacpévo omwg 1o Oeiyua aoBevous

Mivakag 3. AvoooiaToxnuikoi TroioTikoi éAgyxol kai 0 OKOTTOG TouS

O11070i papTUPQ TTPETTEN VO EiVal BIOTTITIKA ) XEIPOUPYIKA IGTOTEUAXIA, VA EXOUV LOVIUOTIOINBEI O€ POPUAADEUON,
uttoPAnBei o€ eTetepyacia Kal oknvwBei To ouvTopdTeEPo duvard, Pe Tov idIo akpIBwG TPdTTo OTTWG To deiyua
(deiypata) aoBevols. O XeIPIoPOS TwV I0TOTEPAYiWY Ba TTPETTEI VA YiVETAI PE TOV EVOEDEIYHEVO TPOTTO, LWOTE
va dlaTnpEiTal N avTiyovikdTnTa ToU IGTOU KATA TV avoooiaToXNKIKA xpwaon. MNa dAa 1a 1oToTepdxia Ba TTpETel
va epapuodovTal TutTkéG péBodol emmetepyaaiag 10Tou (12).

HER2 Control Slide — HER2 Primary Antibody

KéBe éva amd 1a mapexoueva HER2 Control Slides epiéxel TE00€pIG TTUPAVEG AVBPWTTIVWY KUTTOPIKWV
OEIPWY KApKivou Tou paaTou Je BabuoAoyieg éviaang xpwong 0, 1+, 2+ kai 3+, 01 0TT0iEG EXOUV PovIPOTTOINBET
o€ opuardelidn kal éxouv oknvwoei oe TTapagivn. Mia avTikeluevopopog TTAGKa TTPETTEN va TrepIAaUBAvETal
o€ KABe extéAean NG e&étaong (OnA. dioko avTikeIuEVoPOpwy TTAakwv). H opbr afiohdynon Tou HER2
Control Slide trou Trapéxetal amé v Leica Biosystems’ utmodeikvUel T eykupoTnTa TNG £¢ETAONG (QVaTPESTE
oTo Bond Oracle HER2 IHC System Interpretation Guide). Ta HER2 Control Slides Tou Trapéxovral padi pe
auTé T0 GUCTNHA ETTIKUPWVOUV JOVO TNV atréd00T Twv avTidpacTnpiwy Kal X1 TNV TIPOETOINACTA TWV I0TWV.
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loTog BeTikOU pdpTUpa Tou epyacTnpiou — HER2 Primary Antibody

Edv ypnoigotoiolvtal cuoTatikd 10ToU BeTikoU pdpTupa Tou epyacTnpiou, TIPETTEl va gival BIOTITIKG A
XEIPOUPYIKA IOTOTEPAXIO, VA £XOUV HOVIPOTTOINOE Kal EYKAEITTEl TO GUVTOPATEPO BUVATO, ME TOV iBI0 aKPIBWG
TpoT0 6TTWG TO deiyua (SeiypaTa) acBevoug. O 10Toi BeTIKOU PAPTUPA KATABEIKVUOUV T GWOTH TIPOETOINATTT
TWV ITWV Kl TNV EYKUPOTNTA TV TEXVIKWY XPWong. Oa TTpéTrel va TrepIAaPBAvETaI TOUAGYIOTOV £vVa GUOTATIKO
BeTikoU pdpTupa o€ KGO exTéAean Tng egétaong. H Toun BeTikoU pdpTupa TPETTEl va XapakTnpiletal oo
000evwg BETIKA Xpwaon, yia va UTTopE va emonuaivel averraiodnTeg YETABOAEG TG euaiobnaiag Tou KUpIou
QVTIOWHATOG.

Znueiwon: Ta ouaTaTIKA 10TOU BETIKOU PEPTUPQ TTPETTEI VA XPNOIKOTToI00VTal HOVO IO TV TTapakoAoudnaon
NG opBrg amédoong emetepyacpévwy 10TWY padi pe Ta avridpacTrpia TG ¢€taang kai OXI wg Bonénua
yia v SI0TUTTWOT CUYKEKPIPEVWVY EPUNVEIWV yia Ta deiyuaTa Twv aoBevwv. Edv o 1076 BeTikoU pdptupa
Oev emdeiCel TNV evoedelypévn BETIKA Xpwan, Ta aTroTeAéouaTa Twv I0ToTEPaYiwY aoBevwy Ba TTPETEl va
BewpnBolv dkupa.

KatdAAnAo 1miong wg UNIKG HApTUPa TOU EPYAOTNPIOU PTTOPE Va Eival ETTIONG £va UTTAOK HAPTUPO TIOAATTAWY
I0TWV TTOU TTEPIEXEI KAPKIVIKOUG 10TOUG, OI OTToiol avTITTPoowTTEUoUV Kal Toug 4 Babuoug HER2.

ZUOTATIKG 10TOU apVvNTIKOU PdpTUpa Tou epyacTnpiou — HER2 Primary Antibody

Edv xpnaoiyotrolouvial cuaTartiké apvnTikoU PEpTupa Tou EpyaaTnpiou, Ba TTPETTEN va gival QPECKA BIOTITIKA
1) XEIPOUPYIKG 10TOTEUAXIO, HOVIMOTIOINUEVA, ETTECEPYAOUEVA KOl OKNVWHEVA TO GUVTONOTEPO duvard, ue
TOoV i010 OKPIBWG TPOTTO OTTWG TO deiypa (deiypara) aoBevwv. H xpAon 10ToU PapTUPa, TTOU aTTodedElyéva
eival apvnTikdg oTnv oykotpwreiv HER2 padi pe kGbe xpwarn, ETMIKUPWVEL TNV €I0IKOTNTA TOU TTPWTOYEVOUG
QVTIOWHATOG Kal TIAPEXE! pia EvOEIEn yia un €1dIKA xpwon utrofdBpou. H TroikiAia Twv dia@dpwy KUTTAPIKWY
TUTTWV TTOU QVEUPIOKOVTAI OTIG TIEPIOTOTEPEG IOTIKEG TOUEG, TTOPEXEI ECWTEPIKES BETEIG apvnTIKOU pdpTupa (Ba
TIPETTEN va ETTIKUPWOOUV amrd To XpAaTn). Pucioloyikoi TTépol Tou padikou adéva Trou dev Exouv TIPOoBANOEi
até Tov GyKo, JTTopoUV va AEITOUPYAOOUV WG avapopd yia TV yKUpoTNTa Tou TTpoadiopiopou. Edv ouppei
€I0IKA XPWaon OToV E0WTEPIKG I0TO apvnTIKOU PdpTUPQ, Ta aTTOTEAETHATA TWV OEIYUATWY A0BEVWV Ba TTPETTE
va BewpnBolv dkupa.

KatdAAnAo wg 10T6g apvnTikoU Kal BETIKOU pdpTupa pTTopei va gival emiong éva PTrAok pdptupa TTOAATTAWV
I0TWV TTOU QVTITTPOowTTEUE! Kal Toug 4 Baduolg HER2.

lot6g aoBevoug — HER2 Negative Control

XpnoipotroiroTe 1o apexopevo HER2 Negative Control avi Tou HER2 Primary Antibody o€ piat avrioToiyn
Topr kGBe aoBevoUg, yia TNV agloAdynon TG Wn EI0IKAG XPWaong Kai TNV akpIPr EpUNVeia TG €I8IKAG XpWong
oykompwrteivng HER2 otn 6é0n Tou avtiydvou.

lot6g aoBevoug — HER2 Primary Antibody

H évrtaon g OeTikAg xpwong TpéTel va aglohoyeital 0To TTAQICIO OTTOIOGOATIOTE Un €I0IKAG XPWONg
utroPdéBpou pe 1o HER2 Negative Control. Omwg oupBaivel kai og KdBe avoooioToxnuikh dokipacia, n
Muyn apvnTikoU aTToTEAEOPATOG aNuaivel TTwG TO avTiyovo deV aviXveubnke Kal 6xI TTwG TO avTiyovo dev
UTTAPXE OTa KUTTOPQ/OTO 10T TTou UTTORARBNKE GTOV TTPOadIoPICUO. AVaTPECTE OTIG EVOTNTEG TeKUNpPiwon
NG akoAouBOUUEVNG OEIPAG EAEYXOU TWV QVTIKEIHEVOPOPWY TAAKWY, A§lohdynon amdédoong kal
AvoOoOoaVTISPACTIKOTNTA VIO GUYKEKPIEVEG TTANPOPOPIEG TXETIKA UE TNV AvOooavTIdPacTIKGTNTA Tou Bond
Oracle HER2 IHC System.

EmikUpwon Tou Tpoodiopiopou

[piv aTTé TV TIPWTN XPAON OTTOIOUBATIOTE CUGTAKATOG AVTICWHATWY F) XpWong o€ dIayvwaTIKES DIaSIKATIES,
0 XPNoTng Ba TPETTEl va ETTIKUPWOEN TNV EIBIKATNTA TOU aVTIOWHATOG, EAEYXOVTAG TO O€ Jia O€IpA I0TWV
TOU €PYOTNPIOU PE YWWOTE BETIKG Kal apvnTIKG OvVOTOioTOXNUIKG TTPO®IA. AvaTpéSTe TNV £VOTNTA MOIOTIKOG
€\eyxog Kal aTIg aTraitiaeig TroloTikou eAéyxou Tou CAP Certification Program for Immunohistochemistry kai/
CLSI (maAaidtepa NCCLS) Quality Assurance for Immunocytochemistry, Approved Guideline (12). Autég
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ol Ol001kagieg TToIoTIKOU eAEyxou Ba TTpéTTel var eTmavaAapBdvovtal pe kGBe véa TTapTida avTIoWUATWY
otéte peTadAAovTal OI TTAPAPETPOI TOU TTPOCdIOPIoHOU. M TNV EMKUPWON TOU TTPOaBIOPITUOU EVOEikvUTal
avBpwvog 107G BINBNTIKOU TTOPOYEVOUG KAPKIVWUATOG TOU HOOTOU HE YWWOTEG EVIAOEIG XPWONG TNG
oykompwreivng HER2 atré 0 éwg 3+ kabwg kai GAAoI evOESEIyuEVOI apvNTIKOI IOTOI.

