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CERERE DE PARTICIPARE

Catre Institutia Publica Universitatea de Stat de Medicina si Farmacie "Nicolae
Testemitanu”

Stimati domni,

Ca urmare a anuntului/invitatiei de participare/de preselectie aparut in Buletinul achizitiilor
publice si/sau Jurnalul Oficial al Uniunii Europene, nr. ocds - b3wdp1 - MD - 1780993820199
din 09.06.2026, privind achizitionarea de Reactive de laborator pentru activitatea stiintificd, noi
Medist Grup SRL, am luat cunostintd de conditiile si de cerintele expuse in documentatia de atribuire
si exprimam prin prezenta interesul de a participa, in calitate de ofertant/candidat, neavind obiectii
la documentatia de atribuire.

Data completarii 24.06.2026
Cu stima,
Ofertant/candidat
MEDIST GRUP SRL
Gabriela-Cristina Anghel

Digitally signed by Anghel Gabriela-Cristina
Date: 2026.06.24 08:46:35 EEST

Reason: MoldSign Signature

Location: Moldova

MOLDOVA EUROPEANA

MEDIST Grup S.R.L.

Str. Mitropolit Gavriil Banulescu-Bodoni nr. 25 IDNO: 1018600004516

Oficiul 33, MD-2012 Chisindu, Rep. Moldova TVA: 0508191

Tel./Fax: +373 22 84 94 95 BC Victoriabank SA, Filiala nr. 26 Chisindu
E-mail: office@medist.md IBAN (MDL):MD57V1022242600000269MDL

Web: www.medist.md SWIFT: VICBMD2X469



ORDIN DE PLATA Nr. |251 DATA EMITERII 24 iunie 2026 TIPDOC: 1

PLATITI: 745-28 | LEI sapte sute patru zeci si cinci lei .28 bani
PLATITOR (R) SOCIETATEA CU RASPUNDERE LIMITATA CODUL IBAN: MD59EX0000002251874012MD
MEDI RUP
STGRU COD FISCAL: 1018600004516
PRESTATORUL PLATITOR: B.C. "EXIMBANK" S A. SUCURSALA NR.20 CHISINAU
BENEFICIAR (R) I.P.USMF NICOLAE TESTEMITANU DIN RM CODUL IBAN: MD19AG000000022512015544
COD FISCAL: 1007600000794

PRESTATORUL BENEFICIAR: BCMAIB SA., CENTRALA

DESTINATIA PLATII

Garantia pentru oferta, pt LP nr. 21630248 din 09.06.2026 TIPUL TRANSFERULUI

NORMAL/URGENT
N
COD TRANZACTIE: DATA PRIMIRII: DATA EXECUTARII:
001 24 junie 2026 24 junie 2026 08:39:38
SEMNATURA BANCII: AG6BDOD06C31E437AFD1F43B4BAG588EB

SEMNATURILE EMITENTULUI

SEMNATURA BANCII GABRIELA-CRISTINA ANGHEL
ZUQiXx6dzljwNyPZtlM suSOWB 1np5khbOWxi8zk=
GABRIELA-CRISTINA ANGHEL

ZUQiXx6dzljwNyPZtIM suSOWB 1np5khbOWxi8zk=

Initiat in sistemul Eximbank Online si

MOTIVUL REFUZULUI: autorizat cu Semnatura Digitala




AGENTIA SERVICII PUBLICE A REPUBLICII MOLDOVA

Departamentul inregistrare si licentiere a unitatilor de drept

DECIZIE
privind inregistrarea persoanei juridice

02.02.2018 Dosar Nr. 1018600004516 Serviciul inregistrare a unititilor de
drept mun.Chisinau

Prin cererea depusé la 31.01.2018 s-a solicitat Inregistrarea
Societatea cu Raspundere Limitata "MEDIST GRUP"

Examinind actele prezentate:

Proces-verbal al adunérii de constituire din 31.01.2018

Actele de constituire MEDIST LIFE SCIENCE

Hotirarea Adunirii Generale MEDIST LIFE SCIENCE nr. 1 din 15.01.2018
Actele de constituire MEDIST S.A.

Hotararea Adunirii Generale a actionarilor Medist S.A. nr. 1 din 15.01.2018
PROCURA nr. 149 din 26.01.2018, CHIRICA OLESEA

Actele de constituire MEDIST IMAGING SR,

Hotirarea Adundrii Generale MEDIST IMAGING S.R.L. nr. 1 din 15.01.2018
. Declaratie nr. 32 din 22.01.2018

10. Certificat de verificare si rezervare a denumirii nr. 375156 din 21.12.2017
11. Scrisoare de garantie din 16.01.2018

12. Statut

13. Ordine de incasare din 31.01.2018

14. PROCURA nr. 117 din 22.01.2018, CHIRICA OLESEA

15. PROCURA nr. 148 din 26.01.2018, CHIRICA OLESEA

VNN LR LN

si constatind, ci sint respectate cerintele legale ce tin de constituirea si inregistrarea persoanei juridice,
in temeiul art. 11 al Legii nr. 220-XVI din 19.10.2007 privind inregistrarea de stat a persoanelor
juridice si a Intreprinzétorilor individuali, registratorul

DECIDE:
1. A admite cererea de inregistrare.
2. A inregistra persoana juridica si a consemna in Registrul de stat al persoanelor juridice urmétoarele
date:

Numarul de identificare de stat: 1018600004516 din 02.02.2018
Forma juridica de organizare: Societate cu raspundere limitata
Denumirea: Societatea cu Raspundere Limitatd "MEDIST GRUP"

Sediul: MD-2012, str. Mitropolit Gavriil Binulescu-Bodoni, 25; of. 33, mun. Chigsinau,
Republica Moldova

Administrator: ANGHEL GABRIELA-CRISTINA, anul nasterii 19.12.1967, cet. ROMANIA,
PASAPORT NATIONAL AL CETATEANULUI STRAIN ROU 054481583 eliberat la
data de 27.02.2017, domiciliu: str. bd. Timisoara, 41/P14, ap. 31, Bucuresti, Romania

Date cu caracter personal. Operator: L.P. ,,Agentia Servicii Publice”, I0 0000059



Genurile principale de activitate:
1. Comert cu ridicata al produselor farmaceutice
2. Comert cu ridicata nespecializat
3. Repararea echipamentelor electronice si optice
4. Activitati de testare si analize tehnice
5. Comert cu amanuntul al articolelor medicale si ortopedice, in magazine specializate

Capitalul social: 20790,6 lei.

Fondator(i):

1. "MEDIST LIFE SCIENCE" S.R.L., inregistrat(z) la 17.07.2008,

numarul de inregistrare 242051 19, sediul:

str. Ion Urdareanu, 34, et. 3, Bucuresti, Romaénia, parte sociali in valoare de 330 EUR (33%)
2. "MEDIST IMAGING & P.O.C." S.R.L., inregistrat() la 17.07.2008,

numdrul de inregistrare 24205 100, sediul:

str. Ion Urdareanu, 34, et. 1, Bucuresti, Romania, parte sociald in valoare de 330 EUR (33%)
3. "MEDIST" S.A., inregistrat(s) la 05.01.1995,

numarul de inregistrare 6705 884, sediul:

str. Ion Urdareanu, 34A, Bucuresti, Romania, parte sociald in valoare de 340 EUR (34%)

Termenul de activitate al Intreprinderii este nelimitat.

I¢ au aceeasi valoare juridica, dintre care un

3. Prezenta Decizie este intocmiti in doua
D¢ dosarul de evidents al persoanei juridice, iar

exemplar se pistreaza la Age i
celdlalt se elibereazi solicit

Registrator /[/ / Dragomir Ala



I.P. "AGENTIA SERVICII PUBLICE"
Departamentul inregistrare a unitatilor de drept (DIUD)

Extras
din Registrul de stat al persoanelor juridice
nr. 213698 din 26.05.2026

Denumirea completa: Societatea cu Raspundere Limitata "MEDIST GRUP"

Denumirea prescurtata: "MEDIST GRUP" S.R.L.

Forma juridica de organizare: Societate cu raspundere limitata

Numarul de identificare de stat si codul fiscal: 1018600004516

Data Tnregistrarii de stat: 02.02.2018

Sediu: MD-2012, strada Mitropolit Gavriil Banulescu-Bodoni 25, of. 33, mun. Chisindu, Republica
Moldova

Genurile de activitate:

1. Comert cu ridicata al produselor farmaceutice;

2. Comert cu ridicata nespecializat;

3. Repararea echipamentelor electronice si optice;

4. Activitati de testare si analize tehnice;

5. Comert cu amanuntul al articolelor medicale si ortopedice, in magazine specializate;

Capitalul social: 373026 Lei
Administrator(i): ANGHEL GABRIELA-CRISTINA
Asociati:
1. "MEDIST IMAGING & P.O.C." S.R.L., partea sociala 6244 Euro, ce constituie 33%

2. "MEDIST LIFE SCIENCE" S.R.L., partea sociala 6244 Euro, ce constituie 33%
3. "MEDIST" S.R.L., partea sociala 6433 Euro, ce constituie 34%

Beneficiari efectivi: MANOLE IONEL, KLUMPNER CATALINA ANA, VLADESCU SEBASTIAN-
ALEXANDRU, VLADESCU CARMEN

Prezentul extras este eliberat in temeiul art. 34 al Legii nr.220/2007 privind inregistrarea de stat a
persoanelor juridice si a intreprinzatorilor individuali si confirma datele din Registrul de stat la data de
26.05.2026

Specialist coordonator
Ana Pintea
tel. 022-207891

Acest document poate contine date cu caracter personal . .
Extras din Registrul de stat al persoanelor juridice nr. 213698 din 26.05.2026 Pagina 1din1
Prezentul document este semnat electronic in conformitate cu Legea nr.124 din 19.05.2022. Verificarea

semnaturii poate fi realizata la adresa: https://msign.gov.md.
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GUVERNUL
REPUBLICII

MOLDOVA evo

SERVICIUL FISCAL DE STAT

CERTIFICAT

privind lipsa sau existenta restantelor fata de bugetul public national

Nr- 0853516 Din

NS or 22.06.2026 08:53

DATE DESPRE CONTRIBUABIL / IHOOPMALA O HANOTOMNATENbLUMKE

Codul fiscal / Numarul de identificare
durckanbHbI Ko / VAeHTUdUKALMOHHBIA HOMep

1018600004516

Denumirea
HanmeHoBaHve

Societatea cu Raspundere Limitata "MEDIST GRUP"

ATESTAREA LIPSEI SAU EXISTENTEI RESTANTELOR CONFORM DATELOR SISTEMULUI
INFORMATIONAL AUTOMATIZAT / MOATBEPXOEHWE OTCYTCBUA MU HATUYMA
3AOOMKHOCTEWM COMMACHO AAHHBIM MHDPOPMALIMOHHOW ABTOMATU3UPOBAHHON
CUCTEMBI

La data emiterii prezentului certificat restanta fata de bugetul public national constituie
Ha paTy Bblgaym gaHHOM CNpaBKM 3a0MKHOCTb NEPE HaLMOHaNbHOM NYy6ANYHBIM BIOI)KETOM COCTaBNAET

0 MDL

VALABIL PANA LA / OEVICTBUTENEH OO 07.07.2026 08:53

Prezentul document este eliberat in temeiul Art. 29, alin. (3) din Legea cu privire la registre nr. 71/2007 si in
baza datelor furnizate de Serviciul Fiscal de Stat in Portalul guvernamental integrat EVO / CnpaBka BblgaHa B
cooTBeTcBME cO CT. 29 n. (3) 3akoHa o peectpax N2 71/2007 Ha OCHOBaHUM AaHHbIX, MPEAOCTOCTaBMIEHHbIX
oCcynapCTBEHHOV HaNoroBow Cryo6om Ha VIHTerpupoBaHHbIvi MpaBuTeIbCTBEHHbIN nopTan EVO.

Generat si semnat de Portalul guvernamental integrat EVO la 22.06.2026 08:53

Prezentul certificat este semnat electronic in conformitate cu Legea nr.124 din 19.05.2022
CepTndukaT NOANMCaH 3NEKTPOHHONM MONANNCHIO B cOoTBeTCBME ¢ 3akoHOM N2 124 o1 19.05.2022

Certificatul este descarcat din Portalul guvernamental
integrat EVO (evo.gov.md) si este semnat electronic de
catre posesorul acestui portal si are aceiasi valoare juridica
ca si documentele eliberate pe suport de hartie de catre
organele cu atributii de administrare fiscala. Verificarea
autenticitatii semnaturii electronice poate fi realizatd cu
ajutorul  Serviciului  Guvernamental de  Semnatura

Electronica (msign.gov.md

CepTndukaTt ckadeH ¢ VIHTerpnupoBaHHbIA NPaBUTENbCTBEHHbIN
noptan EVO (gvo.gov.md) 1 NoAanmncaH aneKTPOHHON NMOANNCHIO
BnafeNbla noprana 1 VMeeT TaKalo e IOPUANYECKYI CUITy,
KaK W [OKYMeHTbl BbljaBaeMble Ha Oymare opraHamu
Haforosom aAMUHUCTPaLN. MpoBepky NOAJIMHOCTM
SMEKTPOHHOM MOAMNCK MOXHO OCYLEeCTBUTb C MOMOLLbIO
VIHTerpnpoBaHHbIi nNpaBUTENbCTBEHHbIN noptan EVO

(msign.gov.md)


https://evo.gov.md/acasa
https://msign.gov.md
https://evo.gov.md/acasa
https://msign.gov.md
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21 MAR 2975 CERTIFICAT t

Prin prezentul, B.C. "EXIMBANK" S.A., Sucursala nr.20, confirma faptul detinerii de catre

compania ,MEDIST GRUP” SRL, IDNO 1018600004516, a urmatorului cont de

decontare 1n valuta MDL, activ la data de 21.03.2025:

Valuta Nr. Cont Cod IBAN

2251874012MD MD59EX0000002251874012MD

MDL

Certificatul este eliberat pentru a fi prezentat la cerere.

Coordonator,
Postu Diana

Ex.: Belecci Lilia
Tel.: 022 301-244

Banca Comerciala "EXIMBANK" S.A. Oficiul Central: Bd. Stefén cel Mare si Sfant nr. 171/1, MD-2004, mun. Chisinau.
Cod bancar/SWIFT EXMMMD22, Licenta Seria A MMII nr. 000516 eliberata de Banca Nationald a Moldovei, IDNO 1002600010273,
TVA 7800065, Capital social 1 260 000 000 lei. Membru al Fondului de Garantare a Depozitelor in Sistemul Bancar din Republica

Moldova. Membru al Grupului Bancar Intesa Sanpaolo (ltalia). Bank of @S oL0
ank of INTESA ANPA



Data prezentarii 29.05.2026 18:25:44

SITUATIILE FINANCIARE
pentru perioada 01.01.2025 - 31.12.2025

Entitatea: "MEDIST GRUP" S.R.L.
Cod CUIiO: 41247072
Cod IDNO: 1018600004516

Sediul:

MD: 2012

Raionul(municipiul): 105, DDF BUIUCANI

Cod CUATM: 0120, SEC.BUIUCANI

Strada: Mitropolit Gavriil Banulescu-Bodoni nr.25 of.33

Activitatea principala: G4646, Comert cu ridicata al produselor farmaceutice

Forma de proprietate: 23, Proprietatea statelor strdine

Forma organizatorico-juridica: 530, Societdti cu rdspundere limitatd

Date de contact:

Telefon: 022849495
WEB:

E-mail: officc@medist.md

Numele si coordonatele al contabilului-sef: DIl (dna) Natalia Mutu Tel. 068681147

Numarul mediu al salariatilor in perioada de gestiune: 7 persoane.

Persoanele responsabile de semnarea situatiilor financiare* Gabriela-Cristina Anghel

Anexe la SNC

“Prezentarea situatiilor financiare”
Aprobat de Ministerul Finantelor
al Republicii Moldova

Unitatea de masura: leu

BILANTUL
Anexa 1
la31.12.2025
Sold la
Nr. cpt. Indicatori Cod rd. inceputul perioadei | Sfirsitul perioadei de
de gestiune gestiune
1 2 3 5
ACTIV
A. ACTIVE IMOBILIZATE
I. Imobilizari necorporale
1. Imobilizari necorporale in curs de executie 010
2. Imobilizari necorporale in exploatare, total 020
din care:
021
2.1. concesiuni, licente si marci
2.2. drepturi de autor si titluri de protectie 022

2.3. programe informatice 023



2.4. alte imobilizdri necorporale 024
3. Fond comercial 030
4. Avansuri acordate pentru imobilizari necorporale 040
Total imobilizari necorporale 050
(rd.010 + rd.020 + rd.030 + rd.040)
I1. Imobilizari corporale
1. Imobilizari corporale in curs de executie 060
2. Terenuri 070
3. Mijloace fixe, total 080 4145923 3478379
din care:
081

3.1. cladiri
3.2. constructii speciale 082
3.3. masini, utilaje si instalatii tehnice 083 4143722 3456945
3.4. mijloace de transport 084
3.5. inventar si mobilier 085
3.6. alte mijloace fixe 086 2201 21434
4. Resurse minerale 090
5. Active biologice imobilizate 100
6. Investitii imobiliare 110
7. Avansuri acordate pentru imobilizari corporale 120
Total imobilizari corporale
(rd.060 + rd.070 + rd.080 + rd.090 + rd.100 + 130 4145923 3478379
rd.110 + rd.120)
III1. Investitii financiare pe termen lung
1. Investitii financiare pe termen lung in parti 140
neafiliate
2. Investitii financiare pe termen lung in parti 150
afiliate, total
din care:

S S ) I 151
2.1. actiuni si cote de participatie detinute in partile
afiliate
2.2 imprumuturi acordate partilor afiliate 152
2.3 imprumuturi acordate aferente intereselor de 153
participare
2.4 alte investitii financiare 154
Total investitii financiare pe termen lung 160
(rd.140 + rd.150)
IV. Creante pe termen lung si alte active
imobilizate
1. Creante comerciale pe termen lung 170
2. Creante ale partilor afiliate pe termen lung 180
inclusiv: creante aferente intereselor de participare 181
3. Alte creante pe termen lung 190




4. Cheltuieli anticipate pe termen lung 200

5. Alte active imobilizate 210

Total creante pe termen lung si alte active

imobilizate 220

(rd.170 + rd.180 + rd.190 + rd.200 + rd.210)

ACTIVE CIRCULANTE

I. Stocuri

éhgi;eriale si obiecte de mica valoare si scurta 240 32788 79763
2. Active biologice circulante 250

3. Productia in curs de executie 260

4, Produse si marfuri 270 1226919 1104575
5. Avansuri acordate pentru stocuri 280

.(I-t%t.gllgt:crlé.:IZSO + rd.260 + rd.270 + rd.280) 290 1259707 1184338
I1. Creante curente si alte active circulante

1. Creante comerciale curente 300 2204438 1458424
2. Creante ale partilor afiliate curente 310

inclusiv: creante aferente intereselor de participare 311

3. Creante ale bugetului 320 891719 373150
4. Creantele ale personalului 330 102
5. Alte creante curente 340 1684147 934092
6. Cheltuieli anticipate curente 350 17093 24488
7. Alte active circulante 360 12417 17678
Total creante curente si alte active circulante

(rd.300 + rd.310 + rd.320 + rd.330 + rd.340 + 370 4809814 2807934
rd.350 + rd.360)

II1. Investitii financiare curente

1. Investitii financiare curente in parti neafiliate 380

2. Investitii financiare curente in parti afiliate, total 390

din care:

2.1. actiuni si cote de participatie detinute in partile 391

afiliate

2.2. imprumuturi acordate partilor afiliate 392

2.3._Tr_nprumuturi acordate aferente intereselor de 393

participare

2.4. alte investitii financiare in parti afiliate 394

Total investitii financiare curente 400

(rd.380 + rd.390)

IV. Numerar si documente banesti 410 5589247 9457212
TOTAL ACTIVE CIRCULANTE 420 11658768 13449484

(rd.290 + rd.370 + rd.400 + rd.410)




TOTAL ACTIVE

(rd.230 + rd.420) 430 15804691 16927863
PASIV
CAPITAL PROPRIU
I. Capital social si neinregistrat
1. Capital social 440 373026 373026
2. Capital nevarsat 450
3. Capital neinregistrat 460
4. Capital retras 470
5. Pat_rimoniul primit de la stat cu drept de 480
proprietate
(440 4 14,050 4 19450 + 16,470 + d.450) 490 373026 373026
II. Prime de capital 500
II1. Rezerve
1. Capital de rezerva 510
2. Rezerve statutare 520
3. Alte rezerve 530
Total rezerve 540
(rd.510 + rd.520 + rd.530)
IV. Profit (pierdere)
1. Corectii ale rezultatelor anilor precedenti 550
ihilrgsfligtré\gggs;tizat (pierdere neacoperitd) al 560 7287433 6529827
3. PI?Ofit net (pierdere netd) al perioadei de 570 2905451
gestiune
4. Profit utilizat al perioadei de gestiune 580
(re-350 + 4,580 + 70,670 + rd.580) 590 7287433 9435278
V. Rezerve din reevaluare 600
VI. Alte elemente de capital propriu 610
TOTAL CAPITAL PROPRIU
(rd.490 + rd.500 + rd.540 + rd.590 + rd.600 + 620 7660459 9808304
rd.610)
DATORII PE TERMEN LUNG
1. Credite bancare pe termen lung 630 123163
2. imprumuturi pe termen lung 640 376589 836921
din care:
641
2.1. imprumuturi din emisiunea de obligatiuni
inclusiv: imprumuturi din emisiunea de obligatiuni 642
convertibile
2.2. alte imprumuturi pe termen lung 643 376589 836921
3. Datorii comerciale pe termen lung 650 258645 213401




4. Datorii fata de partile afiliate pe termen lung 660
inclusiv: datorii aferente intereselor de participare 661
5. Avansuri primite pe termen lung 670
6. Venituri anticipate pe termen lung 680
7. Alte datorii pe termen lung 690
TOTAL DATORII PE TERMEN LUNG
(rd.630 + rd.640 + rd.650 + rd.660 + rd.670 + 700 635234 1173485
rd.680 + rd.690)
DATORII CURENTE
1. Credite bancare pe termen scurt 710
2. imprumuturi pe termen scurt, total 720 1129768 717361
din care:

721
2.1. imprumuturi din emisiunea de obligatiuni
inclusiv: Tmprumuturi din emisiunea de obligatiuni 722
convertibile
2.2. alte imprumuturi pe termen scurt 723 1129768 717361
3. Datorii comerciale curente 730 17323
4. Datorii fata de partile afiliate curente 740 6298191 5210146
inclusiv: datorii aferente intereselor de participare 741
5. Avansuri primite curente 750 56617 18567
6. Datorii fatd de personal 760 127
7. Datorii privind asigurarile sociale si medicale 770
8. Datorii fatd de buget 780 6972
9. Datorii fata de proprietari 790
10. Venituri anticipate curente 800
11. Alte datorii curente 810
TOTAL DATORII CURENTE
760 + 1770 1760 # 1790 4 rB00 | 820 7508998 5946074
rd.810)
PROVIZIOANE
1. Provizioane pentru beneficiile angajatilor 830
2. Provvifioane pentru garantii acordate 840
cumparatorilor/clientilor
3. Provizioane pentru impozite 850
4. Alte provizioane 860
TOTAL PROVIZIOANE 870
(rd.830 + rd.840 + rd.850 + rd.860)
TOTALPASIVE, 620 + a0

SITUATIA DE PROFIT SI PIERDERE
de la 01.01.2025 pind la 31.12.2025
Anexa 2

Indicatori ‘ Cod rd. |

Perioada de gestiune




precedenta curenta
1 2 3 4

Venituri din vinzari, total 010 25169645 24955613
din care:

011 24721251 24892813
venituri din vinzarea produselor si marfurilor
venifu_ri din prestarea serviciilor si executarea 012 74032 62800
lucrarilor
venituri din contracte de constructie 013
venituri din contracte de leasing 014
venituri din contracte de microfinantare 015
alte venituri din vinzari 016 374362
Costul vinzarilor, total 020 17842250 15871338
din care:

- TP 021 17842250 15871338

valoarea contabila a produselor si marfurilor
vindute
costul serviciilor prestate si lucrarilor executate 022
tertilor
costuri aferente contractelor de constructie 023
costuri aferente contractelor de leasing 024
costuri aferente contractelor de microfinantare 025
alte costuri aferente vinzarilor 026
Profit brut (pierdere brutd) (rd.010 - rd.020) 030 7327395 9084275
Alte venituri din activitatea operationala 040 151353 8243
Cheltuieli de distribuire 050 223513 205805
Cheltuieli administrative 060 4538666 5074628
Alte cheltuieli din activitatea operationala 070 788039 294668
Rezultatul din activitatea operationala: profit
(pierdere) (rd.030 + rd.040 - rd.050 - rd.060 - 080 1928530 3517417
rd.070)
Venituri financiare, total 090 1438847 712501
din care:

091
venituri din interese de participare
inclusiv: veniturile obtinute de la partile afiliate 092
venituri din dobinzi 093
inclusiv: veniturile obtinute de la partile afiliate 094
venituri din alte investitii financiare pe termen lung 095
inclusiv: veniturile obtinute de la partile afiliate 096
venituri aferente ajustarilor de valoare privind 097
investitiile financiare pe termen lung si curente
venituri din iesirea investitiilor financiare 098
venituri aferente diferentelor de curs valutar si de 099 1438847 712501

suma




Cheltuieli financiare, total

din care:

cheltuieli privind dobinzile

inclusiv: cheltuielile aferente partilor afiliate

cheltuieli aferente ajustarilor de valoare privind
investitiile financiare pe termen lung si curente

cheltuieli aferente iesirii investitiilor financiare

cheltuieli aferente diferentelor de curs valutar si de
suma

Rezultatul: profit (pierdere) financiar(a)
(rd.090 - rd.100)

Venituri cu active imobilizate si exceptionale
Cheltuieli cu active imobilizate si exceptionale

Rezultatul din operatiuni cu active imobilizate
si exceptionale: profit (pierdere) (rd.120 -
rd.130)

Rezultatul din alte activitati: profit (pierdere)
(rd.110 + rd.140)

Profit (pierdere) pina la impozitare (rd.080 +
rd.150)

Cheltuieli privind impozitul pe venit

Profit net (pierdere netd) al perioadei de
gestiune (rd.160 - rd.170)

SITUATIA MODIFICARILOR CAPITALULUI PROPRIU

100

101

102

103

104

105

110

120

130

140

150

160

170

180

de la 01.01.2025 pina la 31.12.2025

Nr.

d/o Indicatori Cod rd
1 2 3
Capital social si neinregistrat
1. Capital social 010
2. Capital nevarsat 020
3. Capital neinregistrat 030
L |4, Capital retras 040
5. Patrimoniul primit de la stat cu 050
drept de proprietate
Total capital social si
neinregistrat 060
(rd.010 + rd.020 + rd.030 + rd.040
+ rd.050)
II. | Prime de capital 070

III. | Rezerve
1. Capital de rezerva 080

2. Rezerve statutare 090

Sold la
inceputul
perioadei de
gestiune

a4

373026

373026

Majorari

1471126

1471126

-32279

-32279

1896251

329468

1566783

Diminuari

870839

870839

-158338

-158338

3359079
453628

2905451

Anexa 3

Sold la sfirsitul
perioadei de

gestiune
7

373026
(
)
(
)

373026



3. Alte rezerve

Total rezerve
(rd.080 + rd.090 + rd.100)

Profit (pierdere)

1. Corectii ale rezultatelor anilor
precedenti

2. Profit nerepartizat (pierdere
neacoperita) al anilor precedenti

Iv.
3. Profit net (pierdere netd) al

perioadei de gestiune

4. Profit utilizat al perioadei de
gestiune

Total profit (pierdere)

(rd.120 + rd.130 + rd.140 + rd.150)

V. | Rezerve din reevaluare

VI. | Alte elemente de capital propriu

Total capital propriu

(rd.060 + rd.070 + rd.110 + rd.160

+rd.170 + rd.180)

100
110
120 X
130 7287433 757606
140 X 2905451
150 X ( (
) )
160 7287433 2905451 757606
170
180
190 7660459 2905451 757606

SITUATIA FLUXURILOR DE NUMERAR

Indicatori

1

Fluxuri de numerar din activitatea
operationala

incasari din vinzari

Plati pentru stocuri si servicii procurate

Plati catre angajati si organe de asigurare sociala si

medicala

Dobinzi platite

Plata impozitului pe venit
Alte incasari

Alte plati

Fluxul net de numerar din activitatea

operationala

(rd.010 - rd.020 - rd.030 - rd.040 - rd.050 +

rd.060 - rd.070)

Fluxuri de numerar din activitatea de

investitii

incaséri din vinzarea activelor imobilizate

Plati aferente intrarilor de active imobilizate

Dobinzi incasate

Dividende incasate

inclusiv: dividende incasate din strainatate

de la 01.01.2025 pind la 31.12.2025

Perioada de gestiune

Cod rd
precedenta
2 3
010 27711653
020 19068111
030 1811062
040 35240
050 329468
060
070 3370499
080 3097273
090
100
110
120
121

curenta

4

6529827

2905451

9435278

9808304

Anexa 4

27961405

20430188

1833048

8609
676600

581448

4431512



Alte incasari (plati)

Fluxul net de numerar din activitatea de
investitii

(rd.090 - rd.100 + rd.110 + rd.120 * rd.130)
Fluxuri de numerar din activitatea financiara

Incas&ri sub form3 de credite si imprumuturi

Plati aferente rambursarii creditelor si
fmprumuturilor

Dividende platite

inclusiv: dividende platite nerezidentilor
incasé&ri din operatiuni de capital

Alte incasari (plati)

Fluxul net de numerar din activitatea
financiara

(rd.150 - rd.160 - rd.170 + rd.180 £ rd.190)

Fluxul net de numerar total
(£ rd.080 % rd.140 £ rd.200)

Diferente de curs valutar favorabile (nefavorabile)

Sold de numerar la inceputul perioadei de
gestiune

Sold de numerar la sfirsitul perioadei de
gestiune
(£ rd.210 %+ rd.220 + rd.230)

Documente atasate - Nota explicativa (fisierul pdf)

'E_T@ Nota explicativa la Situatii financiare 2025.signed.pdf

130

140

150

160

170
171
180

190

200

210

220

230

240

774160

-774160

2323113

37117

3229017

5589247

213730

90567

712149

712149

-588986

3842526

25439

5589247

9457212
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G rup SYSTEMA SYSTEMA SYSTEMA Nanagatont stoas

Certification Body
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MSCB-173

{'}.’4’ MEDIST ["9001 | ’%‘ ACCREDITED

Solutii pentru sdndtate

DECLARATIE
privind valabilitatea ofertei

Citre Institutia Publica Universitatea de Stat de Medicina si Farmacie ”"Nicolae
Testemitanu”

Stimati domni,

Ne angajam sa mentinem oferta valabila, achizitionarea de Reactive de laborator pentru
activitatea stiintifica, pentru o durata de 90 (nouazeci) zile, respectiv pana la data de 30/09/2026
(ziva/luna/anul), si ea va rdmane obligatorie pentru noi si poate fi acceptatd oricand inainte de

expirarea perioadei de valabilitate.