Epunveia Tng xpwong

Ma Tov kKaBopiopd TG ékppaang TG oykompwreivng HER2 Ba mpémel va afiohoyeital pdvo 1o mpdTuto
XPWOoNg Kal n éviacn Xpwong g pePPdavng e xprion Tng KAipakag Tou Traparifetal otov Mivaka 4. H
agloAdynon Twv aVTIKEINEVOPOPWY TTAAKWY Ba Tpétel va yivetal ammo 1atpd MaboAoyoavarduo pe xprion
uikpookoTTiou @uwrtelvol Trediou. Ma Tnv agloAdynan NG avoooioToXNMIKAG Xpwong Kai Babuoloyiag,
evOeikvuTal avTIKEIUEVIKOG pakdg peyéBuvang 10x. Ma v emBePaiwon g Babuoloyiag Ba TpéTel va
XPNOIUOTIOIEITAI AVTIKEIMEVIKOG QaKOG peyéBuvong 20-40x. H kuttapomrAaouartikry xpwon Ba Tpétmer va
Bewpeital un €161KA xpwaon kai dev Ba Tpémel va oupttepiAauBaveral atnv afloAdynan Tng éviaang xpwang
G MepPpdvng (14). MNa BorBeia oxeTIKA e Tn dlagopoTioinan Yetagl Twv Babuoloyiwv xpwong 0, 1+, 2+
Kai 3+, avarpégte ato Bond Oracle HER2 IHC System Interpretation Guide yia XapoKTnpIOTIKEG EIKOVEG TwWV
evidoewv xpwong. Oa mpémel va BabporoyolvTal udvo Seiypata armd aoBeveig pe dINBNTIKG Kapkivo Tou
HOOTOU. ZTIG TTEPITITWOEIG TAUTOXPOVOU in Situ KAPKIVWATOG Kal dInBnTikoU KapKIVWUATOG OTo i010 Beiyua,
Ba péel va Babuoloyeital Jovo 1o SINBNTIKG PEPOG.

MpPOTUTTO AVOCOIOTOXNHIKAG XPWONG BaBuolo- | AfloAdynon
yia

Aev mapatnpeital xpwon i N xpwon peuPpdvng mapatnpsital

o€ A\yotepa amod 10% Twv KAPKIVIKWV KUTTAPWV. 0 Apvuikn

AcBevéotatn/pHONG opath Xpwaon HePBpavng avixveveTal os
TMePLOoOTEPA amd 10% Twv KAPKIVIKWV KUTTApwV. H xpwon 1+ ApvnTikA
TWV KUTTAPWV a@opd PévVo TUAHATA TWV HEUBPAVWV TOUG.

ACBEVAC WG HETPLA XPWON OAOKANPENG TNG MEMPBPAVNG
mapatnpEital os MEPIOoOTEPA Ao 10% TwV KAPKIVIKWYV 2+
KUTTAPWV.

Yrortn
(a0Bevwg BeTIkr)

loxupn xpwon oAOKANPNG TNG HEMPPAVNE TTapaTnpEiTal o

. . . . 3+ loxupwg BeTikn
mePLooOTEPA aTtd 10% TWV KAPKIVIKWY KUTTAPWV. Xupwe n

Mivakag 4. Epnveia me xpwons HER2

Ta amoteAéoparta xpwang Tou Bond Oracle HER2 IHC System epunvetovTal wg apvnTIKG yia TNV €KQpacn
g oykompwreivng HER2 oTig Babuoloyieg évraong xpwong 0 kar 1+, Umotta (aoBevidg BeTikd) o€
BaBpohoyia xpwaong 2+ Kal 1I0XUpwg BeTIkG o€ Babuoioyia éviaong xpwong 3+. To Bond Oracle HER2 IHC
System dev TTpoopieTal yia TNV TTAPOXH TTPOYVWOTIKWY TTANPOQOPIWV yia TNV acBevi} Kai/j Tov 1aTpd Kal
Oev £xel eMKUPWOEi yia auTd To okoTTo. MNa KEBE agloAdynaon xpwaong, o aVTIKEINEVOPOPOI TIAAKEG Ba TTPETTEI
va e&eTadovTal Pe TN OEIPd TTOU QVOPEPETAl TIAPAKATW Yia TNV agloAdynan TnG eykupdTNTaG TNG EKTEAETNG
XPWONG Kal yia TNV NUI-TTOCOTIKA agloAdynan Tng éviaong xpwaong Tou deiyuarog 10Tou.

Tekunpiwon Tng akoAouBoUpEVNG GEIPAG EAEYXOU TWV AVTIKEINEVOPOPWY TTAAKWV
Or avTiKelpevo@opol TTAAKEG Ba TTPETTEN var EAEyxovTal UE TNV akOGAoUBN oeIpa:
1. HER2 Control Slide — HER2 Primary Antibody
‘Evag éykupog Trpoadiopioudg pe 1o Oracle HER2 Control Slide emdeikviel Ta €€AG:
* [Moapouaia 1oxupnG KaPeoeIdoUg xpwang 0AOKANPNG TNG KUTTAPIKAG MEPBPAVNG OTNV KUTTAPIKY OEIpd
pdptupa 3+, SK-BR-3.
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*  [Mopouadia aoBevolg Ewg PETPIOG KAPEOEIDOUG XpWang OAOKANPNG TNG KUTTAPIKAG UEPBPAVNG aTnv
KUTTOPIKAG O€Ipd pdptupa 2+, MDA-MB-453.

* [Moapouadia aoBevéoTarng/POAIG OpaATAG KAPEOEIBOUG XPWONG TUNUATWY TG KUTTAPIKAG HEPBPAVNG
oTnV KUTTapIKr o€ipd yaptupa 1+, MDA-MB-175.

+  ATToucia Xpwong aTnv KUTTOpPIKr| o€ipd paptupa 0, MDA-MB-231.

Ynuavtikn onpeiwon: Eva xapaktnpioTikd Tng KUTTapikAg oeipdg pdptupa 1+ MDA-MB-175 eival 1o

XAPOKTNPIOTIKO WOVTEAO QVATITUENG, OTO OTToi0 Ta KUTTApQ oXnuartifouv abpoioeig. AuTéG oI aBpoioElg

dnuioupyoUlV ia CUVEXT, QWTEIVA TTEPIOXT WNKTPOEIBOUG TIApUPrG OE OAN TNV KUTTapIkr) d8poion. H

XpWon autig TG wnkTpoeidoug Tapueng Ba cival IoxupdTePn atmd TNV UTTOAOITTN KUTTAPIKA PEUBPAvVN.

To owaTo TPoTUTIO Xpwong 1+ Tng oykotrpwreivng HER2 gival n aoBevéoTarn/udhig opatr, THNUATIKA

XPWaon TNG KUTTAPIKAG MEUBPAVNG. Z€ QUTAV TNV KUTTOPIKF OEIPA UTTOPED £TTIONG VO TTapatnenBei oTIKTT

avoooxpwan TG Treploxig Golgi oTo kKuTTapoTAaoua.

2. loT6g BeTIKOU pdpTUpa TOU epyacTnpiou — HER2 Primary Antibody

Oa Tpétel va Tapatnendei MAPOYZIA ka@eoeldoUg Xpwong TG PepBpdvng, CUNOWVA HE TV YVWOTH
kardaTaan g oykotrpwreivng HER2 atov emAeypévo BeTikd papTupa.

3. ZuoTaTiké 10TOU apvNTIKOU pdpTUpa Tou £pyacTtnpiou — HER2 Positive Control
Oa mrpémel va TrapatnenBei AMNOYZIA xpwaong Tng pepBpavng. ‘Eva ouoTtarikd 16Tou apvnTikoU pdpTupa
emBeRaiwvel TNV atmoucia avixveuong 8lacTaupoUPevVNG aVTIBPACTIKATNTOG TOU CUCTANATOG OF €I0IKA
oToxomoInuéva KUTTapa/KuTTapikG ouaTaTikd. Edv oupBei €8Ik Xpwon o€ ouoTarikd 10ToU apvnTikoUu
HAPTUPQ, Ta aTTOTEAEOHATA TWV SEIYUATWY 00BEVWY Ba TTPETTEl va BewpnBouv dkupa.

4. loT6g aoBevoug — xpwopévog e HER2 Negative Control
H AMNOYZIA xpwong NG WepPpdvng empBefaiwvel v €I0IK oApAvon Tou avtiydvou-aToxou ammod To
TpwTeUoV avtiowpa. ANEG KOPEOEIBEIG XPWOEIG TOU KUTTAPOTTAAOHATOG ToU DeiyUaTOg TTou UTTOBARBNKE
oe emeCepyaoia e To HER2 Negative Control, 6TTwg ouVOETIKOG 10TOG, ACUKOKUTTAPQ, £PUBPOKUTTOPA
1 VEKPWTIKAG 10T6G Ba Tpémel va BewpnBolv pn €IBIKEG xpwoelg utroBaBpou Kai Ba TPETel va
KaraypagovTal.

5. loTog aoBevols — xpwaopévog pe To HER2 Primary Antibody
Ta emimeda ékppaong TG oykotpwreivng HER2 kaBopilovtal ammd Ta KpiTfpia TTOU avagépovtal aTov
Mivaka 4 kai oto Bond Oracle HER2 IHC System Interpretation Guide.

Mepiopiopoi

A. Tevikoi Trepiopiopoi

H avoooiotoxnueia eival pia epyaaTnpiakr Texviki TTOMatAWV Bnudtwy Tou TTpoopideTal yia TV
UTTOOTAPIEN TNG EPUNVEIAg kal Tou KaBopIoUoU I0TOTTABOAOYIKWY XapakTnpIoTIkwy. Mpdkermal yia yia
TEXVIKA TTOU TIPOUTTOBETEN EIBIKY| EKTTAIDEUCN O€ OAEG TIG TITUXEG TNG diadikaciag (cupTtrepIAapBavopévng
NG £mAoyNG Twv KatGAANAwv avTidpaaTnpiwy, I0TOU, HOVILOTIOINANG, ETTECEPYATIOg Kal TIPOETOINACTOG
NG QVTIKEINEVOPAPOU TTAAKAG YIO AVOTOIOTOXNKEI) KOl TNG EPUNVEING.