Data completarii 24.06.2026
Cu stima,
Ofertant/candidat
MEDIST GRUP SRL
Gabriela-Cristina Anghel

MEDIST Grup S.R.L.

Str. Mitropolit Gavriil Banulescu-Bodoni nr. 25 IDNO: 1018600004516

Oficiul 33, MD-2012 Chisindu, Rep. Moldova TVA: 0508191

Tel./Fax: +373 22 84 94 95 BC Victoriabank SA, Filiala nr. 26 Chisindu
E-mail: office@medist.md IBAN (MDL):MD57V1022242600000269MDL

Web: www.medist.md SWIFT: VICBMD2X469
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Y Grup

Solutii pentru sdndtate

DECLARATIE

Subsemnata Gabriela Anghel, reprezentant imputernicit al MEDIST GRUP S.R.L, cu sediul in mun.
Chisinau, str. M.G. Banulescu-Bodoni 25, Oficiul 33, declar pe propria raspundere ca:

- termenul de valabilitate va fi minim 12 luni pentru toate reactivele, in afard de cele specificate de producator.
- livrarea produselor la destinatar se va efectua cu respectarea conditiilor de pastrare si transportare pe tot
parcursul lantului de transportare de la fabricant la beneficiar.

- se va efectua asigurarea transportarii la sediul indicat de catre Cumparator.

- mostrele vor fi prezentate la solicitarea autoritatii contractante, intr-o cutie pe care se va indica denumirea
operatorului economic si numarul procedurii de achizitie publica. Se va prezenta lista mostrelor incluse 1n cutie
si numarul de lot al acestora cu scrisoare de insotire semnatd. Pe fiecare produs in parte va fi indicat numarul
lotului si denumirea operatorului economic.

Data completarii 24.06.2026 Cu stima,
Ofertant/candidat
Gabriela-Cristina Anghel

(semnatura autorizata)

MEDIST Grup S.R.L.

Str. Mitropolit Gavriil Banulescu-Bodoni nr. 25 IDNO: 1018600004516

Oficiul 33, MD-2012 Chisindu, Rep. Moldova TVA: 0508191

Tel./Fax: +373 22 84 94 95 BC Victoriabank SA, Filiala nr. 26 Chisindu
E-mail: office@medist.md IBAN (MDL):MD57V1022242600000269MDL

Web: www.medist.md SWIFT: VICBMD2X469



DECLARATIE
privind lista principalelor livrari efectuate in ultimii 3 ani de activitate

Anexanr. 12

la Documentatia standard

. Pretul
Calitatea tractului/
Nr . . Denumirea/ numele Furnizorului/ | “*" Perioada de
Obiectul contractului . . o valoarea . .
d/o beneficiarului/Adresa | Prestatorului . livrare/prestare (luni)
) bunurilor
livrate
1
Achizitia de reactivi IP USMF ,,Nicolae 45 zile de la semnarea
necesai‘i realizirii Testemitanu” , Contract 13532,40 | contractului
cercetarilor stiintifice mun. Chisindu, str. unic MDL Contract nr.69 din
T Stefan cel Mare, 165 28.07.2023
Achizitia de reactivi IP USMF ,,Nicolae 45 zile de la semnarea
necesai‘i realizirii Testemitanu” , Contract 23052,00 | contractului
cercetarilor stiintifice mun. Chisindu, str. unic MDL Contract nr.77 din
v Stefan cel Mare, 165 11.10.2024
Achizitia d tivi si ) )
chizifia de reactivi st | 1, USMF ,,Nicolae 45 zile de la semnarea
consumabile : ’ .
de laborator necesare Testemitanu” , Contract 82040,80 | contractului
realizirii cercetirilor | MU Chisinau, str. unic MDL Contract nr.134 din
Stefan cel Mare, 165 13.11.2025

stiintifice

* . - . A . . A . . .
) Se precizeazi calitatea in care a participat la indeplinirea contractului, care poate fi de:
contractant unic sau lider de asociatie; contractant asociat; subcontractant.

Semnat:

Nume: Gabriela-Cristina Anghel
Functia in cadrul firmei: Directoarea administrativa
Denumirea firmei: Medist Grup SRL




Declaration of Conformity in accordance with the In Vitro
Diagnostic Directive 98/79/EC

1. Manufacturer and or Authorised Representatives Details

Leica Biosystems Newcastle Ltd
Balliol Business Park West
Benton Lane
Newcastle upon Tyne
NE12 8EW
United Kingdom

Tel: 0191 215 0567
Fax: 0191215 1152

2. The following Devices, classified as ‘all other IVD Medical
Devices’, conform to the relevant provisions of the IVD Directive
98/79/EC and are CE marked in accordance with Annex .

Bond™ System Reagents for use on the automated Bond system. As listed in
Device Schedule A

3. Description of the device

Bond™ Reagents for use on the automated Bond System.

: 4, Signed on behalf of the manufacturer by

DOC Bond Reagents Updated 31 OCT 2018 Form506 revH 04 AUG 2016




Device Schedule A (Continued)

Device Schedule A

The Bond™ - System Reagents includes the following products:

System Name and IFU Name Catalogue Number

Bond™ Polymer Define Detection DS9713
Bond™ Polymer Intense Detection DS9958
Bond™ Polymer Refine Detection DS9800
Bond™ Polymer Refine Red Detection DS9390
ChromoPlex™ 1 Dual Detection DS9477
ChromoPlex™ 1 Dual Detection — 50 Test DS9665

Cleaning System Name and IFU Name
Bond™ Aspirating Probe Cleaning System

Catalogue Number
CS9100

Bond ISH Probes Product Code IFU Product Name
Bond™ Anti-Biotin, 7.5mL PBO589  [Bond™ Ready-to-Use ISH EBER Probe
Bond™ Anti-Fluorescein Antibody, 3.75 mL PBOG45  Bond™ Ready-to-Use ISH Kappa Probe
Bond™ Anti-Biotin, 7.5mL PB0669 EOI’I:TM Ready-to-Use ISH Lambda
rope
Bond™ Anti-Fluorescein Antibody, 3.75 mL pBo785  [Bond™ Ready-to-Use ISH RNA Positive
Control Probe
BondTM Anti—BIOtIn, 7_5mL PBOBOQ BondTM Ready-tO-Use ISH RNA
Negative Control Probe
™ -To-
Bond™ Anti-Fluorescein Antibody, 3.75 mL pBo731  [pond™ Ready-To-Use ISH DNA
Neaative Conirol
Bond™ Anti-Biotin, 7.5mL PB0682 Bond™ Ready-To-Use ISH DNA Positive
’ Control
Bond™ Anti-Fluorescein Antibody, 3.75 mL pRo78p  Bond™ Ready-To-Use ISH HPV Probe
(Subtypes 6. 11)
- Bond™ Ready-to-Use ISH HPV Probe
™ |
Bond™ Anti-Biotin, 7.5mL PBO829 | Subtypes 16. 18. 31, 33. 51

Product IFU Product Name

Bond Ancillary Reagents Code

Bond™ Anti-Biotin, 7.5mL AR0584 [Bond™ Ready-To-Use Anti-Biotin Antibody

Bond™ Anti-Fluorescein Antibody, 3.75 mL AR0833 g‘;’;d:LReadV"°'Use Anti-Fluorescein Antibody
Bond™ Ready-to-Use Anti-Fluorescein Antibod

Bond™ Anti-Fluorescein Antibody 15mL AR0222 frg oY Y

Bond™ DAB Enhancer AR9432 [Bond™ DAB Enhancer

Bond™ Dewax Solution AR9222 Bond™ Dewax Solution

Bond™ Epitope Retrieval Solution 1 AR9961 Bond™ Epitope Retrieval Solution 1

Bond™ Epitope Retrieval Solution 2 AR9640 Bond™ Epitope Retrieval Solution 2

Page 1 of 11 Updated 15 Oct 2018



Device Schedule A (Continued)

Bond Ancillary Reagents P(I;cz)ddl;d IFU Product Name
Bond™ Enzyme Pretreatment Kit AR9551 Bond™ Enzyme Pretreatment Kit
BOND Hybridization Solution ARS037 |BOND Hybridization Solution
Bond™ Primary Antibody Diluent, 500 mL AR9352 [Bond™ Primary Antibody Diluent
Bond™ Stringency Wash Solution, 3.75mL AR0633 Bond™ Ready-To-Use Stringency Wash Solution
Bond™ Wash Solution 10X Concentrate, 1 L AR9590 [Bond™ Wash Solution 10X Concentrate

Bond Ready To Use Antibodies

Product

IFU Product Name

Code

Bond™ Alpha-Methylacyl-CoA Racemase PA0210 |gog™ Ready-to-Use Primary Antibody Alpha

(EPMU1), 7TmL
Methylacyl-CoA Racemase (EPMU1)
Fetoprotein (C3)

7mL

m Anaplastic Lymphoma Kinase (5A4)
Bond™ Anaplastic Lymphoma Kinase (5A4), PA0831 |gopg™ Ready-to-Use Primary Antibody
7mL
m Anaplastic Lymphoma Kinase (5A4)

Bond™ Bcl-2 (bcl-2/100/D5), 7 mL PA0117 gond™ Ready-to-Use Primary Antibody
Bcl-2 (bcl-2/100/D5)

Bond™ Bcl-6 (LN22), 7 mL PA0204 5ond™ Ready-to-Use Primary Antibody
Bcl-6 (LN22)

Bond™ B cell Specific Octamer Binding Protein-1| PA0558 |gongm™ Ready-To-Use Primary Antibody B Cell

(TG14), 7 mL
Specific Octamer Binding Protein-1 (TG14)
Beta-Catenin (17C2)

Bond™ CA19-9 (Sialyl Lewis?) (C24:5:1:4), 7 mL | PA0424 Bond™ Ready-to-Use Primary Antibody
ICA19-9 (Sialyl Lewis?) (C241:5:1:4)

Bond™ CA125 (Ov185:1), 7 mL PA0S39 |Bond™ Ready-to-Use Primary Antibody CA125
(Ovarian Cancer Antigen) (Ov185:1)

Bond™ Calcitonin (Polyclonal), 7 mL PA0406 gongm Ready-To-Use Primary Antibody Calcitonin
(Polyclonal)

Bond™ Calponin (Basic) (26A11), 7 mL PA0416 gong™ Ready-To-Use Primary Antibody
Calponin (Basic) (26A11)

Bond™ Calretinin (CAL6), 7 mL PA0346 pgong™ Ready-to-Use Primary Antibody
ICalretinin (CAL6)

Bond™ Carcinoembyronic Antigen (CD66e) PA0848 Baong™ Ready-to-Use Primary Antibody

(COL-1), 7 mL
ICarcinoembryonic Antigen (CD66e) (COL-1)

Bond™ Carcinoembyronic Antigen (H-7), 7 mL PA0004

Bond™ Ready-to-Use Primary Antibody

Page 2 of 11
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code
Carcinoembryonic Antigen (l1-7)
Bond™ c-erbB-2 Oncoprotein (CB11), 13.5mL PA0O571 |Bond™ Ready-to-Use Primary Antibody c-erbB-2
Oncoprotein
Bond™ c-erbB-2 Oncoprotein (CB11), 7mL PA0983 |Bond™ Ready-to-Use Primary Antibody c-erbB-2
Oncoprotein
Bond™ CD1a (MTB1), 7 mL PA0235 |gond™ Ready-to-Use Primary Antibody
CD1a (MTB1)
Bond™ CD2 (11F11), 7 mL PA0271 Bond™ Ready-to-Use Primary Antibody
CD2 (11F11)
Bond™ CD3 (LN10), 7 mL PA0553 Bond™ Ready-to-Use Primary Antibody
CD3 (LN10)
Bond™ CD3 (LN10), 30 mL PA0122  |gond™ Ready-to-Use Primary Antibody
CD3 (LN10)
Bond™ CD4 (4B12), 7 mL PA0368 Bond™ Ready-to-Use Primary Antibody
CD4 (4B12)
Bond™ CD4 (4B12), 7 mL PAQ0427 |Bond™ Ready-to-Use Primary Antibody
CD4 (4B12)
Bond™ CD5 (4C7), 7 mL PA0168 |Bond™ Ready-to-Use Primary Antibody
cD5 (4C7)
Bond™ CD7 (LP15), 7 mL PA0266 [gond™ Ready-to-Use Primary Antibody
CD7 (LP15)
Bond™ CD8 (4B11), 7 mL PA0183 |Bond™ Ready-to-Use Primary Antibody
CD8 (4B11)
Bond™ CD10 (56C6), 30 mL PA0131 |Bond™ Ready-to-Use Primary Antibody
CD10 (56C86)
Bond™ CD10 (56C6), 7 mL PA0270 |Bond™ Ready-to-Use Primary Antibody
CD10 (56C6)
Bond™ CD11¢ (5D11), 7 mL PA0554 Bond™ Ready-to-Use Primary Antibody
ICD11¢ (5D11)
Bond™ CD13 (38C12), 7 mL PA0304 Bond™ Ready-to-Use Primary Antibody CD13
(38C12) B
Bond™ CD15 (Carb-1), 7 mL PA0039 |Bond™ Ready-To-Use Primary Antibody CD15
(Carb-1) _—
Bond™ CD15 (MMA), 7 mL PA0473 Bond™ Ready-to-Use Primary Antibody CD15
(MMA)
Bond™ CD19 (BTS1E), 7 mL PA0843 |Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name

Code

CD19 (BT51E)

Bond™ CD20 (L26), 7 mL PA0200 |Bond™ Ready-to-Use Primary Antibody
CD20 (L26)

Bond™ CD20 (L.26), 30 mL PA0359 |Bond™ Ready-to-Use Primary Antibody
CD20 (L26)

Bond™ CD20 (MJ1), 7 mL PAD906 |3ond™ Ready-to-Use Primary Antibody
D20 (MJ1)

Bond™ CD21 (2G9), 7 mL PA0171 |Bond™ Ready-to-Use Primary Antibody
CD21 (2G9)

Bond™ CD22 (FPC1), 7 mL PA0249 Bond™ Ready-to-Use Primary Antibody
CD22 (FPC1)

Bond™ CD23 (1B12), 7 mL PA0169 Bond™ Ready-to-Use Primary Antibody
CD23 (1B12)

Bond™ CD25 (4C9), 7 mL PAD305 |3ond™ Ready-to-Use Primary Antibody
CD25 (4C9)

Bond™ CD30 (1G12), 7 mL PA0153 Bond™ Ready-to-Use Primary Antibody
CD30 (1G12)

Bond™ CD30 (JCM182), 7 mL PAO790 gong™ Ready-to-Use Primary Antibody

CD30 (JCM182)
Bond™ CD31 (1A10), 7 mL PA0250 |Bond™ Ready-to-Use Primary Antibody
CD31 (1A10)

Bond™ CD31 (JC70A), 7mL PA0414  Bond™ Ready-to-Use Primary Antibody CD31
(JCTOA)

Bond™ CD33 (PWS44), 7 mL PA0S55 Igond™ Ready-to-Use Primary Antibody
CD33 (PWS44)

Bond™ CD34 (QBENd/10), 7 mL PA0212 |gond™ Ready-to-Use Primary Antibody
CD34 (QBEnd/10)

Bond™ CD34 (QBEnd/10), 30 mL PA0354 |5ong™ Ready-to-Use Primary Antibody
CD34 (QBEnd/10)

Bond™ CD43 (MT1), 7 mL PA0938 Bond™ Ready-to-Use Primary Antibody
CD43 (MT1)

Bond™ CD45 (X16/99), 7 mL PA0042 |gond™ Ready-to-Use Primary Antibody
CD45 (X16/99)

Bond™ CD45RO (UCHL1), 7 mL PA0146 Bond™ Ready-To-Use Primary Antibody CD45RO
(UCHL1)

Bond™ CD56 (CD564), 7 mL PA0191 |Bond™ Ready-to-Use Primary Antibody

CD56 (CD564)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product

Code

IFU Product Name

Bond™ CD57 (NK-1), 7 mL PA0443 Bond™ Ready-To-Use Primary Antibody
CD57 (NK-1)

Bond™ CD61 (2f2), 7 mL PA0308 |gond™ Ready-to-Use Primary Antibody
CD61 (2f2)

Bond™ CD68 (514H12), 7 mL PAO273 Bond™ Ready-to-Use Primary Antibody
CD68 (514H12)

Bond™ CD79a (11E3), 7 mL PA0192 |gond™ Ready-to-Use Primary Antibody
CD79a (11E3)

Bond™ CD79a (JCB117), 7 mL PA0599 |g,nd™ Ready-to-Use Primary Antibody
CD79a (JCB117)

Bond™ CD99 (12E7), 7 mL PA0509 |Bond™ Ready-To-Use Primary Antibody
CD99 (12E7)

Bond™ CD103 (EP206), 7 mL PA0374 |gong™ Ready-to-Use Primary Antibody
ICD103 (EP206)

Bond™ CD117 (EP10), 7mL PA00O7 |gond™ Ready-to-Use Primary Antibody CD117
(EP10)

Bond™ CD138 (Syndecan-1) (MI15), 7 mL PA0088 |gong™ Ready-to-Use Primary Antibody
CD138 (MI15)

Bond™ CD163 (10D6), 7 mL PAO090 |3ond™ Ready-to-Use Primary Antibody
CD163 (10D6)

Bond™ CDX2 (AMT28), 7 mL PA0S35 Bond™ Ready-to-Use Primary Antibody
CDX2 (AMT28)

Bond™ CDX2 (EP25), 7 mL PAO375 Bond™ Ready-to-Use Primary Antibody
CDX2 (EP25)

Bond™ Chromogranin A (5H7), 7 mL PA0430 gong™ Ready-to-Use Primary Antibody
Chromogranin A (5H7)

Bond™ Chromogranin A (5H7), 7 mL PA0515 Bond™ Ready-to-Use Primary Antibody
IChromogranin A (5H7)

Bond™ Cyclin D1 (EP12), 7 mL PA0D46 |Bond™ Ready-to-Use Primary Antibody
Cyclin D1 (EP12)

Bond™ Cytokeratin 5 (XM26), 7 mL PA0468  |5ond™ Ready-to-Use Primary Antibody
Cytokeratin 5 (XM26)

Bond™ Cytokeratin 7 (RN7), 7 mL PA0942 [gong™ Ready-to-Use Primary Antibody
Cytokeratin 7 (RN7)

Bond™ Cytokeratin 7 (RN7), 30mL PA0138 |gond™ Ready-to-Use Primary Antibody
Cytokeratin 7 (RN7)

Bond™ Cytokeratin 8 (TS1), 7 mL PA0OS67

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product

Code

IFU Product Name

Cytokeratin 8 (TS1)

Bond™ Cytokeratin 8/18 (5D3), 7 mL PAQO67 gong™ Ready-to-Use Primary Antibody
Cytokeratin 8/18 (5D3)

Bond™ Cytokeratin 14 (LL002), 7mL PA0074 gong™ Ready-to-Use Primary Antibody
Cytokeratin 14 (LL002)
Cytokeratin 17 (E3)
ICytokeratin 19 (b170)

Bond™ Cytokeratin 20 (Ks20.8), 7 mL PA0022 gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (Ks20.8), 30 mL PAQO37 |gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (PW31), 7 mL PA0918 |gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (PW31)

Bond™ Cytokeratin (AE1/AE3), 7mL PA0O094 gongm™ Ready-to-Use Primary Antibody
Cytokeratin (AE1/AE3)

Bond™ Cytokeratin HMW (34BE12), 7 mL PA0134 |5ond™ Ready-to-Use Primary Antibody Cytokeratin
HMW (34BE12)

Bond™ Desmin (DE-R-11), 7 mL PA0032 |gong™ Ready-to-Use Primary Antibody
Desmin (DE-R-11)

Bond™ DOG-1 (K9), 7 mL PA0219 |gond™ Ready-to-Use Primary Antibody
DOG-1 (K9)
E-Cadherin (36B5)

Bond™ Enhancer of Zeste Homolog 2 PAO575 |Bond™ Ready-to- Pri Antib Enh f

(Drosophila) (EZH2) (6A10), 7mL on eady-to-Use Primary Antibody Enhancer o
Zeste Homolog 2 (Drosophila) (EZH2) (6A10)

Bond™ Epithelial Membrane Antigen (GP1.4), PA0035 [gong™ Ready-to-Use Primary Antibody

7mL
Epithelial Membrane Antigen (GP1.4)

Bond™ Estrogen Receptor (6F11), 7 mL PA0151 |Estrogen Receptor Clone 6F11 Ready-To-Use
Primary Antibody for Bond™

Bond™ Estrogen Receptor (6F11), 30 mL PA0009 Estrogen Receptor Clone 6F11
Ready-To-Use Primary Antibody for Bond™

Bond™ Factor Xllla (E890.1), 7 mL PA0G449 gong™ Ready-To-Use Primary Antibody
Factor Xllla (E980.1)

Bond™ Fascin (IM20), 7 mL PA0420

Bond™ Ready-to-Use Primary Antibody

Fascin (IM20)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Bond™ Galectin-3 (9C4), 7mL

Product
Code

PA0238

IFU Product Name

Bond™ Ready-to-Use Primary Antibody
Galectin-3 (9C4)

Bond™ Gastrin (Polyclonal), 7mL PA0681 |gong™ Ready-to-Use Primary Antibody
iGastrin (Polyclonal)
Bond™ Gilial Fibrilliary Acidic Protein (GAS), 7 mL| PA0026 |ggonq™ Ready-to-Use Primary Antibody
Glial Fibrillary Acidic Protein (GAS5)
Bond™ Glucagon (Polyclonal), 7mL PA0594 gong™ Ready-to-Use Primary Antibody
Glucagon (Polyclonal)
Bond™ Granzyme B (11F1), 7 mL PA0291 |ggndm™ Ready-to-Use Primary Antibody
Granzyme B (11F1)
Bond™ Gross Cystic Disease Fluid Protein-15 PA0350 |ggond™ Ready-to-Use Primary Antibody
(23A3), 7 mL
Gross Cystic Disease Fluid Protein-15 (23A3)
(23A3), 7 mL
Gross Cystic Disease Fluid Protein-15 (23A3)
Bond™ Human Chorionic Gonadotrophin PA0014 |3ond™ Ready-To-Use Primary Antibody Human
(Polyclonal), 7 mL
IChorionic Gonadotrophin (Polyclonal)
Bond™ Human Follicle Stimulating Hormone PA0693 |gond™ Ready-to-Use Primary Antibody
(INN-hFSH-60), 7 mL
Human Follicle Stimulating Hormone
(INN-hFSH-60)
BondTM Human Growth Hormone (POlyclona|), 7 PAQO704 BondTM Ready_to_Use Primary Antlbody
mL
Human Growth Hormone (Polyclonal)
Bond™ Human Herpesvirus (Type 8) (13B10), PA0050 Bond™ Ready-to-Use Primary Antibody
7mL
Human Herpesvirus (Type 8)
Bond™ Immunoglobulin D (DRN1C), 7mL PA0061 Bond™ Ready-to-Use Primary Antibody
Immunoglobulin D (DRN1C)
Bond™ Immunoglobulin G (RWP48), 7mL PA0905 Bond™ Ready-to-Use Primary Antibody
immunoglobulin G (RWP49)
Bond™ Immunoglobulin M (8H6), 7mL PA0278 Bond™ Ready-to-Use Primary Antibody
Immunoglobulin M (8H6)
Inhibin Alpha (R1)
Bond™ |nsulin (2D11-H5), 7 mL PA0620 Bond™ Ready-to-Use Primary Antibody
Insulin (2D11-H5)
Bond™ Ki67 (MM1), 7 mL PA0118 |Bond™ Ready-to-Use Primary Antibody
Ki67 (MM1)
Bond™ Ki67 (MM1), 30 mL PA0410

Bond™ Ready-to-Use Primary Antibody

Ki67 (MM1)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Bond™ Ki67 (K2), 7 mL

Product
Code

PA0230

IFU Product Name

Bond™ Ready-to-Use Primary Antibody
Ki67 (K2)

Bond™ Kappa Light Chain (CH15), 7mL PA0606 Bond™ Ready-to-Use Primary Antibody
Kappa Light Chain (CH15)

Bond™ Lambda Light Chain (SHL53), 7mL PAO570 Bond™ Ready-to-Use Primary Antibody
Lambda Light Chain (SHL53)

Bond™ Luteinizing Hormone (C93), 7 mL PA0655 Bond™ Ready-to-Use Primary Antibody
Luteinizing Hormone (C93)
Macrophage Marker (MAC387)
Mammaglobin (EP249)

Bond™ Mast Cell Tryptase (10D11), 7 mL PA0019 Bond™ Ready-To-Use Primary Antibody
Mast Cell Tryptase (10D11)

Bond™ Melan A (A103), 7 mL PA0233 |gong™ Ready-to-Use Primary Antibody
Melan A (A103)

Bond™ Melan A (A103), 30 mL PA0044 |gong™ Ready-to-Use Primary Antibody
Melan A (A103)
Melanoma Marker (HMB45)

Bond™ Melanoma Marker (HMB45), 30 mL PA0625 Bond™ Ready-to-Use Primary Antibody
Melanoma Marker (HMB45)
Mesothelin (5B2)

Bond™ MLH1 (Mismatch Repair Protein), PA0610 |gongm Ready-to-Use Primary Antibody

(ES05), 7 mL
MLH1 (Mismatch Repair Protein) (ES05)

Bond™ MSH2 (Mismatch Repair Protein) PA0048 Bond™ Ready-to-Use Primary Antibody

(25D12),7 mL
MSH2 (Mismatch Repair Protein) (25D12)

Bond™ Muc-1 Glycoprotein (Ma695), 7mL PA0051 |gong™ Ready-to-Use Primary Antibody
Muc-1 Glycoprotein (Ma695)

Bond™ Muc-2 Glycoprotein (Ccp58), 7mL PA0155 Bond™ Ready-to-Use Primary Antibody
Muc-2 (Ccp58)

Bond™ Muc-5AC Glycoprotein (CLH2), 7mL PA0052 |gopngm™ Ready-to-Use Primary Antibody
Muc-5AC Glycoprotein (CLH2)

Bond™ Muc-6 Glycoprotein (CLH5), 7mL PA00S3 Bond™ Ready-to-Use Primary Antibody
Muc-6 Glycoprotein (CLH5)

Bond™ Multi-Cytokeratin (AE1/AE3), 7 mL PAQ909

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product
Code

IFU Product Name

Multi-Cytokeratin (AE1/AE3)

Multi-Cytokeratin (AE1/AE3)
Bond™ Multiple Myeloma Oncogene 1 (MUM1), | PA0129 |g,nq Ready-to-Use Primary Antibody
(EAU32), 7 mL
Multiple Myeloma Oncogene 1 (MUM1) (EAU32)
Bond™ Muramidase (Lysozyme) (Polycional), PA0391 gopg™ Ready-to-Use Primary Antibody
7mL Muramidase (Lysozyme) (Polyclonal)
Bond™ Muscle Specific Actin (HHF35), 7 mL PA0258 |gong™ Ready-to-Use Primary Antibody
Muscle Specific Actin (HHF35)
Bond™ Myeloperoxidase (59A5), 7 mL PA0491 |gopgm™ Ready-to-Use Primary Antibody
Myeloperoxidase (59A5)
Bond™ Myf-4 (Rhabdomyosarcoma Marker) PA0226 gopgm™ Ready-to-Use Primary Antibody
(LO26), 7 mL
Myf-4 (Rhabdomyosarcoma Marker)
LO26)
Bond™ Myoglobin (MYO18), 7 mL PAO0727 gong™ Ready-to-Use Primary Antibody
Myoglobin (MYO18)
Bond™ Myosin Heavy Chain (Smooth muscle) PA0493 gond™ Ready-to-Use Primary Antibody
(S131), 7.mlL Myosin Heavy Chain (smooth muscle) (S131)
Bond™ Napsin A (IP64), 7mL PA0064 |Bond™ Ready-to-Use Primary Antibody Napsin A
(IP64)
Bond™ Negative (Rabbit), 7 mL PAO777 |gond™ Ready-to-Use Negative Control
Negative (Rabbit)
Bond™ Negative (Mouse), 7 mL PA0996 |Bond™ Ready-to-Use Negative Control
Negative (Mouse)
Neurofilament 200 kD (N52.1.7)
Bond™ Neuron Specific Enolase (22C9), 7 mL PA0435 gong™ Ready-to-Use Primary Antibody
Neuron Specific Enolase (22C9)
Bond™ Oct-2 (Oct-207), 7 mL PA0S32 |gong™ Ready-to-Use Primary Antibody
Oct-2 (Oct-207)
Bond™ Oct-3/4 (N1NK), 7 mL PA0934 |Bond™ Ready-to-Use Primary Antibody
Oct-3/4 (N1NK)
Bond™ Oct-3/4 (N1NK), 7 mL PA0193 |gond™ Ready-to-Use Primary Antibody
Oct-3/4 (N1NK)
Bond™ p120 Catenin (EP66), 7 mL PA0379

Bond™ Ready-to-Use Primary Antibody
p120 Catenin (EP66)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product
Code