H avoooioToxnuikA xpwon 1oTou e§apTdTal amd To XEIPIoUO, TN MOVIUOTIOINGN Kal TNV €TTegepyaaia Tou
10TOU TTPIV aTTé TN XpWon. H akatdAAnAn povipotroinon, karayuén, amdyuén, TAlon, §hpavan, Béppavon,
KOTTA A n empoAuvan pe GAAoUG 10TOUG 1) Uypd EVOEXETAI VO ETIPEPE TEXVIKA OQAAuaTa, Trayideuon
avTIOWPATWY 1 Peudwg apvnTika atroteAéopaTa. Ta aOUVETTH aTTOTEAETUATA UTTOPET va opeilovTal o€
SI0KUMAVOEIG TNG MOVIPOTTOINONG, Twv PEBAdWY OKAVWONG 1} O€ eyyeveig avwpaAieg Tou idiou Tou 10ToU
(15). H utrepBoAIKA 1) n aveTTapKAG QVTiXPWAN PTTOPE ETTIONG VO ETTIPEPE EKTITWAON TNG 0pONG EPUNVEIag
TWV OTTOTEAEOPATWV.

H un ek xpwon, €dv uttdpxel, Xopaktnpidetar amd dIAxutn eu@avion. Ze TOPEG 10TOU TTOU
povipotroienkav utrePBOAIKG o€ POPUOADEUdN pTTopEl €TMiong va eugavioTel oTropadikh Xpwon
OUVOETIKOU 10TOU. XPNOIPOTIOIEITE OKEPAIO KUTTAPA YO TNV €PUNVEIN Twv aTToTEAEOPdTWY Xpwong. H
XPWOT VEKPWTIKWY I EKPUNIOPEVWV KUTTAPWY aTToTeAl auxva pn €10IKA Xxpwon (16). Weudwg BeTKG
amoTeEAéOPaTA UTTOPOUV Va TTapaTnenBolv Adyw un-avoooAoyIKAg TTPOOOECNG TIPWTEIVWY 1) TTPOIOVTWV
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avTidpaong Tou utrooTpwparog. Mrmopoulv emiong va TPokAnBouv amd evdoyevh éviupa OTTwWG n
weudoUtepoteidaan (epuBpokUTTapa) A n evdoyevng utrepogeiddon (kutdxpwpa C), avaloya pe Tov
TUTTO TNG XPNOIMOTTOIOUHEVNG AVOTOIOTOXNMIKAG XPWONG.

O1 1o70i aoBevwv TTOU €xouv TIPOORANBEi aTd Tov 16 TNG NTOTITIdAG B Kal TrEpIEXOUV TO ETTIQAVEIOKD
avTiyévo Tou 100 Tng nmatimdag B (HBsAg) evdéxetal va mapoucidoouv un €8Ik Xpwon HE Tnv
uttepoteddan g pamavidag (17).

H un avapevopevn avoooioToxnpIKR XpWwon Kal o SIGKUPAVOEIG TG XPWang evOEXETal va opeilovTal
0€ PETARBOAEG TwV ETTITTEDWV €KPPOONG TOU KWIIKOTTOINTIKWV YovISiwv 1 Twv avtiyévwy. OtoladATIoTe
HETABOAA Twv avapevopevwy TTPOTUTIWY Xpwaong Ba TipEmel va epunveleTal padi pe OAEG TIG UTTOAOITTEG
BI0YVWOTIKEG EGETAOEIG.

H epunveia Tng avoooioToXNUIKAG XPWang Ba TTPETTEN VO GUPTIANPWVETAI OTTO HOPPOAOYIKEG HEAETES Kal
™ XPrion KatdAAnAou uAikoU papTupa. Oa TTpémel 6 va agioAoyeital To TTAGIOI0 TOU avapvnoTIKOU Tou
aoBevoUg kal oTrolwvOrTIoTE BAAWY dIayVWOTIKWY £EETAOEWY, aTrd €UTTelpo 10TPd MaBoAoyoavatépo.

H am6d00n Tou TTPoadiopioou (SnA. o1 agloAoyAaEIG ETTAPKEING TOGO Twv BETIKWY GO0 Kal TWV OPVNTIKWY
HapTUPWY) Kal N EpUNVveia OTTOIA0ONTIOTE AVOOOIOTOXNUIKAG XPWONG i TG atrouaiag Tng Ba Tpémel va
€KTENOUVTQI O€ EYKEKPIPEVO/adEIODOTNEVO EPYATTAPIO UTTO TNV €TTIBAEWN 1aTpoU MaBoloyoavaTduou pe
TNV KOTAAANAN KatdpTion kai TNV TTPETTOUCA EUTTEIRIA, O OTTOI0G GEPEI Kal TNV €uBUVN yia Tn CUVOAIKN
agloAdéynan Tou avoooiaToxNUIKoU TTPOCSIOPICHOU Kal TG EPHNVEIAG Tou.

. EISIkoi yia 10 Tpoidv mepiopiopoi
Autd T0 TIPOIdV Sev TTPOOPICETaI YIa XPrON O€ KUTTaPOUETpia ponig. Ta xapakTneIoTIKG amddoong dev
£X0UV KOBOPIOTE yIa TNV KUTTAPOUETPIA PONAG.
Qg amotéAeopa aTodOUNONG TWV AVTIYOVWY O QUTAV TNV Todr 10ToU evdExeTal va Traparnpnouv
Yeudwg apvnTIKG atroteAéoparta. O1 avTIKEINEVOQOPOI TTAGKES TTOU OTTAITOUVTAI i TNV agloAdynan g
oykompwreivng HER2 kai yia Tnv emBeBaiwaon Tou dykou, Ba Tpétel va poeToluddovTal Tautdxpova. Mo
N 8IATAPNON TNG AVTIYOVIKOTNTAG, Of TOWES 10TOU TTOU £X0UV TTPOOKOAANBET G€ avTiKeIuevo@opoug (Leica
BOND Plus Slides — kwdikdg mpoiovtog S21.2113  Apex BOND Slides kwdikdg mpoidvtog 3800040)
Ba mpémel va utrofdMovTal og Xpwaon o€ SiIGaTnua 4-6 efGopadwy amd TN Ajwn Twv ToHWwy, edv
dlatnpouvTal o€ Beppokpacia dwyatiou (18-24 °C). Metd Tn Ayn Twv TOPWY, GUVIOTATAI N ETWACH TWV
QVTIKEINEVOPOPWY TTAaKWV yia 12—18 wpeg oToug 37 °C. O1 TopéG TToU aTTaITolV TIEpaITEPW TTPOOKOAANGN
uTropoUv va emwaaTtouv aTtoug 60 °C yia akoun pia wpa.
MeTau Twv TapTidwy avATITUENG KUTTAPIKWY GEIPWY TToU Xpnaolyotrololvtal aTo Bond Oracle HER2 IHC
System, evdéxeTal va apatnenBouv eAAXIOTEG QUOIKEG DIAKUPAVOEIG TWV QVOTOIOTOXNMIKWV TIPO@IA.
AuTi) n QuOIKA BlakUPavon BPIOKETaI EVTAG ATTODEKTWV ETTITTEdWY avoxNG MioG BIOAOYIKIG OVTOTNTAG Kal
Oev €TTNPEACEN TNV epUnveia i TV aTdd00N TOU GUOTAKATOG,.
O XapaKTNPIoYOG TwV KUTTAPIKWY OEIPWY TOOO HE KUTTAPOUETPIO pofg 600 Kal pE in situ uBpIdiops,
oTTWwG Tapouaiddetal atov Mivaka 5, uTroKeITal £TTIONG o€ PUOIKES BIOAOYIKEG DIAKUPAVOEIS. AvagpépovTal
€TTiONG 01 TEXVIKEG BIOKUUAVOEIG Kal Ol SIOKUUAVOEIG EPUNVEIAG TwV KUTTOPIKWY OEIPWY PEpTUPa, OTTWG
aglohoyouvtal amd in situ uBPIdIoNS PBopiauoU (18).
MNa v agioAéynon Twv HER2 Control Slides Ba mpémel va AapfdvovTal utrown OAEG O OXETIKEG
nuepounvieg Afgng. Guidooete To Bond Oracle HER2 IHC System o€ Beppokpacia 2-8 °C. Na unv
karayuyetal. Na emoTpépeTal aToug 2-8 °C apéowg Petd T xprion. OtoiadroTe atmokAIon ammd auTtég
TIG OUVBNKeG Ba KATAGTAGEI GKUPO TOV TTPOCBIOPITHG.
Mnv avTikaBioTaTe Ta avidpaoTrpia Bond Oracle HER2 IHC System pe omoiadrmore GAAa ouaTaTIKG
Ta oTToia TrapéxovTal €ite atod Tn Leica Biosystems €ite améd GAAoug kataokeuaoTég. H evépyeia autr| Ba
KATOOTAOEI AKUPO TOV TTPOCBIOPIOHO.
H dievépyeia dhwv Twv Bnudtwv Tou Teplypdeovtal oTig evotnteg I €wg E (Aiadikaoia) ue v
TpokaBopiouévn aeipd, eival ouoiwdoug onuaaiag. OtoiadAToTe amokhion omé autiv TN oelpd Ba
KOTOOTATEI TOV TTPOGOIOPIoHG GKUPO.
e KGOe TepiTITwon, Ba TPETEl va XpnoiluotroloUvTal I0Toi TTOU €XOuv  HovidoTroindei pévo o€
povigotroInTIKG pe Baon TN @opuaAdeldn. H xprion omoioudrmote GAAOU TUTTOU POVIJOTTOINTIKOU Ba
KOTOOTAOEI TOV TTPOGDIOPIoHO GKUPO.
Aev €xouv eTTIKUPWOEI 01 TOpEG 10TOU TTOU BEV EXOUV KOTTEI OTO CUVIOTWHEVO €UPOG TIaXoug Topng. H
Xprion otoloudATToTe GAAOU TTAXOUG TOUAG MTTOPET VA KATAOTAGEI GKUPO TOV TTPOCBIOPITHO.
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Aedopéva KUTTAPIKWY OEIPWV

Kuttapikn osipd Mpoi\ Bond HER2 Katdotaon evioxuong tou yovidiou
Oracle HER2 IHC | ®oprtio umodoxéa | HER2 *
System avd KUTTapo* ApiBuOC Avaloyia
avTlypagwv yovidiou
HER2 HER2: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

*AvdAuon gopriou umodoxéa HER2 émwg agioAoynbnke e xprion Kutrapoperpiag porig. * Kardataon evioxuong yovidiou HER2 émwg agioAo-
yrBnke pe avéAuon FISH &imrAou aviyveurr) (HER2:xpwudéowya 17).