IFU Product Name

Bond™ p53 (DO-7), 7 mL PA00S7 |Bond™ Ready-to-Use Primary Antibody
p53 (DO-7)
Bond™ p63 (7JUL), 7 mL PA0103 |Bond™ Ready-to-Use Primary Antibody
63 (7JUL)
Bond™ Pax-5 (1EW), 7 mL PA0S52 |Bond™ Ready-To-Use Primary Antibody
Pax-5 (1EW)
Bond™ Placental Alkaline Phosphatase (8A9), | PA0161 gong™ Ready-to-Use Primary Antibody
7 mL
m Placental Alkaline Phosphatase (8A9)
Bond™ Progesterone Receptor (16), 7 mL PA0312 gong™ Ready-to-Use Primary Antibody
Progesterone Receptor (16)
Bond™ Programmed Death Ligand 1 (73-10), PA0832 gongm™ Ready-to-Use Primary Antibody
7mL
Programmed Death Ligand 1 (73-10)
Bond™ Prostatic Acid Phosphatase (PASE/ALJ), | PA0O006 |gong™ Ready-to-Use Primary Antibody
7mL
Prostatic Acid Phosphatase (PASE/4LJ)
Bond™ Protein Gene Product 9.5 (10A1), 7mL | PA0286 gond™ Ready-to-Use Primary Antibody
Protein Gene Product 9.5 (10A1)
Bond™ S-100 (Polyclonal), 7 mL PAQ0S00 |gong™ Ready-to-Use Primary Antibody
S-100 (Polyclonal)
Bond™ Serotonin (Polyclonal), 7 mL PA0736

Bond™ Ready-to-Use Primary Antibody

Serotonin (Polyclonal)

Bond™ Smooth Muscle Actin (asm-1), 7 mL

PA0943

Bond™ Ready-to-Use Primary Antibody

Smooth Muscle Actin (alpha sm-1)

Bond™ Somatostatin (Polyclonal), 7 mL

PAO331

Bond™ Ready-To-Use Primary Antibody

Somatostatin (Polyclonal)

Bond™ Synaptophysin (27G12), 7 mL

PA0299

Bond™ Ready-to-Use Primary Antibody
Synaptophysin (27G12)

Bond™ Tartrate-Resistance Acid Phosphatase | PA0093 |gonq™ Ready-to-Use Primary Antibody
(26E5), 7ml

Tartrate-Resistant Acid Phosphatase (26E5)
Bond™ Terminal Deoxynucleotidyl Transferase | PA0339

(SEN28), 7 mL

Bond™ Ready-to-Use Primary Antibody

[Terminal Deoxynucleotidyl Transferase (SEN28)

Bond™ Thyroglobulin (1D4), 7 mL

PA0025

Bond™ Ready-To-Use Primary Antibody
[Thyroglobulin (1D4)

Bond™ Thyroid Stimulating Hormone (QB2/6),7
mL

PAQ0776

Bond™ Ready-to-Use Primary Antibody
Thyroid Stimulating Hormone (QB2/6)

Bond™ Thyroid Transcription Factor-1 (SPT24),
7mL

PAQ0364

Bond™ Ready-to-Use Primary Antibody
Thyroid Transcription Factor-1 (SPT24)

Bond™ Tyrosinase (T311), 7 mL

PA0322

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code

Tyrosinase (T311)
Villin (CWWB1)

Bond™ Vimentin (SRL33), 7 mL PA0033 |gond™ Ready-To-Use Primary Antibody Vimentin
(SRL33)

Bond™ Vimentin (V9) 7mL PA0640 gong™ Ready-to-Use Primary Antibody
Vimentin (V9)

Bond™ von Wiilebrand Factor (36B11), 7 mL PA0400 gong™ Ready-to-Use Primary Antibody

von Willebrand Factor (36B11)

Bond™ von Willebrand Factor (36B11), 7 mL PA0055 |gong™ Ready-to-Use Primary Antibody
von Willebrand Factor (36B11)

Bond™ Wilms’ Tumor (WT49), 7 mL PA0562 |gongm™ Ready-to-Use Primary Antibody
Wilms’ Tumor (WT49)

Bond™ ZAP-70 (L453R), 7 mL PAD998 8ond™ Ready-to-Use Primary Antibody

ZAP-70 (L453R)

Consumables Product Code

Bond™ Open Containers 7 ml OP79193
Bond™ Open Containers 30 ml OP309700
Bond™ Titration Kit OPT9049
Bond™ Titration Container Inserts — 50 Pack OPT9719
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Declaration of Conformity in accordance with the In Vitro

Dlagnostic Directive 98/79/EC

1. Manufacturer and or Authorised Representatives Detalls

Leica Blosystems Newcastle Ltd
Balliol Business Park West

Benton Lane

Newcastle upon Tyne

NE12 8EW
United Kingdom

Tel: 0191215056
Fax: 0191215115

7
2

2. The following Devices, classified as ‘all other IVD Medical
Devices’, conform to the relevant provisions of the IVD Directive
98/79/EC and are CE marked In accordance with Annex lil.

Bond™ System Reagents for use on the automated Bond system. As listed in

Device Schedule A

3. Description of the device

4.  Signed on behalf of the manufacturer by
|

Signed: ...... ... 00T T

Name: ....... . . e e

Job Title: ....0.. .. o e

Bond™ Reagents for use on the automated Bond System.

Date: .. e

DOC Bond Reagents Updated 23 NOV 2018

Form506 revH 04 AUG 2016



Device Schedule A (Continued)

Device Schedule A
The Bond™ - System Reagents includes the following products:

System Name and IFU Name Catalogue Number
Bond™ Polymer Define Detection DsS9713 I
Bond™ Polymer Intense D_etecﬁon DS0958 {
Bond™ Polymer Refine Detection DSB8800 _i
Bond™ Polymer Reflne Red Detection DS9390 I_
ChromoPlex™ 1 Dual Detection DS0477 |
ChromoPlex™ 1 Dual Detection — 50 Test DS9665 !
Cleaning System Name and IFU Name Catalogue Number
Bond™ Aspirating Probe Cleaning System CS9100

Bond ISH Probes IFU Product Name

— T Probe {
RNA Positive Control Probe, 5.6 mL PBo785 |>0nd™ Ready-to-Use ISH RNA Positive
Control Probe |
. Bond™ Ready-to-Use 1ISH RNA
RNA Negative Control Probse, 5.5 mL PB0809 Negative Conirol Probe
™ - -
DNA Negative Control 6.25 m PBO731  ond™ Ready-To-Use [SHDNA
eqalive Control
DNA Positive Control 6.25 ml PB0682 gg;‘g :: Ready-To-Use ISH DNA Positive
Bond™ Ready-To-Use ISH HPV Probe
HPV Probe (subtypes 6, 11) 6.25 m| | PBO780 (Subtvoes 6. 11)
Bond™ Ready-to-Use ISH HPV Probe
HPV Probe (subtypes 16, 18, 31, 33, 51)6.25 ml PB0829 (Subtypes 16, 18. 31, 33, 51]

Product {FU Product Nams

Bond Ancillary Reagents

Code

Bond™ Anti-Blotin, 7.5mL AR0584 [Bond™ Ready-To-Use Anti-Biotin Antibody
Bond™ Anti-Flucresceln Antibody, 3.75 mL ARoga3 [2ond™ Ready-to-Use Anti-Fluorescein Antibody
. Bond™ - Anti-Fiuorescein Antibod
Bond™ Ant-Fluorescein Antibody 15mL AR0222 [gna eady-to-Use Antl-Fluorescain Antibody
Bond™ DAB Enhancer AR94_32_ Eondm DAB Enhancer
Bond™ Dewax Solution AR9222 |BEond™ Dewax Solution
Bond™ Epitope Retrieval Solution 1 AR9961 Bond™ Epitope Retrieval Solution 1
L Bond™ Epitope Retrleval Solution 2 AR9640 ) Eond™ Epltope Retrieval Solution 2
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Device Schedule A (Continued)

Bond Ancillary Reagents

Product
Code

IFU Proguct Name

Bt:nd"'_"I Enzyme Pretreatment Kit

AR9551

Bondﬂ Enzyme Pretreatment Kit

BOND Hybridization Solution

AR9037

BOND Hybridization Solution

Bond™ Primary Antibody Diluent, 500 mL
Bond™ Stringency Wash Solution, 3.75mL

AR9352
AR0633

EBond™ Primary Antibody Diluent

Bond™ Ready-To-Use StringencyVVash Solution

Bond™ Wash Solution 10X Concentrate, 1 L

AR9590

Hond™ Wash Solution 10X Concentrate

Bond Ready To Use Antibodies

Bond™ Alpha-Methylacyl-CoA Racemase
{(EPMU1), 7mL

Product
Code

| PA0210

IFU Product Name

|Bond“" Ready-To-Use Primary Antlbody Alpha
[Methyiacyl-CoA Racemase (EPMU1)

Bond™ Alpha-Fetoprotein (C3), 7 mL

| PA0963

Bond™ Ready-To-Use Primary Antibody Alpha
[Fetoprotein (C3)

Bond™ Anaplastic Lymphoma Kinase {(5A4),
7mL

PAQ306

Bond™ Bcl-2 (bel-2/100/D5}, 7 mL

PA0117

_Anaplastic Lymphoma Kinase (5A4)

Bond™ Ready-to-Use Primary Antibody

Bond™ Ready-to-Use Primary Antibody
Bcl-2 (bel-2/100/D5)

Bond™ Bcl-8 (LN22), 7 mL

PA0204

Bond™ Ready-to-Use Primary Antibody
Bel-6 (LN22)

Bond™ B cell Specific Octamer Binding Proteln-1
(TG14), 7 mL

PA0558

Bond™ Ready-To-Use Primary Antibody B Cell
Specific Octamer Binding Protein-1 (TG14)

Bond™ Beta-Catenin (17C2), 7mL

PA0083

Bond™ Ready-to-Use Primary Antibody
Beta-Catenin (17C2)

Bond™ CA18-0 (Slalyl Lewis®) (C24:5:1:4), 7 mL

PAD424

Bond™ Ready-to-Use Primary Antibody
ICA19-9 (Sialyl Lewisa) (C241:5:1:4)

Bond™ CA125 (Ov185:1), 7 mL

Bond™ Calcitonin {Polyclonal), 7 mL

PAO539

| PA0G406

Bond™ Ready-To-Use Primary Antibody CA125

|iOvarian Cancer Antigen) (Ov185:1)

Bond™ Ready-To-Use Primary Antlbody Calcitonin
( Polyclonal)

Bond™ Calponin (Basic) (26A11), 7 mL

PA0416

Bond™ Ready-To-Use Primary Antibody
ICalponin (Basic) (26A11)

Bond™ Calretinin (CALS), 7 mL

PA0346

Eond™ Ready-to-Use Primary Antibody

Bond™ Carcinoembyronic Antigen (CD68e)
(COL-1), 7mL

PAOB48

Calretinin (CALG)
Bond™ Ready-to-Use Primary Antibody
Carcinoembryonic Antigen (CD66e) (COL-1)

Bond™ Carcinoembyronic Antigen (11-7), 7 mL

PAQ004

PA0235

Bond™ Ready-to-Use Primary Antibody
ICarcinoembryonic Antigen (11-7)

Bond™ Ready-to-Use Primary Antibody

Bond™ CD1a (MTB1), 7 mL
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code
CD1a (MTB1)
Bond™ CD2 (11F11), 7 mL PA0271 |5ond™ Ready-to-Use Primary Antibody
CD2 (11F11)
Bond™ CD3 (LN10), 7 mL PA0S53 |5ong™ Ready-to-Use Primary Antibody
CD3 (LN10)
Bond™ CD3 (LN10), 30 mL PA0122 |Bond™ Ready-to-Use Primary Antlbody
CD3 (LN10)
Bond™ CD4 (4B12), 7 mL PAO388 g,nd™ Ready-to-Use Primary Antibody
CD4 (4B12)
Bond™ CD4 (4B12), 7 mL PA0427 |5ond™ Ready-to-Use Primary Antibody
_. CD4 (4B12) ]
| Bond™ CDS5 (4C7), 7 mL PAD168 |Bond™ Ready-to-Use Primary Antlbody
CD5 (4C7)
Bond™ CD7 (LP15), 7 mL PA0266 |BondTM Ready-to-Use Primary Antibody
CD7 (LP15)
Bond™ CD8 (4811), 7 mL PA0183 |gond™ Ready-to-Use Primary Antibody
L ICD8 (4B11) o B
Bond™ CD10 (56C8), 30 mL PA0131 gong™ Ready-to-Use Primary Antibody
_|CD10 (56C6)
Bond™ CD10 (56C6), 7 mL PA0270 5,nd™ Ready-to-Use Primary Antibody
_ ICD10 (56C8)
Bond™ CD11¢ (5D11), 7 mL PA0554 8ond™ Ready-to-Use Primary Antibody
CD11¢ (5D11)
Bondi = G13 (35612), 7 mL PA0304 Bond™ Ready-To-Use Primary Antibody CD13
(38C12)
Bond™ CD15 (Carb-1), 7 mL PAQ039  Bond™ Ready-To-Use Primary Antibody CD15
— {Carb-1)
Bond™ CD15 (MMA), 7 mL PAD473 5ond™ Ready-To-Use Primary Antibody CD15
. S - {MMA)
Bond™ CD19 (BT5S1E), 7 mL PAOB43 5ond™ Ready-to-Use Primary Antibody
CD19 (BTS1E)
Bond™ CD20 (L26), 7 mL PA0200 |5,nd™ Ready-to-Use Primary Antibody
E D20 (L26)
Bond™ CD20 (L26), 30 mL PA0359 5ond™ Ready-to-Use Primary Antibody
D20 (L26)
Bond™ CD20 (MJ1), 7 mL | PAOS06 pond™ Ready-to-Use Primary Antibody
!cnzo (M)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Bond™ CD21 (2G9), 7 mL

Product
Code

PA0171

IFU Product Name

IBond""“I Ready-to-Use Primary Antibody
[ICD21 (2G9)

Bond™ CD22 (FPC1), 7 mL

Bond™ CD23 (1B12), 7 mL

PA0249

iﬁandTM Ready-to-Use Primary Antibody
!CD22 (FPC1)

PA0169

Bond™ Ready-to-Use Primary Antibody
ICD23 (1B12)

Bond™ CD25 (4C9), 7 mL

PA0305

|El::-nd"'Nl Ready-to-Use Primary Antibody
!c D25 (4C9)

Bond™ CD30 (1G12), 7 mL

| PAD153

Bond™ CD30 (JCM182), 7 mL

PAO790

Bond™ Ready-to-Use Primary Antibody

1CD30 (1G12)

Bond™ Ready-to-Use Primary Antibody
ICD30 (JCM182)

Bond™ CD31 (1A10), 7 mL

Bond™ CD31 (JC70A), 7TmL

PA0250

Bond™ Ready-to-Use Primary Antlbody
CD31 (1A10)

PAO414

|E.oncrm Ready-to-Use Primary Antibody CD31

__(Jcroa)
Bond™ CD33 (PWS44), 7mL PA0555 Bond™ Ready—to—Use pﬂmary Antibody
CD33 (PWS44)
Bond™ CD34 (QBEnd/10), 7 mL PA0212

[Bond™ Ready-to-Use Primary Antibody
ECD34 {QBEnd/M0)

Bond™ CD34 (QBEnd/10), 30 mL

PA0354

tond“‘ Ready-to-Use Primary Antibody

Bond™ CD43 (MT1), 7 mL

PA0938

CD34 (QBEnd/10)
{Bond“" Ready-to-Use Primary Antibody
CD43 (MT1)

Bond™ CD46 (X16/99), 7 mL

PA0D42

Bond™ Ready-to-Use Primary Antibody
CD45 (X16/99)

Bond™ CD45RO (UCHL1), 7 mL

PA0146

Bond™ Ready-To-Use Primary Antibody CD456RO
{UCHL1)

Bond™ CD56 (CD564), 7 mL

Bond™ CD57 (NK-1), 7 mL

PAO191

Bond™ Ready-to-Use Primary Antibody
CD&6 (CD564)

PA0443

Bond™ Ready-To-Use Primary Antibody
ICD57 (NK-1)

Bond™ CD81 (2f2), 7 mL

PA0308

Bond™ Ready-to-Use Primary Antibody
CD61 (2f2)

Bond™ CD68 (514H12), 7 mL

PA0273

Bond™ Ready-to-Use Primary Antibody
ICD68 (514H12)

Bond™ CD78a (11E3), 7 mL

| PAD102

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product

Code

IFU Product Name

CD78a (11E3)

Bond™ CD79a (JCB117), 7 mL

Bond™ CD@9 (12E7), 7 mL

PA0599

Bond™ Ready-to-Use Primary Antlbody
CD78a (JCB117)

PA0509

Bond™ CD103 (EP208), 7 mL

| PA0374

lcDe9 (12E7)

Bond™ Ready-To-Use Primary Antlbody

Bond™ Ready-To-Use Primary Antibody

CD103 (EP206) -
Bond™ CD117 (EP10), 7mL PAO007 5ond™ Ready-to-Use Primary Antibody CD117
L {(EP10) |
Bond™ CD138 (Syndecan-1) (MI16), 7 mL PAO088 |Bong™ Ready-to-Use Primary Antibody
CD138 (MI15)
Bond™ CD163 (10D6), 7 mL PADOS0 |Bond™ Ready-to-Use Primary Antibody
CD163 (10D86)
Bond™ CDX2 (AMT28), 7 mL PAO535 |Bond™ Ready-to-Use Primary Antibody
- CDX2 (AMT28)
Bond™ CDX2 (EP25), 7 mL PAD375 |Bond™ Ready-to-Use Primary Antibody
- : CDX2 (EP25) ]
Bond™ Chromogranin A (5H7), 7 mL | PAD430 |gond™ Ready-to-Use Primary Antibody
o | Chromogranin A (6H7)
Bond™ Chromogranin A (5H7), 7 mL | PA0515 |5ond™ Ready-to-Use Primary Antibody
. IChromogranin A (5H7) |
~ Bond™ Cyclin D1 (EP12), 7 mL | PA0048

Bond™ Ready-to-Use Primary Antibody
Cyclin D1 (EP12)

Bond™ Cytokeratin 5 (XM26), 7 mL |[ PA0468 pondm™ Ready-to-Use Primary Antibody
{ Cytokeratin § (XM26)
Bond™ Cytokeratin 7 (RN7), 7 mL | PA0S42 fg,ngm Ready-to-Use Primary Antibody
| Cytokeratin 7 (RN7)
Bond™ Cytokeratin 7 (RN7), 30mL | PAD138 |g;nd™ Ready-to-Use Primary Antibody
| lcytokeratin 7 (RN7)
Bond™ Cytokeratin 8 (TS1), 7 mL PAOSE7 |5ond™ Ready-to-Use Primary Antibody
Cytokeratin 8 (TS1) |
Bond™ Cytokeratin 8/18 (5D3), 7 mL PAO0B7 |30nd™ Ready-to-Use Primary Antibody
Cytokeratin 8/18 (5D3)
Bond™ Cytokeratin 14 (LL002), 7mL PAOD4 |50nd™ Ready-to-Use Primary Antibody
Cytokeratin 14 (LLO02) R
Bond™ Cytokeratin 17 (E3), 7mL PA0114 |gond™ Ready-to-Use Primary Antibody
Cytokeratin 17 (E3)
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Device Schedule A (Continued)

Bond Reédy To Use Antihodies

IFU Product Name

Bond™ Cytokeratin 19 (b170), 7 mL

PAO799

Bond™ Ready-to-Use Primary Antibody
Cytokeratin 19 (b170)

Bond™ Cytokeratin 20 (Ks20.8), 7 mL

PA0022

Bond™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (Ks20.8), 30 mL

PA0037

Bond™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (PW31), 7 mL

PA0918

_[Cylokeratin 20 (PW31)

Bond™ Ready-to-Use Primary Antibody

Bond™ Cytokeratin HMW (348E12), 7 mL

PAO134

Bond™ Ready-To-Use Primary Antibody Cytokeratin
HMW (34BE12)

Bond™ Desmin (DE-R-11), 7 mL

Bond™ DOG-1 (K9), 7 mL

PA0032

Bond™ Ready-to-Use Primary Antibody
Desmin (DE-R-11)

PAO21@

Eond™ Ready-to-Use Primary Antibody
DOG-1 (K9)

Bond™ E-Cadherin (36B5), 7 mL

PAQD387

BondTM Ready-To-Use Primary Antibody
E-Cadherin (36B5)

_Bond"WI Enhancer of Zeste Homolog 2
(Drosophlla) (EZH2) (6A10), 7TmL

PA0575

Bond™ Ready-to-Use Primary Antibody Enhancer of
Zeste Homolog 2 (Drosophila) (EZH2) (6A10)

Bond™ Epithelial Membrane Antigen {GP1.4),
7mL

PA0035

Bond™ Ready-to-Use Primary Antibody
Epithelial Membrane Antigen (GP1.4)

Bond™ Estrogen Receptor (6F11), 7 mL

| PAD151

Estrogen Receptor Clone 6F11Ready-To-Use
Primary Antibody for Bond™

Bond™ Estrogen Receptor (6F11), 30 mL

PAO009

Estrogen Receptor Clone 6F11
Ready-To-Use Primary Antibody for Bond™

Bond™ Factor Xllla (E890.1), 7 mL

PAO449

BondTM Ready-To-Use Primary Antibody
Factor Xllia (E980.1)

Bond™ Fascin (IM20), 7 mL

PA0420

BondTM Ready-to-Use Primary Antibody
Fascln (IM20)

Bond™ Galectin-3 (9C4), 7mL

| Bond™ Gastrin (Polyclonal), 7mL

PA0238

| PA0B81 |

Bond™ Ready-to-Use Primary Antibody
Galectin-3 (8C4)

BondTM Ready-to-Use Primary Antibody
(Gastrin (Polyclonal)

Bond™ Glial Flbrllliary Acidic Protein (GAS), 7 mLi PA0026

Bond™ Ready-to-Use Primary Antibody
Glial Fibrillary Acidic Protein (GAS)

Bond™ Glucagon (Polyclonal), 7mL

PA0594

BondTM Ready-to-Use Primary Antibody
Glucagon (Polyclonal)

Bond™ Granzyme B (11F1), 7 mL

PA0291

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product [FU Product Name

Code

ranzyme B (11F1)
| Bond™ Gross Cystic Disease Fluid Protein-15 PA0350 | Bond™ Ready-to-Use Primary Antibody

(23A3), 7 mL

ross Cystic Disease Fluid Protein-15 (23A3) |
Bond™ Gross Cystic Disease Fluid Proteln-16 | PA0708 HBond™ Ready-to-Use Primary Antibody |
23A3), 7 mL
( o -, Gross Cystlc Disease Fluid Protein-15 (23A3) _
Bond™ Human Chorionic Gonadotrophin PA0014 |5ond™ Ready-To-Use Primary Antibody Human |

{Polyclonal), 7 mL
] - Chorlonic Gonadotrophin (Polyclonal)
Bond™ Human Foliicle Stimulating Hormone PA0B93 |gond™ Ready-to-Use Primary Antibod
(INN-hFSH-80), 7 mL y i Y
Human Follicle Stimulating Hormone
L (INN-hFSH-80)
Bond™ Human Growth Hormone (Polyclonal), 7 | PA0704 g,nq™ Ready-to-Use Primary Antibody
mL
Human Growth Hormone (Polyclonal)
Bond™ Immunoglobulin D (DRN1C), 7mL PA0061 Bond™ Ready-to-Use Primary Antibody
Immuncalobulin D (DRN1C)
Bond™ Immunoglobulin G (RWP49), 7mL PA0905 Bond™ Ready-to-Use Primary Antibody
_ B Immunoalobulin G (RWP49)
Bond™ Immunogiobulin M {8H6), 7mL PAO278 Bond™ Ready-to-Use Primary Antibody
~ (Immunoglobulin M (8H8)
Inhibin Alpha (R1) -
Bond™ Insulin {2D11-H5), 7 mL PA0620 |gong™ Ready-to-Use Primary Antibody
Insulin (2D11-H5)
Bond™ Kig7 (MM1), 7 mL PA0118 |gond™ Ready-to-Use Primary Antibody
Ki67 (MM1) .
Bond™ Ki67 (MM1), 30 mL PA0410 Bond™ Ready-to-Use Primary Antibody
_ Ki67 (MM1) —
Bond™ Ki67 (K2), 7 mL PA0230 5ond™ Ready-to-Use Primary Antibody
KIBT (K2)
Bond™ Kappa Light Chain (CH15), 7TmL PA0606 Bond™ Ready-to-Use Primary Antibody
e Kappa Light Chain (CH15)
Bond™ Lambda Light Chain {SHL53), 7mL PAOS70 5nd™ Ready-to-Use Primary Antibody
IL.ambda Light Chain (SHL53)
Bond™ Luteinizing Hormone (C93), 7 mL PAOBSS pond™ Ready-to-Use Primary Antibody
= Lutelnizing Hormone (C93)
Bond™ Macrophage Marker (MAC387), 7 mL PAO752 gond™ Ready-to-Use Primary Antlbody
 Macrophage Marker (MAC387)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code
Mammaglobin (EP248)
Mast Cell Tryptase {(10D11)
Bond™ Melan A (A103), 7 mL PAD233 Bond™ Ready-to-Use Primary Antibody
Melan A (A103) _
Bond™ Malan A (A1 03), 30mL PAQO44 Bond™ Ready_to_Use Prlmary Antibody
— i Meslan A (A103) —
Bond™ Melanoma Marker (HMB4S5), 7mL | PA0027 gong™ Ready-to-Use Primary Antibody
Melanoma Marker (HMB45) B
Bond™ Melanoma Marker (HMB45), 30 mL | PA0B25 |gonqm™ Ready-to-Use Primary Antibody
L ] _ Melanoma Marker (HMB465)
Mesothelin (582) —
Bond™ MLH1 (Mismatch Repair Protein), PA0B10 |gongdm™ Ready-to-Use Primary Antibody
(ES05), 7 mL
MLH1 (Mismatch Repair Protein) (ES05)
Bond™ MSH2 (Mismatch Repair Protein} PA0048 5ond™ Ready-to-Use Primary Antibody
(25D12), 7 mL
MSH2 (Mismatch Repair Protein) (25D12)
Muc-2 Glycoproteln (Ccp58)
Multi-Cytokeratin (AE1/AE3) ]
Multi-Cytokeratin (AE1/AES)
Bond™ Multiple Myeloma Oncogene 1 (MUM1), | PA0129 g, n4m™ Ready-to-Use Primary Antlbody
EA , 7mL .
(EALIS2). T m Multiple Myeloma Oncogene 1 (MUM1)
(EAU32)
Bond™ Muramidase (Lysozyme) (Polyclonal), 7 | PA0391 |gond™™ Ready-to-Use Primary Antibody
mL ) | Muramidase (Lysozyme) (Polyclonal)
Muscle Specific Actin (HHF35)
Bond™ Myeloperoxidase (59A5), 7 mL PA0491 gongm™ Ready-to-Use Primary Antibody
. Myeloperoxidase (59A5) —
(Bcgd'";' Myf-4 (Rhabdomyosarcoma Marker) PA0226 Bond™ Ready-to-Use Primary Antibody
LO26), 7 mL
Myf-4 (Rhabdomyosarcoma Marker)
- 1LO26)
Myoglobuln (MYO18) o
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product [FU Product Name

Code

Bond™ Myosin Heavy Chaln (Smooth muscle) PA0493 5,nd™ Ready-to-Use Primary Antibody
(8131), 7 mL _ Myosin Heavy Chain (smooth muscle) ($131)
Bond™ Napsin A (IP64), 7mL PAO0B4 |5ond™ Ready-to-Use Napsin A (IP64)
Bond™ Negative {(Rabbit), 7 mL PAO777 [gond™ Ready-to-Use Negative Control
Negative (Rabblt) __
Bond™ Nagative (Mouse), 7 mL | PA0S98 |5ond™ Ready-to-Use Negative Control
: Negative (Mouse)
Bond™ Neurofllament 200kD (N52.1.7), 7 mL PA0371 gond™ Ready-to-Use Primary Antibody
. Neurofilament 200 kD (N52.1.7)
Bond™ Neuron Specific Enolase (22C9), 7 mL | PA0435 |Elond"'" Ready-to-Use Primary Antibody
: LN?t_Jron Sgeciﬁc Enolase (22C9)
Bond™ Oct-2 (Oct-207), 7 mL PAOE32 gond™ Ready-to-Use Primary Antibody
I : Oct-2 (Oct-207) )
Bond™ Oct-3/4 (N1NK), 7 mL | PA0934 [gond™ Ready-to-Use Primary Antibody
| __ Oct-3/4 (N1NK)
Bond™ Oct-3/4 (N1NK), 7 mL | PAO183 Bonq™ Ready-to-Use Primary Antibody
_ Oct-3/4 (N1NK)
Bond™ p120 Catenin (EP86), 7 mL | PAD379 .E'.ond"'“ Ready-to-Use Primary Antibody
[ ;. 591 20 Catenin (EPG6) —
Bond™ p&3 (DO-7), 7 mL | PAO057 |gond™ Ready-to-Use Primary Antibody
| 253 (DO-7)
Bond™ pé3 (7JUL), 7 mL | PAD103 [gongm Ready-to-Use Primary Antibody
E 63 (7JUL) -
Bond™ Pax-5 (1EW), 7 mL PA0552 |gond™ Ready-To-Use Primary Antibody
L | Pax-5 (1EW)
Bond™ Placental Alkaline Phosphatase (8A9), | PA0161 Bond™ Ready-to-Use Primary Antibody
7mb Placental Alkaline Phosphatase (8A9)
Bond™ Progesterone Receptor {16), 7 mL PAO312 g pg™ Ready-to-Use Primary Antibody

Progesterone Receptor (16)
Bond™ Prostatic Acid Phosphatase (PASE/4LJ), | PA0006 [ond™ Ready-to-Use Primary Antibody

7 mL
Prostatic Acld Phosphatase (PASE/ALJ)

B Protein Gene Product 8.5 (10A1)
Bond™ $-100 (Polyclonal), 7 mL - PAOS00 |pond™ Ready-to-Use Primery Antibody
5-100 {Polyclonal)
Bond™ Serotonin (Polyclonal), 7 mL PAO738_f55nd™ Ready-to-Use Primary Antlbody =
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product
Code

_|Serotonin (Polyclonal)

IFU Product Name

Bond™ Smooth Muscle Actin (asm-1), 7 mL

Bond™ Somatostatin (Polyclonal), 7 mL

PA0943

Bond™ Ready-to-Use Primary Antibody
Smooth Muscle Actin {asm-1)