Mivakag 5. MpowiA HER2 Control Slide

KAvik cupgwvia Twv Bond Oracle HER2 IHC System v Dako HercepTest

210 Mépog 1 NG peAétng e§eTdoTnke n KataAnAdTnTa Tou Bond Oracle HER2 IHC System yia xprion wg
BoriBnua emoyrig TG Bepatreiag pe Herceptin® (trastuzumab). H peAétn oxedidomnke yia va e¢etdoel T
oupwvia petagu Tou Bond Oracle HER2 IHC System kai Tou Dako HercepTest, 1o otoio Bswpeital kai 10
«XPUOOG TTPOTUTION YIa AUTOV TOV TTIPOadIoPIGUO. To KPITHPIO OTTOd0KIG KaBopioTnKE w¢ UWNAGTEPO aTTO TO
75% NG oUVOAIKAG oUPPWViag PeTagy Twyv dUo e&eTdoewy pe didaTnua aglomoTiag (AA) 95%.

H peAétn OlevepynBnke wg pia TUQAR aglohdynon oe duo TomoBeoieg Twv H.MA. Ze kdBe epeuvnTiKA
ToTroBeaia xopnyrnenkav Seiyuata Kapkivou Tou paoTtoU We yvwoTr katdotaon HER2 , poviyotroinuéva oe
QOPHaADEUdN Kal oknvwpéva o TTapagivn. Ta TepIoTaTikG emAEXBNKav e avaaTpo@n Siadoxikr oeipd
amé Ta KAIVIKE apyeia, avTiTpoowTrelovTag Trn dIadoxIKA POr| TIEPITATIKWY O€ £va I0TOTTABOAOYOaVATOUIKO
€PYQOTAPIO Yia KAIVIKEG BoKIWEG. EAEyxBnkav avegdptnta atrd omoiouadrTroTe GAAOUG TTPOYVWOTIKOUG Kai/f
TTIPOBAETITIKOUG TTAPAYOVTEG, XWPIG TV EI0AYWYR KaveEVOG OQAAUATOG OTNV KOOPTN. ZTIg ToTrobeoieg 1 kai 2
eAéyxOnkav kodpTeg Twv 160 kai 292 derypdtwy avtiaToia. KEBe kodpTn €ixe pia I08TIUN QVTITTPOCWTTEUGN
omé UmroTrTa/ BeTIKA (2+, 3+) kai apvnTiKG (0, 1+) TIEPIOTATIKG, PE BACN TIG TIPONYOUUEVWS OVTIGTOIXIOUEVEG
Babuoloyieg HER2 IHC, odnywvTag €101 g€ GUVOAIKd TTANBUOpS eAETNG Ta 452 SeiypaTta. Awdeka deiyaTa
(12) BewpniBnkav akatdAAnAa, Adyw avemmapkoUg SINONTIKOU Oykou Kai eEaipEOnkav atmé Tn PEAET. Ze
TepaITEPW evvéa (9) deiypata dev ATav QKT n BaBuoAdynon, Adyw atmokOAAnong 10Tou aTrd TNV EMQAVEIR
NG QVTIKEINEVOPAPOU TTAAKAG, 0dnywvTag £101 o€ TEAIKO TTANBUGPO TNG peAETNG Ta 431 deiypaTa.

OAa 1a repioTarikd utroBAOnkav o€ xpwon pe 1o HercepTest aUp@wva Ye TIG 08nyieg TOU KATAOKEUAOTA
TTou opidovtal aTo PUAAGDIO odnyiwv XpAong. Or Topég TTou akohouBnoav uTToBARBNKaV G€ XpPWwaon HE TO
Bond Oracle HER2 [HC System péoa o€ TTAfpwG QUTOPOTOTTOINPEVO, TTPONYHEVO CUCTNHG Xpwong Leica
Biosystems’ BOND. OAa Ta TrepioTarikd amoauvoébnkav amd Tig TTANpogopieg TautoTroinang acBevolg kai
OUVOBEUTNKAY OTTO KAIVIKG OTOIXEIQ OXETIKA HE TO péyeBog, To aTAdIO, TO BaBud TOU GyKOU Kai TNV KaTdoTaon
UTTOBOXEWV OIOTPOYOVWV.

‘OAeg 01 Xpwauéveg avTikeIeVo@dpol TIAAKES KaAU@Bnkav (masked) kai BaBpoAoyrBnkav We Tuxaiotoinpévo
TPOTTO ATT6 EUTTEIPOUG YVwHOTEUOVTEG OE BUO ToTroBETiEG. Na TV avaAuon cup@wviag 2x2, ol BabuoAoyieg
EPUNVEUTNKAV WG OPVNTIKEG €AV N éviaon xpwaong Atav 0 A 1+, kai BeTikES yia TIG BaBuoloyieg xpwaong 2+ 1y
3+. Na v avdAuon oupewviag 3x3, oI BaBuoAoyieg epunvelTNKAV WG apvnTIKEG EAV N €viaon Xpwaong ATav
0 R 1+, umomrTeg yia Tig BaBuoloyieg 2+ kar BETIKES yia TIG BaBpoloyieg xpwang 3+. Ta dedopéva KaToTTV
avaAuBnkav yia T oupewvia BETIKAG XpWOng Kal T CUPQWVIa apvnTIKAG XPWong.

AmoteAéopoTa CUNPWVIOG 2x2

2€ aQuTAv TNV KUpIa av@Auan, Ta atroteAéapaTa Twv duo egetdocwy (Bond Oracle HER2 IHC System kai Dako
HercepTest) Tagivopouvtal wg apvntika (0,1+) i BeTIKE (2+, 3+). O1 ouXVOTNTES KOl TwV TEGCAPWY TBAVWV
ouvduaopwyv TpoBaAlovtal ae poper Tivaka 2x2 (BA. Mivaka 6). Kartdmv utoloyioTnke 1o TTO00CTO
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OUVOAIKAG OUPPWViag Baaer auTol Tou Trivaka 2x2, cuvodeudpevo amd akpiBég didatnua agiomaTiag 95%
(Me Bdon TN BILWVUNIKA KATOVOUR).

Z0u@wva e T pndevikr utrdBean (Hy), évavti Tng otoiag TiBevral Ta KpiTApia emmTuUxiag, n oupewvia dev
utrepPBaivel 10 75%.

H mapatnpnBeioa oupgwvia yia 431 deiypata petagl Twv SUo egeTdocwy o€ avaAuon 2x2 avAABe aTo
92,34% (398/431) pe AA 95% amd 89,42% £wg 94,67%. Auta Ta dedopéva UTToaTNPEICOUV TV aTrOPPIYn TG
undevikAg umeBeong (Hy), TTwg n oupgwvia dev utrepaivel 10 75% pe TiurA p<0,0001.

To mooooTd OeTikAG Zupgwviag (euaiobnaia) 1 n kavotnta Tou Bond Oracle HER2 IHC System va
avayvwpilel opBa Ta BeTikd TrEpIoTaTIkd Tou HercepTest (To ToooaTé Selypdtwy 1600 Tou Bond Oracle HER2
IHC System 600 kai Tou HercepTest Tou BaBuoAoyriBnkav wg BeTikd, atrd oAa ta BeTIKE TTEPIOTATIKE TOU
HercepTest) aviiABe o€ 84,87% (129/152) pe AA 95% amd 78,17% £wg 90,16%. To oc00Td ApVNTIKAG
Tupowviag (e1BIkOTTA) 1 N IKAVOTNTA TNG €§€TAONG va avayvwpidel opBd Ta apvnTIKG TIEPIOTATIKG TOU
HercepTest (to mooooTd Twv delyudtwy 1600 Tou Bond Oracle HER2 IHC System éoo kai Tou HercepTest
TTou BabuoAoyRBnkav wg apvnTikg, atmd dAa Ta apvnTika TrepioTaTika Tou HercepTest ) aviiABe oe 96,42%
(269/279) pe AA 95% a6 93,51% Ewg 98,27%.

HercepTest
ApvnTikd O¢TIKd Y0voho
BondOracleHER2IHC | ApvnTikd 269 23 292
System Oetika 10 129 139
SOvolo 279 152 431

Tupowvia 2x2 (AA 95%) = 92,34% (89,42 ¢wg 94,67%), p<0,0001

Mivakag 6. Supguwvia 2x2 Tou Bond Oracle HER2 IHC System pe 10 HercepTest

ATroteAéopaTa gup@wviag 3x3

Ta dedopéva opadomroiniBnkav wg apvnTika (0 A 1+), UtroTTa (2+) A BeTikd (3+) yia v avdAuon 3x3 kai
eupavioav oupuwvia 86,54% (373/431) pe AA 95% amd 82,95% éwg 89.62%. Emouévwg, n pndevikr
uméBean (H,) Twg n oupgwvia dev utrepBaivel 10 75% amoppigBnke pe ipr p<0,0001.