PAQ331

Bond™ Ready-To-Use Primary Antlbody
Somatostatin (Poly:lonal)

Bond™ Synaptophyein (27G12), 7 mL |

PAO289

Bond™ Ready-to-Use Primary Antibody
Synaptophysin (27G12)

Bond™ Tartrate-Resistance Acid Phosphatase
(26E5), 7Tml

PA0093

Bond™ Ready-to-Use Primary Antibody
Tartrate-Resistant Acld Phosphatase (26E5)

Bond™ Terminal Deoxynucleotidyl Transferase
(SEN28), 7 mL

Bond™ Thyroglobulin (1D4), 7 mL

PA0339

.E.ondTM Ready-to-Use Primary Antibody
[Terminal Deoxynucleotidyl Transferase (SEN28)

'PAD025

Bond™ Ready-To-Use Primary Antibody

[ Bond™ Thyroid Stimulating Hormone (QB2/6),7
mL

| PAO776

‘_“I'hymglobulln (1D4)

Bond™ Ready-to-Use Primary Antibody
Thyroid Stimulating Hormone (QB2/8)

Bond™ Thyroid Transcription Factor-1 (SPT24),
7mL

Bond™ Tyrosinase (T311), 7 mL

| PAO364

Bond™ Ready-to-Use Primary Antibody
Thyroid Transcription Factor-1 (SPT24)

PA0322

Bond™ Ready-to-Use Primary Antibody
Tyrosinase (T311)

Bond™ Villin (CWWB1), 7 mL

PA0106

Bond™ Vimentin (SRL33), 7 mL

PA0033

Bond™ Ready-to-Use Primary Antibody

[Villin (CWWB1)

Bond™ Ready-To-Use Primary Antibody Vimentin
(SRL33)

Bond™ Vimentin (V8) 7mL

PA0840

Bond™ Ready-to-Use Primary Antlbody
Vimentin (V)

Bond™ von Willebrand Factor (36B11), 7 mL

PA0400

Bond™ von Willebrand Factor (36B11), 7 mL

Bond™ Wilms’ Tumor (WT48), 7 mL

PAQOS5

Bond™ Ready-to-Use Primary Antibody

von Willebrand Factor (36B11)

Bond™ Ready-to-Use Primary Antibody
von Willebrand Factor (36B11)

PA0S62

Bond™ ZAP-70 (L453R), 7 mL

PAQOSO8

Bond™ Ready-to-Use Primary Antibody
Wilms' Tumor (WT48)

Bond™ Ready-to-Use Primary Antibody
ZAP-70 (LAS3R)
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Device Schedule A (Continued)

Consumables Product Code

Bond™ Open Contalners 7 ml OP70103
Bond™ Open Contalners 30 ml OP309700
Bond™ Titration Kit OPT9049
Bond™ Titration Contalner Inserts — 50 Pack OPTO710
2
Date:...... . v

Job Title: ...............
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Declaration of Conformity in accordance with the In Vitro
Diagnostic Directive 98/79/EC

1. Manufacturer and or Authorised Representatives Details

Leica Biosystems Newcastle Ltd
Balliol Business Park West
Benton Lane
Newcastle upon Tyne
NE12 8EW
United Kingdom

Tel: 0191 215 0567
Fax: 0191215 1152

2. The following Devices, classified as ‘all other IVD Medical
Devices’, conform to the relevant provisions of the IVD Directive
98/79/EC and are CE marked in accordance with Annex .

Bond™ System Reagents for use on the automated Bond system. As listed in
Device Schedule A

3. Description of the device

Bond™ Reagents for use on the automated Bond System.

: 4, Signed on behalf of the manufacturer by

DOC Bond Reagents Updated 31 OCT 2018 Form506 revH 04 AUG 2016




Device Schedule A (Continued)

Device Schedule A

The Bond™ - System Reagents includes the following products:

System Name and IFU Name Catalogue Number

Bond™ Polymer Define Detection DS9713
Bond™ Polymer Intense Detection DS9958
Bond™ Polymer Refine Detection DS9800
Bond™ Polymer Refine Red Detection DS9390
ChromoPlex™ 1 Dual Detection DS9477
ChromoPlex™ 1 Dual Detection — 50 Test DS9665

Cleaning System Name and IFU Name
Bond™ Aspirating Probe Cleaning System

Catalogue Number
CS9100

Bond ISH Probes Product Code IFU Product Name
Bond™ Anti-Biotin, 7.5mL PBO589  [Bond™ Ready-to-Use ISH EBER Probe
Bond™ Anti-Fluorescein Antibody, 3.75 mL PBOG45  Bond™ Ready-to-Use ISH Kappa Probe
Bond™ Anti-Biotin, 7.5mL PB0669 EOI’I:TM Ready-to-Use ISH Lambda
rope
Bond™ Anti-Fluorescein Antibody, 3.75 mL pBo785  [Bond™ Ready-to-Use ISH RNA Positive
Control Probe
BondTM Anti—BIOtIn, 7_5mL PBOBOQ BondTM Ready-tO-Use ISH RNA
Negative Control Probe
™ -To-
Bond™ Anti-Fluorescein Antibody, 3.75 mL pBo731  [pond™ Ready-To-Use ISH DNA
Neaative Conirol
Bond™ Anti-Biotin, 7.5mL PB0682 Bond™ Ready-To-Use ISH DNA Positive
’ Control
Bond™ Anti-Fluorescein Antibody, 3.75 mL pRo78p  Bond™ Ready-To-Use ISH HPV Probe
(Subtypes 6. 11)
- Bond™ Ready-to-Use ISH HPV Probe
™ |
Bond™ Anti-Biotin, 7.5mL PBO829 | Subtypes 16. 18. 31, 33. 51

Product IFU Product Name

Bond Ancillary Reagents Code

Bond™ Anti-Biotin, 7.5mL AR0584 [Bond™ Ready-To-Use Anti-Biotin Antibody

Bond™ Anti-Fluorescein Antibody, 3.75 mL AR0833 g‘;’;d:LReadV"°'Use Anti-Fluorescein Antibody
Bond™ Ready-to-Use Anti-Fluorescein Antibod

Bond™ Anti-Fluorescein Antibody 15mL AR0222 frg oY Y

Bond™ DAB Enhancer AR9432 [Bond™ DAB Enhancer

Bond™ Dewax Solution AR9222 Bond™ Dewax Solution

Bond™ Epitope Retrieval Solution 1 AR9961 Bond™ Epitope Retrieval Solution 1

Bond™ Epitope Retrieval Solution 2 AR9640 Bond™ Epitope Retrieval Solution 2

Page 1 of 11 Updated 15 Oct 2018



Device Schedule A (Continued)

Bond Ancillary Reagents P(I;cz)ddl;d IFU Product Name
Bond™ Enzyme Pretreatment Kit AR9551 Bond™ Enzyme Pretreatment Kit
BOND Hybridization Solution ARS037 |BOND Hybridization Solution
Bond™ Primary Antibody Diluent, 500 mL AR9352 [Bond™ Primary Antibody Diluent
Bond™ Stringency Wash Solution, 3.75mL AR0633 Bond™ Ready-To-Use Stringency Wash Solution
Bond™ Wash Solution 10X Concentrate, 1 L AR9590 [Bond™ Wash Solution 10X Concentrate

Bond Ready To Use Antibodies

Product

IFU Product Name

Code

Bond™ Alpha-Methylacyl-CoA Racemase PA0210 |gog™ Ready-to-Use Primary Antibody Alpha

(EPMU1), 7TmL
Methylacyl-CoA Racemase (EPMU1)
Fetoprotein (C3)

7mL

m Anaplastic Lymphoma Kinase (5A4)
Bond™ Anaplastic Lymphoma Kinase (5A4), PA0831 |gopg™ Ready-to-Use Primary Antibody
7mL
m Anaplastic Lymphoma Kinase (5A4)

Bond™ Bcl-2 (bcl-2/100/D5), 7 mL PA0117 gond™ Ready-to-Use Primary Antibody
Bcl-2 (bcl-2/100/D5)

Bond™ Bcl-6 (LN22), 7 mL PA0204 5ond™ Ready-to-Use Primary Antibody
Bcl-6 (LN22)

Bond™ B cell Specific Octamer Binding Protein-1| PA0558 |gongm™ Ready-To-Use Primary Antibody B Cell

(TG14), 7 mL
Specific Octamer Binding Protein-1 (TG14)
Beta-Catenin (17C2)

Bond™ CA19-9 (Sialyl Lewis?) (C24:5:1:4), 7 mL | PA0424 Bond™ Ready-to-Use Primary Antibody
ICA19-9 (Sialyl Lewis?) (C241:5:1:4)

Bond™ CA125 (Ov185:1), 7 mL PA0S39 |Bond™ Ready-to-Use Primary Antibody CA125
(Ovarian Cancer Antigen) (Ov185:1)

Bond™ Calcitonin (Polyclonal), 7 mL PA0406 gongm Ready-To-Use Primary Antibody Calcitonin
(Polyclonal)

Bond™ Calponin (Basic) (26A11), 7 mL PA0416 gong™ Ready-To-Use Primary Antibody
Calponin (Basic) (26A11)

Bond™ Calretinin (CAL6), 7 mL PA0346 pgong™ Ready-to-Use Primary Antibody
ICalretinin (CAL6)

Bond™ Carcinoembyronic Antigen (CD66e) PA0848 Baong™ Ready-to-Use Primary Antibody

(COL-1), 7 mL
ICarcinoembryonic Antigen (CD66e) (COL-1)

Bond™ Carcinoembyronic Antigen (H-7), 7 mL PA0004

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code
Carcinoembryonic Antigen (l1-7)
Bond™ c-erbB-2 Oncoprotein (CB11), 13.5mL PA0O571 |Bond™ Ready-to-Use Primary Antibody c-erbB-2
Oncoprotein
Bond™ c-erbB-2 Oncoprotein (CB11), 7mL PA0983 |Bond™ Ready-to-Use Primary Antibody c-erbB-2
Oncoprotein
Bond™ CD1a (MTB1), 7 mL PA0235 |gond™ Ready-to-Use Primary Antibody
CD1a (MTB1)
Bond™ CD2 (11F11), 7 mL PA0271 Bond™ Ready-to-Use Primary Antibody
CD2 (11F11)
Bond™ CD3 (LN10), 7 mL PA0553 Bond™ Ready-to-Use Primary Antibody
CD3 (LN10)
Bond™ CD3 (LN10), 30 mL PA0122  |gond™ Ready-to-Use Primary Antibody
CD3 (LN10)
Bond™ CD4 (4B12), 7 mL PA0368 Bond™ Ready-to-Use Primary Antibody
CD4 (4B12)
Bond™ CD4 (4B12), 7 mL PAQ0427 |Bond™ Ready-to-Use Primary Antibody
CD4 (4B12)
Bond™ CD5 (4C7), 7 mL PA0168 |Bond™ Ready-to-Use Primary Antibody
cD5 (4C7)
Bond™ CD7 (LP15), 7 mL PA0266 [gond™ Ready-to-Use Primary Antibody
CD7 (LP15)
Bond™ CD8 (4B11), 7 mL PA0183 |Bond™ Ready-to-Use Primary Antibody
CD8 (4B11)
Bond™ CD10 (56C6), 30 mL PA0131 |Bond™ Ready-to-Use Primary Antibody
CD10 (56C86)
Bond™ CD10 (56C6), 7 mL PA0270 |Bond™ Ready-to-Use Primary Antibody
CD10 (56C6)
Bond™ CD11¢ (5D11), 7 mL PA0554 Bond™ Ready-to-Use Primary Antibody
ICD11¢ (5D11)
Bond™ CD13 (38C12), 7 mL PA0304 Bond™ Ready-to-Use Primary Antibody CD13
(38C12) B
Bond™ CD15 (Carb-1), 7 mL PA0039 |Bond™ Ready-To-Use Primary Antibody CD15
(Carb-1) _—
Bond™ CD15 (MMA), 7 mL PA0473 Bond™ Ready-to-Use Primary Antibody CD15
(MMA)
Bond™ CD19 (BTS1E), 7 mL PA0843 |Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name

Code

CD19 (BT51E)

Bond™ CD20 (L26), 7 mL PA0200 |Bond™ Ready-to-Use Primary Antibody
CD20 (L26)

Bond™ CD20 (L.26), 30 mL PA0359 |Bond™ Ready-to-Use Primary Antibody
CD20 (L26)

Bond™ CD20 (MJ1), 7 mL PAD906 |3ond™ Ready-to-Use Primary Antibody
D20 (MJ1)

Bond™ CD21 (2G9), 7 mL PA0171 |Bond™ Ready-to-Use Primary Antibody
CD21 (2G9)

Bond™ CD22 (FPC1), 7 mL PA0249 Bond™ Ready-to-Use Primary Antibody
CD22 (FPC1)

Bond™ CD23 (1B12), 7 mL PA0169 Bond™ Ready-to-Use Primary Antibody
CD23 (1B12)

Bond™ CD25 (4C9), 7 mL PAD305 |3ond™ Ready-to-Use Primary Antibody
CD25 (4C9)

Bond™ CD30 (1G12), 7 mL PA0153 Bond™ Ready-to-Use Primary Antibody
CD30 (1G12)

Bond™ CD30 (JCM182), 7 mL PAO790 gong™ Ready-to-Use Primary Antibody

CD30 (JCM182)
Bond™ CD31 (1A10), 7 mL PA0250 |Bond™ Ready-to-Use Primary Antibody
CD31 (1A10)

Bond™ CD31 (JC70A), 7mL PA0414  Bond™ Ready-to-Use Primary Antibody CD31
(JCTOA)

Bond™ CD33 (PWS44), 7 mL PA0S55 Igond™ Ready-to-Use Primary Antibody
CD33 (PWS44)

Bond™ CD34 (QBENd/10), 7 mL PA0212 |gond™ Ready-to-Use Primary Antibody
CD34 (QBEnd/10)

Bond™ CD34 (QBEnd/10), 30 mL PA0354 |5ong™ Ready-to-Use Primary Antibody
CD34 (QBEnd/10)

Bond™ CD43 (MT1), 7 mL PA0938 Bond™ Ready-to-Use Primary Antibody
CD43 (MT1)

Bond™ CD45 (X16/99), 7 mL PA0042 |gond™ Ready-to-Use Primary Antibody
CD45 (X16/99)

Bond™ CD45RO (UCHL1), 7 mL PA0146 Bond™ Ready-To-Use Primary Antibody CD45RO
(UCHL1)

Bond™ CD56 (CD564), 7 mL PA0191 |Bond™ Ready-to-Use Primary Antibody

CD56 (CD564)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product

Code

IFU Product Name

Bond™ CD57 (NK-1), 7 mL PA0443 Bond™ Ready-To-Use Primary Antibody
CD57 (NK-1)

Bond™ CD61 (2f2), 7 mL PA0308 |gond™ Ready-to-Use Primary Antibody
CD61 (2f2)

Bond™ CD68 (514H12), 7 mL PAO273 Bond™ Ready-to-Use Primary Antibody
CD68 (514H12)

Bond™ CD79a (11E3), 7 mL PA0192 |gond™ Ready-to-Use Primary Antibody
CD79a (11E3)