To Moo00T6 OeTIKAG ZuPwviag 3+ (To TToooaTo delyuaTwy T600 Tou Bond Oracle HER2 IHC System 6oo
Kai Tou HercepTest ou BaBuoloyrénkav wg 3+ BeTikd atrd dAa Ta 3+ BeTIKE TepIoTATIKA ToU HercepTest)
o€ auTAV TN PeAETN avAABe oe 73,33% (66/90) pe AA 95% amod 62,97% éwg 82,11%. To ToooaTd ApvNTIKAG
Zup@wviag aviABe o€ 96,42% (269/279) pe AA 95% atrd 93,51% éwg 98,27. BA. Mivaka 7.

HercepTest
ApvnTiKa 2+ 3+ ZUvoho
on1+)
BondOracleHER2 | Apvntikd 269 23 0 292
IHC System on1+)
2+ 10 38 24 72
3+ 0 1 66 67
Y0Ovolo 279 62 90 431

TupQuvVia 3x3 (AA 95%) = 86,54% (82,95% £wc 89,62 %), p<0.0001
Mivakag 7. Supgwvia 3x3 Tou Bond Oracle HER2 IHC System pe 10 HercepTest

Zuvoyilovtag, Ta dedopéva TTou TrapAxenoav og authv T PeAET deixvouv TTwg To Bond Oracle HER2 IHC
System ptopei va xpnoipotoinBei wg Bonbnua otov kabopiopd TG emAoyng Bepateiag pe Herceptin®
(trastuzumab) , pe Béon TNV uwnAf cup@wvia Tou pe To HercepTest.
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KAivikii oup@wvia Tou Bond Oracle HER2 IHC System 1o PathVysion HER-2

DNA Probe Kit

To Mépog 2 NG HEAETNG OXEBIAOTNKE Yia va MEAETHOEI TN SUP@wVia peTagl Tou Bond Oracle HER2 IHC System
ka1 Tou Abbott Molecular PathVysion HER-2 DNA Probe Kit, 1o otroio kai Bgwpeital 1o «xpuad TTpoTuTIoN Yia
Tov Trpoadiopioud reflex agloAdynong yovidiwv 6Tav XpnaoluoTroieiTal Jadi Pe TNV avoooioToXNHEI yia TV
HER2.

AuTH n PENETN eKTEAEDTNKE OTIG iBIEG EPEUVNTIKEG TOTTOBETIEG Kal e TNV idia KOOPTN PEAETNG OTTWG Kal OTO
Mépog 1. Oha Ta TrepioTaTiké utroAnBnkav oe xpwaon pe 1o Abbott Molecular PathVysion HER-2 DNA
Probe Kit oUpowva pe Tig 0dnyieg Tou KATaoKeUaaTH, OTIwG auTEG KaBopidovTal aTo GUAAO 0dNYIWV XPARONG.
Aiadoyikég Topég amrd KABe repIoTaTiko utroBARBnkav e xpwon pe To Bond Oracle HER2 IHC System og
TTAPWG auTOpaTOTTOINPEVO, TTPONYUéVo auoTtnua xpwong BOND (ammé 1o Mépog 1 NG KAIVIKAG HEAETNG).
AT Ta 431 TepioTaTikd Tou UTTORARBNKAV OE XPWaon, O€ TPEIG TTEPITITWOEIG OV APBnKe atroTéAeoua
Myw averrapkoUg UBPIBIOHOU TOU QVIKVEUTH. ZUVETTWG, O OUVOAIKAG apiBudg TG KoopTng aviAbe ot
428 mrepioTaTikd.

‘OAeg 01 XpwOopEVeg aVTIKEINEVOPOPOI TTAAKEG BaBuooynBnkav ammd EUTTEIPOUG YvwUaATEUOVTEG OE OUO
€PEUVNTIKEG TOTTOBETIES. Ma TNV avaAuan cupgwviag 3x2, ol Babuoloyieg epunvelTNKaV WG aPVNTIKEG, £V
0 Adyog evioyxuong yovidiou HER2/CEP17 rjtav pikpdTepog (<) atmod 2,0 kai BeTIkEG av ATaV peyaAUTEPOG
ioog (>) Tou 2,0 petd amd pétpnon 20 KAPKIVIKWY KUTTEPWV.

ATroteAéopaTa oup@wviag 3x2

H maparnpnBeioa cupgwvia yia 428 deiypara PeTagu Twv dUo eAéyxwv o€ avaiuon 3x2 aviABe oTo 87,6%
(375/428) e AA 95% petagy 84% kai 90%.

To oo00Té OETIKAG Zupguwviag (euaiobnaia) r n kavotnta Tou Bond Oracle HER2 IHC System va
avayvwpilel opBd Ta BeTikd TrepioTaTikd Tou PathVysion (To TToooaTé delypdtwy 1éoo Tou Bond Oracle HER2
IHC System 600 kai Tou PathVysion Trou BaBuoAoyBnkav wg BeTikd, atrd dAa ta BETIKE TTEPIOTATIKE TOU
PathVysion) aviiABe o€ 93,8% (61+30/97) pe AA 95% amé 86,8% éwg 97,4%.

To T0000TO ApVNTIKAG ZUPPWViag (I81KETNTa) 1 N IKavATNTA TNG £§ETAONG va avayvwpidel opBa Ta apvnTika
mepioTanikd Tou PathVysion (to mooooté Twv delyudtwy Tou Bond Oracle HER2 IHC System kai tou
PathViysion Trou BaBpoloyrBnkav wg apvnTikd ammé 6Aa Ta apvnTIKG TTrepioTaTik@ Tou PathVysion ) Arav
85,8% (284/331) pe AA 95% amd 81,6% éwg 89,2%. BA. Mivaka 8.

PathVysion HER-2 DNA Probe Kit
ApvnTika OcTIké Y0Ovolo
BondOracleHER2IHC | 0/1+ 284 6 290
System 24 41 30 71
3+ 6 61 67
S0Ovolo 331 97 428

ZUVOANIKH Zupewvia (AA 95%) = 87,6% (84 £wg 90%)

Mivakag 8. Zupguwvia 3x2 e xpwong Bond Oracle HER2 IHC System pe 1o kit PathVlysion HER-2 DNA Probe.
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AvoooavTISpaoTIKOTNTA — KaTdAoyog QUOIOAOYIKWY IOTWV

. . Mpdtumo xpwong
TOmog loTov
HER2 Primary Antibody HER2 Negative Control
Emveppidio ApvnTikd ApvnTikod
Mapeyke@ahida ApvNTIKO ApvnTiko
Eyképalog ApvnTikd ApvnTikd
MaoToc ApvnTiko ApvnTikd
MUENOC TWV 00TOV ApvnTiKO ApvnTIkO
Maxu évtepo ApvNnTIKO ApvnTtikd
OlOO(PdVOC ApVI’]TlK() AprTl'lKC')
O@Baluodg ApvnTikd ApvnTiKS
MéETpLa KUTTAPOTAACHATIKA XPWon,
Ynépuon mapatnenOnke o€ KUTTapa umdéeuong | ApvnTikd
(1/3)
Neppog ApvnTiko ApvnTikd
Napuyyag ApvnTiko ApvnTiKO
‘Hmap ApvnTiko ApvnTiKO
Mvevpovag ApvnTiko ApvnTikd
MeooBrhio ApvnTikd ApvnTikd
Qo6nkn ApvnTiko ApvnTikd
MNaykpeag ApvnTiko ApvnTikd
MapaBupeoeldrig ApvnTikd ApvnTikd
Mepipepikod vevpo ApvnTIKO ApvnTiKS
Mpootdtng ApvnTikd ApvnTikd
Siehoydvog adévag ApvnTikd ApvnTikod
Aéppa ApvnTikd ApvnTikd
NemTo éviepo ApvnTikO ApvnTIKO
ImAnvag ApvnTiKO ApvnTikO
AcBEeVI¢ KUTTAPOTTAQOUATIKY XPWOoN,
STOHOXOG mapatnEnOnKe o€ yaoTplkoUg adéveg | ApvnTikd
(2/3)
MPaupWTOC UG ApvnTikd ApvnTikd
‘OpxI¢ ApvnTikd ApvnTikd
Oupog adévag ApvnTikd ApvnTikd
Oupeoeldrig adévag ApvnTikd ApvnTikd
ApuySoAn (@apuyya) ApvnTikd ApvnTikd
TpdyxnAog pritpag ApvnTikO ApvnTikd
Mntpa ApvnTikd ApvnTikd

Mivakag 9. KardAoyog xpwaong guaioAoyiKwv 10Twv
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MeAéTn avatrapaywyipoTnTog

‘EAeyxog akpifeiog evrog ekTEAEONG Kol PETOSU EKTEAETEWV

O éAeyxog akpiBeiag dievepyndnke oTiG eykataoTdoelg TG Leica Biosystems, Newcastle Ltd. O 1016g
TIoU ¥pnoigotroBnke Atav pikpodidragn moAamAwy 1oTwv (TMA) povigoTroinuévng o€ QoppaAdelidn
Kal oknvwyévng oe mapagivn amd v Isu Abxis (Yonsei University Medical Center 134 Shinchon-
dong, Seoul, 120-752 Korea), kai amoteAeito amd 20 10TIKOUG TTupriveg dlopéTpou 4 mm, GInOnTIKOU
Kopkivou Tou paotol. Ta 20 TepioTamik@ emAéxBnkav pe BAon TIG TTPONYOUPEVWG QVTIOTOIXIOHEVES
BaBuohoyieg HER2. Ze auti tn Bdon, ouumepAijebnkav 5 mepiotatkd HER2 3+, 5 mepioTamikd
HER2 2+, 5 repioTanikd HER2 1+ kai 5 mepiotatika 1ng HER2 0.

A. "EAeyxog akpifeiag evrog Tng ekTéAeaNg

O €éheyxog akpifeiag eviog g ektéAeong Twv Bond Oracle HER2 IHC Systems agiohoyriBnke oe 40
O1000xIKEG TopEG aTTé pia TMA ammoteAoUpevn amd 20 dinBnTikoug kapkivoug paaTou kai 40 HER2 Control
Slides. OAeg o1 avTikeiuevo@dpol TTAdkeg uTToBARBnkav oe xpwon Ye 1o Bond Oracle HER2 IHC System
070 TTAPWG QUTOPATOTTOINWEVO, TTPoNYHEVO aloTtnua Xpwang BOND. Or topég utroAnBnkav oe xpwaon
Kot TN Sidpkela Wiag ouvexoUg Tepiddou pe xprion evog Bond Oracle HER2 IHC System amé v idia
KOTOOKEUOOTIKA TTapTida. O Xpwopéveg TOUEG TUAOTTOINBNKAV Kal agloAoyrenKkav e TUXQIOTTOINUEVO
TPOTIO aTTé £va POVO EUTTEIPO YVWHATEUOVTA yia Tov KaBopIopd Tng akpiBeiag evidg TG ekTEAETNG.

Mia a&loAdynon Twv avTIKEINEVOPOPWY TTAAKWY aTTé Tov £AEyX0 aKPIBEIOG EVIOG TNG EKTEAEONG KOTEDEIGE
WG 733/800 (91,63%) Twv onueiwv Sedopévwy eEETaong PTTOpeaav va epunveutolv. 40 anpeia e¢étaong
amokAgioTnkav Adyw Trapouaiag DCIS kai epaitépw 27 dev PTrOPECav va EPUNVEUTOUV AGYw aTTWAEING
dINBnTiKou kapkivou (agopoulaoe 3 Trupriveg). AlokUpavon xpwaong ouvépn oe 61 (8,32%) amd 733 mbavd
oupPBAvTa Xpwong. Ze 37 TEPITITWOEIG, TTapatnperBnke diakUpavon amd 3+ ae 2+ (n = 20) kai atmod 1+ o€
0 (n = 17) ka1 emopévwg dev Ba ouvioToUoE PETATITWON aTTd KAIVIKWG BETIKO O€ KAIVIKWG OpvnTIKO KOl
avtioTpoga o€ agioAdynan dedopévwy 2x2. O1 uTroAoITteg 24 (3,27%) TEPITITWOEIG AVTITIPOCWTTEUAV Mia
petamTwaon armo kAvika apvnTikd (0 f} 1+) o€ KAIVIKG BeTIKS (2+ 1} 3+). Tipr emmtuyiag = 96,7% (AA 95% =
95,15% €wg 97,81%).

B. "EAeyxog akpiBeiag peTagu ekteAéoEWV

O éAeyxog akpiBeiog petagu ekteAéacwv Tou Bond Oracle HER2 IHC System aglohoyriBnke o€ 24 S1adoxIKEG
Topég TTou AeBnkav atd pia TMA, amrotehoUpevn até 20 dindnTikoUg kapkivoug pacTol kai 24 HER2
Control Slides. OAeg o1 avTiKeluevo@opol TTAAKEG UTTOBArBNKav o€ Xpwon pe 1o Bond Oracle HER2 IHC
System g70 TTAPWG AUTOPATOTIOINKEVO, TTPONYKEVO aUaTNHA Xpwong BOND. Or avTIKEINEVOQOPOI TIAAKES
aglohoynBnkav oe 8 avegaptnTeg eKTEAEDEIG TTOU DlEvePynBnKkav aTo idIo EPYACTHPIO O€ TPEIG BIOPOPETIKEG
TEPITITWOEIG, Je Xprion evog Bond Oracle HER2 IHC System 1ng idlag kataokeuaoTikAg TrapTidag. Ol
XPWOUEVEG TOUEG TUGAOTTOINBNKAV Kal agloAoyrnBnkav e TuxaloTroiNpévo TPATTO aTrd éva POvVo EUTTEIPO
yvwuaredovTal yia Tov KaBopiopo TG akpiBeag PETAGU Twv EKTEAETEWV.

Mia afioAdynon Twv avTIKEINEVOPOPpWY TTAGKWY aTTé Tov €AeyXo OKpIBEiag PETAU Twv eKTEAECEWV
KaTédelge Twg 456/480 (95,00%) Twv onueiwy GeBOUEVWV EEETAONG UTTOPECAV VO EPUNVEUTOUV. 24 OnpEia
OeOOpEVWV OEV UTTOPEAV VO EPUNVEUTOUV Adyw aTTWAEIDG dINBNTIKOU dyKou (TTou a@opoUaoe 5 TTUPVEG).
AlokUpavon xpwong ouvépn ot 42 (9,21%) amd 456 mbavd onueia dedopévwy. Ze 30 TTEPITTWOEIS,
TrapatnerBnke diakUpavan amo 3+ ag 2+ (n = 10) kai atmé 1+ og 0 (n = 20) Kai eTTopévwg Sev Ba ouvioTouoE
PETATTTWON oo KAIVIKWG BETIKG 0€ KAIVIKWG apvnTikO 1) avTioTpopa o€ agiohdynon dedopévwy 2x2. O1
uttoAoITreg 12 (2,63%) TIEQITITWOEIG QVTITTPOCWITEUAV Wia PETETITWON atmd KAIVIKE apvnTiko (0 A 1+) o€
KAIVIKG BETIKO (2+ 1) 3+). Tiur) emtuyiag = 97,37% (AA 95% = 95,90% £wg 98,77%).

. Avamrapaywyipérnra maprtidag wpog mapTida
[Ma Tov kaBopIoud TNG avatapaywyIpdTNTag TTaPTIdAg TTPOG TTaPTIOA, KATaoKEUdaTnkav 3 TrapTideg Bond
Oracle HER2 IHC Systems ut6 GMP o€ 3 SI0@OpETIKEG TTEPITITWOEIG Kal agloAoynBnkav o€ 24 Topég
Kapkivou Tou paoToU (24 onpeia dedopévwy egETaang) Tou AeBnkav amd 4 SIapopETIKE UTTAOK IOTWV TTOU
gixav povigotroinOei o€ popuaAdelidn kai oknvwbei o€ TTapagivn (avTIPOowWTTEUOVTAG TIG EVTAGEIG XPWONG
HER2 0, 1+, 2+ ka1 3+) ka1 o€ Tpia HER2 Control Slides (12 onueia edopévwv pdptupa). AlevepyriBnkav
TPEIG aVEEAPTNTEG EKTEAEDEIG EVTOG TOU iDIOU EPYAOTNPIOU O TPEIG DIAPOPETIKEG TTEQITITWOEIG. € KAOE
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ia xpnoigotroiiBnke dIaQopETIKA kataokeuaoTikh TapTida Tou Bond Oracle HER2 IHC System. OAeg
ol avTikeIevo@dpol TTAdkeg uttofARBnkav ag xpwon pe 1o Bond Oracle HER2 IHC System oe mAfpwg
auTopaToTToINUEVO, TIPponypévo alaTnpa Xpwang BOND. O xpwopéveg avTiKeIuevopdpol KaAugdnkav
Kol agloAoyrBnkav Je TUXAIOTTOINKEVO TPATTO aTTO £va HOVO EUTTEIPO YVWHATEUOVTA YIa TOV KOBOPIoUS TNG
QavaTrapaywyigétnTag TapTidag TPog TapTida.

Mia agloAdynon Twv avTiKeIuEvoPdpwv TTAAKWY (EGETAOEIG KaI JAPTUPEG) aTTO TNV £PEUVA TIAPTIOAG TTPOG
TrapTida kaTédeIge TTwG 36/36 anueia dedopévwy dev UTTOPECAV VA EPUNVEUTOUV. Agv GUVERN BlaKUpavon
Xpwong ota 36 onueia dedopévwy PETAEU TwV TPIWV JIOPOPETIKWY KATOOKEUAOTIKWY TIAPTIOWY TOU
Bond Oracle HER2 IHC System. H xpwon pe 10 Bond Oracle HER2 IHC System civai ouvetmg amé
KOTOOKEUOOTIKF TTApTid 0€ KATAOKEUAOTIKN TTapTiOA.

. AvatrapaywyipoTnTa HETagu epyaoTnpiwv

O éAeyxog avaTrapaywyidotnTag Yetagl epyaotnpiwv Tou Bond Oracle HER2 IHC System aglohoynonke
o¢ 3 ToTroBeaieg, 0TI eykaraoTaaoelg TG Leica Biosystems Newcastle (TomroBeaia A), kai dUo avegdptnTa
epyaoTipla (TorroBeoieg B kai C) e alvolo 192 Touwv amé pia TMA amoteAoUpevn amd 20 SinbnTikoug
6ykoug paaTou Kai 24 HER2 Control Slides. Ao Tig 192 Topég Tng TMA Trou utroBABnKav o€ xpwaon,
96 utroBARenKav ae xpwon pe 1o HER2 Primary Antibody kai 96 pe 1o avnidpaoTrpio HER2 Negative
Control. OAeg o1 avTikelpevo@opol TTAAKeS uTToBARBNkav o€ xpwon pe 1o Bond Oracle HER2 IHC System
o€ TTAfpwWG auTtopaTotoinuévo, ponypévo ouotnua BOND. Or avikeigevo@dpol TTAAKEG agloAoyriBnkav
oe 8 avefdptnteg exkTeAéoelg TTou dievepynOnkav o€ k&Be pia amd TIG 3 DIAPOPETIKEG EPEUVNTIKEG
ToToBeoieg e xprion evég Bond Oracle HER2 IHC System amé v idia kataokeuaoTikr) apTtida. O
XPWOUEVES QVTIKEINEVOPOPOI TIAAKES TUPAOTTOIRBNKAV Kal agloAoyRBnKav pe TUXAIOTTOINKEVO TPOTTO aTTO
£va POvo EPTTEIPO YVwpaTEUOVTA OTIG EyKaTaoTACEIG TNG Leica Biosystems, Newcastle yia Tov kaBopiopd
NG avatapaywyiuoTNTag YETagy epyaoTnpiwy.

Mia agloAdynon Twv QvTIKEIHEVOPOPWY TIAGKWV aTiO TNV €PEUVA avVATIOPAYWYINOTNTAG UETALU
epyaoTnpiwy Katédelge Twg 1477/1920 (76,93%) Twv onueiwv dedopévwy egétaong Pmdpecav va
epunveuTolV. 443 onpeia dedopévy ¢ETAONG dev PTTOPETAV EPUNVEUTOUV AGYW:

a) ea@aiuévng atrddoong TNG AvTIKEINEVOPOPOU TTAAKAG pdpTupa HER2 o€ 2/24 TrepImTiioeig 0dnywvTag
o€ OmoKAEIoNO 2 ekTeAéoewv/160 onueiwv dedopévwy egetaong. Autd To OUPBAV CUVERN Wia @opd
otnv TotroBeaia A kal pia gopd otnv TotroBeaia B (apaipébnkav 80 onueia dedopévwy egETaong avd
€PEUVNTIKY| TOTTOBECIQ).

B)AtrékAion atré 1o ox£610 EAEyxou aTnv TotroBeaia C, katd TNV oTToia 24 aVTIKEINEVOPOPOI avTIXPWONKav
XelpokivnTa pe aigoato§uAivn petd ammd xpwon pe Bond Oracle HER2 IHC System. Aut6 odrynoe o€
UTTEPPBOAIKN aVTiXpWOn TOOO TwV QVTIKEINEVOPOPWY TTAaKWwY paptipwv HER2 600 kai Twv TMA pe
amotéAeopa TV agaipeon 240 onpeiwv dedopévwy e&Etaong

y) AttwAcia 8inBnTiKoU 10TOU TTIou 0drynoe o€ agaipeon 23 onueiwv dedopévwy e&Etaong. Autd To
oupBav ouvéPn o€ 23 TEPITTTWOEIG OTNV ToTToBECIa A KaIl ATV GECO OTTOTEAEOHA OTTWAEING IGTOU KATE
T dnuioupyia Tou uTThok TMA a6 192 diadoyikég Touég TMA TTou amraitodvTav yia TnV OAOKApwaon
QUTAG TNG £PEUVAG.

6) Mn epunvelaoiun xpwaon Adyw averrapkoug TTAUONG atTd TO TTAPWS AUTOPATOTIOINKWEVO, TTPONYUEVO
oloTnua xpwong BOND. odnywvtag o€ agaipeon 20 onpeiwy dedopévwy.

Mia agioAdynon Twv epunveloIgwy QVTIKEILEVOPOPWY TTAOKWY OTNV EPEUVA AKPIBEING HETALU EpyacTnpiwv
katédeige wg o€ 79 (5,28%) omd 1477 mBava cupBavia xpwong ouvéRn diakupavon xpwong. Ao
auTtd, 14/1477 (0,95%) TTEPITTTWOEIG AVTITIPOOWTTEUAV dlaKUPAvaelg ammd 0 ae 1+ i ammd 2+ oe 3+ Kai
WG TETOIEG, DEV QVTITIPOOWTTEUQV EVOEXOUEVO UETATITWONG aTO KAIVIKG BETIKO OE KAIVIKG apvnTiKd A
avtioTpoga ot agioAdynon Sedopévwy 2x2. Tiur emruyiag = 99,05% (AA 95% = 98,42% £wg 99,46%).
Aé 1a 14 oupBdvta xpwong, 5/1477 (0,34%) oupBdavia xpwong cuvéBNoavV OTIG EYKATAOTACEIG TNG
Leica Biosystems, Newcastle, Ltd (TormoBeoia A), 8/1477 (0,54%) ouvéBnoav otnv TotoBeaia B kai
1/1477 (0,07%) ouvéBn otnv TomroBeaia C.

Ta umréhormma 65/1477 (4,40%) oupBdvta xpwaong emédeigav diakupavan omd 2+ ge 1+ f amé 2+ og 0
Kal ETTOPéVWG Ba QVTITIPOCWTTEUAV PETATTTWAON attd KAIVIKG BETIKG o€ KAIVIKG apvnTikO A avTioTpoga o€
agloAoynon dedopévwy 2x2. Tipn emmruyiag = 95,6% (AA 95% = 94,42% £wg 96,54%). ATto TiG 65 KAIVIKE
onpavTikég UETABOAEG, 11/65 (16,9%) ouvéPnoav oTig eykataoTaoelg Tng Leica Biosystems, Newcastle,
Ltd (TomroBeaia A), 24/65 (36,9%) ouvéBnoav otnv TommoBecia B kai 30/65 (46,1%) ouvéBnoav otnv
TommoBecia C. Ao TIG KAIVIKG onuavTikEG PETOROAEG, o€ Kapia TrepiTwon dev UTTAPEE PETATITWON
amoteAéopatog amd 3+ ae apvnTiké (0 1y 1+) A avtioTpoa.
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E. Avatrapaywyigotnta HETASU YVWHATEUOVTWY

AT 40 Tuyaio emAgypéva TTEPIOTOTIKA dINBNTIKOU KApKivou Tou WaaToU, WE ion katavour KABe piag
amé Tig Babporoyieg HER2 IHC (ioToTepdyia extopng) An@Bnkav Topég Kai Trapadobnkav atnv Leica
Biosystems, Newcastle (TommoBeaia A), otnv TommoBeaia B kai aTnv Tommobeaia C yia xpwan Kal epunveia.
O1 Topég TUAOTTOINBNKAV Kal TuyaloToIRBNKav og KGBe TotoBeaia Trpiv aré T BabuoAdynar| Toug. H
HETAGU TWV YVWHOTEUOVTWV CUPQWVIa PETAgU Twv dUo ave§aptnTwv KAIVIKWY TorroBeaiwv B kai C aviAe
o€ 87,5% (AA 95% = 73,3% €wg 95,8%). H oupgwvia petagu g TotroBeaiag B kai Tng TotmoBeaiag C
ka1 TG Leica Biosystems Newcastle, Ltd firav 92,5% (AA 95% = 79,6% éwg 98,4%) ka1 85% (AA 95% =
70,1% €wg 94,29%) avTioToixa. H avaAuon TG ouvoAIKAG CUUTITWONG PETASU TWV TPIWV YVWHOTEUOVTWY
(A, B, C) irav 82,50%.

Z. AkpiBeia petagu opyavwyv (BOND-MAX v BOND-III)
O éheyxog akpifeiag petagl opydvwy, €yive pe xprion tou Bond Oracle HER2 IHC System ot
dia avegdptntn, eupwttaikh epeuvnTikr TomoBeaia. Ta deiypara Tou eCetdoTnkav Aednkav améd
povigoTroinuéveg o€ opHaAdETdN Kal oKNVWHEVES O€ TIAPAPivn OAIKEG TOPEG EKATOV TPIAVTA OKTW (138)
TrEPIOTATIKG SINBNTIKOU KAPKiVOU Tou pacTou (IoToTepdyia BEAGVNG WEYAANG SIOPETPOU Kai IOTOTENAXIO
ekTOUAG). O €Aeyx0oG PETAGU OpyAvWwY EKTEAEOTNKE TIPOOTITIKG EVIOG TNG EPEUVNTIKAG TOTToBETiag, e
xpwon diadoxIkwv Touwv ota cucThpata BOND-MAX kai BOND-III. Tpia (3) TepioTatikd BswpriBnkav
akatdAANAa Adyw aveTTdpkelag OeiyOTOG/OYKOU Kal aQaIpEBNKAV aTrd T PEAETN.
Ye kdBe 6pyavo xpnoiyotoiriBnkav TravopoléTutol apiBuoi Traptidag Bond Oracle HER2 IHC System
Kal CUPTTANPWHATIKWY avTidpaaTnpiwy yia 1o 6pyavo BOND. O1 Topég xpwpatiotnkav avadpopikd. O
QVTIKEINEVOPOPOI TIAAKEG EPUNVEUTNKAV OTNV EPEUVNTIKN TOTTOBECTO 0T £va UOVO EUTTEIPO YVWHATEUOVTA,
yia Tov KaBapioud Tng akpiBeiag PETagu Twv opyavwy.
H aioAdynon Twv avTIKEINEVOPOPWY TTAAKWYV aTTé ToV EAEYX0 akpifeiag eTagu opydvwy EDEIGE CUPPWVIa
2x2 petagu BeTikdv (2+, 3+) kai apvnTikwv (0, 1+) TG Tagewg Tou 94,2% (130/138) pe AA 95% amd
88,9 £wg 97,5% ka1 oup@uwvia 3x3 petagu BeTikwy (3+), UTroTrTwy (2+) Kot apvnTikwy (0, 1+) TG TagEwg
Tou 87,0% (120/138) pe AA 95% a6 80,2 éwg 92,1%.

EAAnvikd I

BOND-MAX
ApvnTikd (0/1+) | OgTikd (2/3+) >0voho
Apvntika (0/1+) 80 1 81
BOND-III Oetikd (2/3+) 7 50 57
Y0Ovolo 87 51 138

TuvoNikr Supguvia (A 95%) = 94,2% (88,9 éwg 97,5%)

Mivakag 10. Supgwvia xpwong 2x2 e 1o Bond Oracle HER2 IHC System ora ouotrjuara BOND-MAX kai BOND-III.

BOND-MAX
Apvntika (0/1+) | "Ymomta (2+) OeTIKA (3+4) YUvolo
Apvntikd (0/1+) | 80 1 0 81
BOND-III "Yromta (2+) 6 5 1 12
OeTIKA (3+) 1 9 35 45
S0Ovoho 87 15 36 138

ZUvoAIKn Zupwvia (AA 95%) = 87,0% (80,2 £wg 92,1%)

Mivakag 11. Zupwvia xpwong 3x3 pe To Bond Oracle HER2 IHC System ata ouorriuara BOND-MAX kai BOND-III.

Suvoyilovtag, Ta dedopéva Tou TrapAxOnoav oe authv Tn PeAETN KaTadeikviouv uywnAd TooooTd
OuUPQWViag PETAEU Twv ouaTnudTwy Leica Biosystems’ BOND-MAX kai BOND-III 61av agiohoyoUvTal pe
xprion Tou Bond Oracle HER2 IHC System.
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AvtigeTwmon TpoBAnudTwY

MpopAnua MBavn artia Evépyela emiduong
Anouoia H ektéAeon akupwOnke Me xprion tou Aoylopikol BOND, emBefaiwote
OVOOOIGTOXNMIKNAG mipv amd TNV OAOKANPWOH | TNV TTApousia oTTolwVENHTIOTE AVAPEPOUEVWV
xpwong ng OQAAUATWY KATA TNV EKTENEON XPWONG Kal
QVTIPETWTOTE Ta CUPPWVA UE TIG 08nyieg 0To
Aoyiopikd BOND.
AavBaopévn emoyn BeBaiwbeite mwg n evdedetypévn mpoemAoyn gival
TPWTOKOA OV n *IHC Protocol H oto medio mpwtokdANou xpwong
Tou mhaitoiou Stahdyou Add slide.
AVETapKNG BeBaiwbeite mwg €xel emAeyei n Aertoupyia
amomapa@ivwon Twv *Dewax amno 1o nedio MpoeTolpaciag Tou matsiouv
TOPWV Slahoyou Add slide.
Alavopur akatdAAnAwv BeBawwbeite mw¢ 6Aa ta avtidpaotripta BOND
0OUOKELAOTWY €xouv TomoBeTNOEl 0TOU KATAANAOUC TTEPIEKTEC
avtidpaotnpiwv QOUOKEVAOTWVY AVTISPACTNPIWV KAl TTWE £XOUV
TomoBetnBei 0TI evdedelypéveg BEoelg Tou
opydvou.
EmuodAuvon tou BOND Xpnotuomotote gpéoko BOND Wash Solution
Wash Solution pe alidio TTOPACKEVAOHEVO OTNV KATANNAN TTUKVOTNTA
TOU vatpiou gpyaciagc.
AoBevi¢ €181kn NavBaopévn avaktnon BePaiwBeite mwg €xouv TomoBeTnOei Ta KATAMNAA

avVOOOIoTOXNUIKN XPWon

EMTOTWV

avudpaotrpia BOND Epitope Retrieval otoug
OWOTOUG TIEPIEKTEG ACUOKEVAOTWY AVTISPAOTNPIWY
KAl TTwG TO AoyIopikd BOND éxel mpoemAééel To
KATAANAO TTPWTOKOANO avakTtnong emtonwy *HIER
25 min with *ER1 (97).

AKATEANAN povipomoinon
1 ene€epyacia Tou
Seiypatog e€€étaong

BeBaiwbeite mwg €xel xpnotpomoinOei
povipomoInTiké e Baon tn @oppardelidn kat Twg
Ta xpovodlaypappata eme€epyaociag evoeikvuvtal
yta 1o Seiypa mou umofBaA\etal og e€€taon.

To Bond Oracle HER2 IHC
System xpnotpomoleitat
HETA TNV TapENEUON TNG
nuepopnviag Argng tov

BeBaiwbeite mw¢ to Bond Oracle HER2 IHC
System xpnotgomnolgital evtog TG KaBopiopévng
nuepounviag AMéng tou.

YmepBoikn| €181k
QAVOOOIOTOXNHIKN XPWon

AavBaopévn avaktnon
EMTOTWV

BeBaiwbeite mwg €xouv TomoBetnOei Ta KATAMNNAA
avtidpaotrpia BOND Epitope Retrieval

OTOUG OWOTOUG TIEPIEKTEG ACUOKEVAOTWY
avTidpaotnpiwv Kat Twg To Aoylopikd BOND éxel
npoemAé€el To *HIER 25 min with ER1 (97).

AlakOpavon xpwong

BeBawwbeite mwg éxel xpnotpomoinOei
HOVILOTIOINTIKO e BAon TN @OopHaASElSN Kal TTw¢
Ta xpovodiaypdupata enegepyaciag evdeikvuvtal
yta to Seiypa mou umoBENeTIa o€ éNeyxo. Edv gival
EPIKTO, EMAVONABETE TNV €€ETAON TOU TIEPIOTATIKOV
pe xprion Stagopetikou pmhok. Edv auto Sev eival
EPIKTO, a€IONOYNAOTE TIG TIEPLOXEG LUE TA KAAUTEPQ
TPATUTIA PHOVIHOTIOINONG 0 CUVOUAOHO WE pia
avtioTotxn Toun Xpwopévng pe H&E.
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MpdBANua MiBavn artia Evépyela emiluong
Mn €81kn xpwon Awavopur akataAAnAwv BeBaiwbeite mwg 6Aa Ta avtidpaotripla BOND
urofadpou QCUOKEVAOTWY €xouv TomoBeTnOel 0TOU KATAANAOUG TIEPIEKTEG

avTidpaotnpiwv

AOUOKEVAOTWV AVTISPACTNPIWV KAl TTWE AUTOl
£xouv tomoBetnOei oTIC evOedelypéveg BEoELG TOU
opyavou.

AvemapKig
anomnapagivwon Twv
TOPWV

BeBaiBwOeite mwg €xel emAeyei *Dewax oto medio
MNpoeToaciag Tou mhaiciou SiaAdyou Add slide.

Mn €6ikn
QAVOOOICTOXNMIKA
Slactavpoupevn
avtidpaon oTov 1010

Avatpé€te otnv meplypa®n Tou Bond Oracle
HER2 IHC System OX€TIKA JE TNV GUCIONOYIKN
SlaoTaupoUpEVN aVTISPACTIKOTNTA IOTOU
(avatpé€te otov MNivaka 13).

Mn 161kn
QAVOOOICTOXNHIKA
SlaoTaupoupevn
avtidpaon pe mePLOXEC
VEKPWTIKOU 1OTOU

BeBawwBeite mwg €xel xpnotpomotnOei
HOVILOTIOINTIKG e Bdon Tn @oppaldelion Kat Twg
Ta xpovodiaypdupata emegepyaciag evdeikvuvTtal
yla to Seiypa mou UMIoBANETIa o€ Neyxo. Edv gival
£QIKTO, EMAVANAPETE TOV EAEYXO TOU TIEPIOTATIKOU
Ue xprion SlapopeTikol oK. Eav auto Sev sivat
£QIKTO, 0€IONOYNOTE TIG TIEPLOKEG ME TA KAAUTEPQ
TPATUTTIA HOVIIOTIOINONG O CUVSUAGHO HE pia
avTtioTolxn Topn Xpwopévng pe H&E.

Texviko o@alpa Enpavong | Edv ol avTikelpevo@opol MAAKES TTPOKELTAL va

LETE TNV OAoKARpwon piag | UTOPANBoUV ot ekTéAeon katd T S1APKeLa TNG

EKTENEONC XPWONC vUXTag, oLVIOTATAL N XPHoN TN AslToupyiag
kaBuotepnuévng évapéng tov BOND. BePBaiwbeite
TTWG UTTAPXEL EMAPKAG OYKOC ATECTAYUEVOU
1} ATTIOVIOEVOU VEPOU Yia TN Stavopr OTIg
QAVTIKEIMEVOPOPOUG TTAAKEG YIa AuTO To SidoTnua,
WOTE va unv EnpavBoulv ol avTIKEINEVOPOPOL
TIAGKeC.

ToEC TTPOOKOAMNEVEG XPNOIUOTIOIOTE AVTIKEIUEVOPOPOUC TIAAKES

OTIC AVTIKEILEVOPOPOUG Xwpi¢ dpulo (Leica BOND Plus Slides — kw&1kdg

TIAGKEC pie T BorBeta TPOI6VToG S21.2113 1} Apex BOND Slides kwSikog

TPOCHETWV ApUAOU

npoiévtog 3800040).

ATTOKOANEVOG L1OTOG
Ao AVTIKEIUEVOPOPO/-
0U¢ MAAKa/-¢ acBevouc/
paptupa

Xprion AavBacuévou
TUTIOU QVTIKEIMEVOPOPWV
TAGKWV 1 aKATAAANAN
AMOOTPAYYION TNG TOUNG

BeBaiwbeite mw¢ xpnotpomolovvTal KATAANAEG
QAVTIKEIMEVOPOPOL TTAAKEG YA TIG TOPEG aoBevoUlg/
pdptupa (Leica BOND Plus Slides — kwdikdg
mPoI6vTog S21.2113 1) Apex BOND Slides kwdikdg
mpoidvTog 3800040) BeBaiwbeite mwg ot AVTIKEL-
HEVOPOPOL TTAAKEG UTTOBANNOVTAL OE KATAANAN
aAmooTPAYYIoN Kal TwG enwdalovtal yia 12-18 wpeg
otoug 37 °C (katd tn Sidpkela g vuXTag). Ot TOpEG
TIOU ATAITOUV TIEPAITEPW TTPOOKOAANGN HITOPOUV
va enwactouv 6toug 60 °C yia akdun pia wpa.

Mivakag 12. O8nyég avriperwmong mpofAnudrwy yia 1o Bond Oracle HER2 IHC System.

Edv ouvavtioete omoiodrmote TTpéBAnua pe 1o Bond Oracle HER2 IHC System 1o otoio dev avagépetal
oTov 08nYy6 avTIPETWTTIONG TTPOPRANUATWY (avaTpégTe aTov Mivaka 12), eMKOIVWVACTE e TO TOTTIKG Turua
TEXVIKAG £EUTTNPETNONG TG Leica Biosystems’ ) pe To diavopéa.
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MpooBnkeg otnVv TPonyouuevn ékdoan
AkpiBeia petagu opyavwv (BOND-MAX v BOND-III).

Hpepounvia ékdoang
13 lavouapiou 2020

Epunveia Twv cupoAwv

o Kwdikog %{ OUNaén p— Ap1Buo6G katahdyou
naptidag

o InvitroSlayvwoTikd ‘ Kataokevuaotng ! EuBpavoto
10TPOTEXVONOYIKO
TPOIdV

E[ﬂ YupBouleuteitetiq W Emapkég g Huepopnvia Aéng
odnyieg xpriong TEPIEXOUEVO YIa EEEE-MM-HH
<n> g€eTaong
SN ApIOUOC OEIPAC

To HercepTest™ €ival egmropiké orjua kai utrékertal og Gdeieg 1810kTnoiag Tng DakoCytomation, Denmark A/S
To Herceptin® eivar eymropiké orjua TG Genentech, Inc. and F. Hoffmann-La Roche Ltd.
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