Bond™ CD79a (JCB117), 7 mL PA0599 |g,nd™ Ready-to-Use Primary Antibody
CD79a (JCB117)

Bond™ CD99 (12E7), 7 mL PA0509 |Bond™ Ready-To-Use Primary Antibody
CD99 (12E7)

Bond™ CD103 (EP206), 7 mL PA0374 |gong™ Ready-to-Use Primary Antibody
ICD103 (EP206)

Bond™ CD117 (EP10), 7mL PA00O7 |gond™ Ready-to-Use Primary Antibody CD117
(EP10)

Bond™ CD138 (Syndecan-1) (MI15), 7 mL PA0088 |gong™ Ready-to-Use Primary Antibody
CD138 (MI15)

Bond™ CD163 (10D6), 7 mL PAO090 |3ond™ Ready-to-Use Primary Antibody
CD163 (10D6)

Bond™ CDX2 (AMT28), 7 mL PA0S35 Bond™ Ready-to-Use Primary Antibody
CDX2 (AMT28)

Bond™ CDX2 (EP25), 7 mL PAO375 Bond™ Ready-to-Use Primary Antibody
CDX2 (EP25)

Bond™ Chromogranin A (5H7), 7 mL PA0430 gong™ Ready-to-Use Primary Antibody
Chromogranin A (5H7)

Bond™ Chromogranin A (5H7), 7 mL PA0515 Bond™ Ready-to-Use Primary Antibody
IChromogranin A (5H7)

Bond™ Cyclin D1 (EP12), 7 mL PA0D46 |Bond™ Ready-to-Use Primary Antibody
Cyclin D1 (EP12)

Bond™ Cytokeratin 5 (XM26), 7 mL PA0468  |5ond™ Ready-to-Use Primary Antibody
Cytokeratin 5 (XM26)

Bond™ Cytokeratin 7 (RN7), 7 mL PA0942 [gong™ Ready-to-Use Primary Antibody
Cytokeratin 7 (RN7)

Bond™ Cytokeratin 7 (RN7), 30mL PA0138 |gond™ Ready-to-Use Primary Antibody
Cytokeratin 7 (RN7)

Bond™ Cytokeratin 8 (TS1), 7 mL PA0OS67

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product

Code

IFU Product Name

Cytokeratin 8 (TS1)

Bond™ Cytokeratin 8/18 (5D3), 7 mL PAQO67 gong™ Ready-to-Use Primary Antibody
Cytokeratin 8/18 (5D3)

Bond™ Cytokeratin 14 (LL002), 7mL PA0074 gong™ Ready-to-Use Primary Antibody
Cytokeratin 14 (LL002)
Cytokeratin 17 (E3)
ICytokeratin 19 (b170)

Bond™ Cytokeratin 20 (Ks20.8), 7 mL PA0022 gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (Ks20.8), 30 mL PAQO37 |gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (Ks20.8)

Bond™ Cytokeratin 20 (PW31), 7 mL PA0918 |gongm™ Ready-to-Use Primary Antibody
Cytokeratin 20 (PW31)

Bond™ Cytokeratin (AE1/AE3), 7mL PA0O094 gongm™ Ready-to-Use Primary Antibody
Cytokeratin (AE1/AE3)

Bond™ Cytokeratin HMW (34BE12), 7 mL PA0134 |5ond™ Ready-to-Use Primary Antibody Cytokeratin
HMW (34BE12)

Bond™ Desmin (DE-R-11), 7 mL PA0032 |gong™ Ready-to-Use Primary Antibody
Desmin (DE-R-11)

Bond™ DOG-1 (K9), 7 mL PA0219 |gond™ Ready-to-Use Primary Antibody
DOG-1 (K9)
E-Cadherin (36B5)

Bond™ Enhancer of Zeste Homolog 2 PAO575 |Bond™ Ready-to- Pri Antib Enh f

(Drosophila) (EZH2) (6A10), 7mL on eady-to-Use Primary Antibody Enhancer o
Zeste Homolog 2 (Drosophila) (EZH2) (6A10)

Bond™ Epithelial Membrane Antigen (GP1.4), PA0035 [gong™ Ready-to-Use Primary Antibody

7mL
Epithelial Membrane Antigen (GP1.4)

Bond™ Estrogen Receptor (6F11), 7 mL PA0151 |Estrogen Receptor Clone 6F11 Ready-To-Use
Primary Antibody for Bond™

Bond™ Estrogen Receptor (6F11), 30 mL PA0009 Estrogen Receptor Clone 6F11
Ready-To-Use Primary Antibody for Bond™

Bond™ Factor Xllla (E890.1), 7 mL PA0G449 gong™ Ready-To-Use Primary Antibody
Factor Xllla (E980.1)

Bond™ Fascin (IM20), 7 mL PA0420

Bond™ Ready-to-Use Primary Antibody

Fascin (IM20)

Page 6 of 11

Updated 15 Oct 2018




Device Schedule A (Continued)

Bond Ready To Use Antibodies

Bond™ Galectin-3 (9C4), 7mL

Product
Code

PA0238

IFU Product Name

Bond™ Ready-to-Use Primary Antibody
Galectin-3 (9C4)

Bond™ Gastrin (Polyclonal), 7mL PA0681 |gong™ Ready-to-Use Primary Antibody
iGastrin (Polyclonal)
Bond™ Gilial Fibrilliary Acidic Protein (GAS), 7 mL| PA0026 |ggonq™ Ready-to-Use Primary Antibody
Glial Fibrillary Acidic Protein (GAS5)
Bond™ Glucagon (Polyclonal), 7mL PA0594 gong™ Ready-to-Use Primary Antibody
Glucagon (Polyclonal)
Bond™ Granzyme B (11F1), 7 mL PA0291 |ggndm™ Ready-to-Use Primary Antibody
Granzyme B (11F1)
Bond™ Gross Cystic Disease Fluid Protein-15 PA0350 |ggond™ Ready-to-Use Primary Antibody
(23A3), 7 mL
Gross Cystic Disease Fluid Protein-15 (23A3)
(23A3), 7 mL
Gross Cystic Disease Fluid Protein-15 (23A3)
Bond™ Human Chorionic Gonadotrophin PA0014 |3ond™ Ready-To-Use Primary Antibody Human
(Polyclonal), 7 mL
IChorionic Gonadotrophin (Polyclonal)
Bond™ Human Follicle Stimulating Hormone PA0693 |gond™ Ready-to-Use Primary Antibody
(INN-hFSH-60), 7 mL
Human Follicle Stimulating Hormone
(INN-hFSH-60)
BondTM Human Growth Hormone (POlyclona|), 7 PAQO704 BondTM Ready_to_Use Primary Antlbody
mL
Human Growth Hormone (Polyclonal)
Bond™ Human Herpesvirus (Type 8) (13B10), PA0050 Bond™ Ready-to-Use Primary Antibody
7mL
Human Herpesvirus (Type 8)
Bond™ Immunoglobulin D (DRN1C), 7mL PA0061 Bond™ Ready-to-Use Primary Antibody
Immunoglobulin D (DRN1C)
Bond™ Immunoglobulin G (RWP48), 7mL PA0905 Bond™ Ready-to-Use Primary Antibody
immunoglobulin G (RWP49)
Bond™ Immunoglobulin M (8H6), 7mL PA0278 Bond™ Ready-to-Use Primary Antibody
Immunoglobulin M (8H6)
Inhibin Alpha (R1)
Bond™ |nsulin (2D11-H5), 7 mL PA0620 Bond™ Ready-to-Use Primary Antibody
Insulin (2D11-H5)
Bond™ Ki67 (MM1), 7 mL PA0118 |Bond™ Ready-to-Use Primary Antibody
Ki67 (MM1)
Bond™ Ki67 (MM1), 30 mL PA0410

Bond™ Ready-to-Use Primary Antibody

Ki67 (MM1)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Bond™ Ki67 (K2), 7 mL

Product
Code

PA0230

IFU Product Name

Bond™ Ready-to-Use Primary Antibody
Ki67 (K2)

Bond™ Kappa Light Chain (CH15), 7mL PA0606 Bond™ Ready-to-Use Primary Antibody
Kappa Light Chain (CH15)

Bond™ Lambda Light Chain (SHL53), 7mL PAO570 Bond™ Ready-to-Use Primary Antibody
Lambda Light Chain (SHL53)

Bond™ Luteinizing Hormone (C93), 7 mL PA0655 Bond™ Ready-to-Use Primary Antibody
Luteinizing Hormone (C93)
Macrophage Marker (MAC387)
Mammaglobin (EP249)

Bond™ Mast Cell Tryptase (10D11), 7 mL PA0019 Bond™ Ready-To-Use Primary Antibody
Mast Cell Tryptase (10D11)

Bond™ Melan A (A103), 7 mL PA0233 |gong™ Ready-to-Use Primary Antibody
Melan A (A103)

Bond™ Melan A (A103), 30 mL PA0044 |gong™ Ready-to-Use Primary Antibody
Melan A (A103)
Melanoma Marker (HMB45)

Bond™ Melanoma Marker (HMB45), 30 mL PA0625 Bond™ Ready-to-Use Primary Antibody
Melanoma Marker (HMB45)
Mesothelin (5B2)

Bond™ MLH1 (Mismatch Repair Protein), PA0610 |gongm Ready-to-Use Primary Antibody

(ES05), 7 mL
MLH1 (Mismatch Repair Protein) (ES05)

Bond™ MSH2 (Mismatch Repair Protein) PA0048 Bond™ Ready-to-Use Primary Antibody

(25D12),7 mL
MSH2 (Mismatch Repair Protein) (25D12)

Bond™ Muc-1 Glycoprotein (Ma695), 7mL PA0051 |gong™ Ready-to-Use Primary Antibody
Muc-1 Glycoprotein (Ma695)

Bond™ Muc-2 Glycoprotein (Ccp58), 7mL PA0155 Bond™ Ready-to-Use Primary Antibody
Muc-2 (Ccp58)

Bond™ Muc-5AC Glycoprotein (CLH2), 7mL PA0052 |gopngm™ Ready-to-Use Primary Antibody
Muc-5AC Glycoprotein (CLH2)

Bond™ Muc-6 Glycoprotein (CLH5), 7mL PA00S3 Bond™ Ready-to-Use Primary Antibody
Muc-6 Glycoprotein (CLH5)

Bond™ Multi-Cytokeratin (AE1/AE3), 7 mL PAQ909

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product
Code

IFU Product Name

Multi-Cytokeratin (AE1/AE3)

Multi-Cytokeratin (AE1/AE3)
Bond™ Multiple Myeloma Oncogene 1 (MUM1), | PA0129 |g,nq Ready-to-Use Primary Antibody
(EAU32), 7 mL
Multiple Myeloma Oncogene 1 (MUM1) (EAU32)
Bond™ Muramidase (Lysozyme) (Polycional), PA0391 gopg™ Ready-to-Use Primary Antibody
7mL Muramidase (Lysozyme) (Polyclonal)
Bond™ Muscle Specific Actin (HHF35), 7 mL PA0258 |gong™ Ready-to-Use Primary Antibody
Muscle Specific Actin (HHF35)
Bond™ Myeloperoxidase (59A5), 7 mL PA0491 |gopgm™ Ready-to-Use Primary Antibody
Myeloperoxidase (59A5)
Bond™ Myf-4 (Rhabdomyosarcoma Marker) PA0226 gopgm™ Ready-to-Use Primary Antibody
(LO26), 7 mL
Myf-4 (Rhabdomyosarcoma Marker)
LO26)
Bond™ Myoglobin (MYO18), 7 mL PAO0727 gong™ Ready-to-Use Primary Antibody
Myoglobin (MYO18)
Bond™ Myosin Heavy Chain (Smooth muscle) PA0493 gond™ Ready-to-Use Primary Antibody
(S131), 7.mlL Myosin Heavy Chain (smooth muscle) (S131)
Bond™ Napsin A (IP64), 7mL PA0064 |Bond™ Ready-to-Use Primary Antibody Napsin A
(IP64)
Bond™ Negative (Rabbit), 7 mL PAO777 |gond™ Ready-to-Use Negative Control
Negative (Rabbit)
Bond™ Negative (Mouse), 7 mL PA0996 |Bond™ Ready-to-Use Negative Control
Negative (Mouse)
Neurofilament 200 kD (N52.1.7)
Bond™ Neuron Specific Enolase (22C9), 7 mL PA0435 gong™ Ready-to-Use Primary Antibody
Neuron Specific Enolase (22C9)
Bond™ Oct-2 (Oct-207), 7 mL PA0S32 |gong™ Ready-to-Use Primary Antibody
Oct-2 (Oct-207)
Bond™ Oct-3/4 (N1NK), 7 mL PA0934 |Bond™ Ready-to-Use Primary Antibody
Oct-3/4 (N1NK)
Bond™ Oct-3/4 (N1NK), 7 mL PA0193 |gond™ Ready-to-Use Primary Antibody
Oct-3/4 (N1NK)
Bond™ p120 Catenin (EP66), 7 mL PA0379

Bond™ Ready-to-Use Primary Antibody
p120 Catenin (EP66)
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Device Schedule A (Continued)

Bond Ready To Use Antibodies

Product
Code

IFU Product Name

Bond™ p53 (DO-7), 7 mL PA00S7 |Bond™ Ready-to-Use Primary Antibody
p53 (DO-7)
Bond™ p63 (7JUL), 7 mL PA0103 |Bond™ Ready-to-Use Primary Antibody
63 (7JUL)
Bond™ Pax-5 (1EW), 7 mL PA0S52 |Bond™ Ready-To-Use Primary Antibody
Pax-5 (1EW)
Bond™ Placental Alkaline Phosphatase (8A9), | PA0161 gong™ Ready-to-Use Primary Antibody
7 mL
m Placental Alkaline Phosphatase (8A9)
Bond™ Progesterone Receptor (16), 7 mL PA0312 gong™ Ready-to-Use Primary Antibody
Progesterone Receptor (16)
Bond™ Programmed Death Ligand 1 (73-10), PA0832 gongm™ Ready-to-Use Primary Antibody
7mL
Programmed Death Ligand 1 (73-10)
Bond™ Prostatic Acid Phosphatase (PASE/ALJ), | PA0O006 |gong™ Ready-to-Use Primary Antibody
7mL
Prostatic Acid Phosphatase (PASE/4LJ)
Bond™ Protein Gene Product 9.5 (10A1), 7mL | PA0286 gond™ Ready-to-Use Primary Antibody
Protein Gene Product 9.5 (10A1)
Bond™ S-100 (Polyclonal), 7 mL PAQ0S00 |gong™ Ready-to-Use Primary Antibody
S-100 (Polyclonal)
Bond™ Serotonin (Polyclonal), 7 mL PA0736

Bond™ Ready-to-Use Primary Antibody

Serotonin (Polyclonal)

Bond™ Smooth Muscle Actin (asm-1), 7 mL

PA0943

Bond™ Ready-to-Use Primary Antibody

Smooth Muscle Actin (alpha sm-1)

Bond™ Somatostatin (Polyclonal), 7 mL

PAO331

Bond™ Ready-To-Use Primary Antibody

Somatostatin (Polyclonal)

Bond™ Synaptophysin (27G12), 7 mL

PA0299

Bond™ Ready-to-Use Primary Antibody
Synaptophysin (27G12)

Bond™ Tartrate-Resistance Acid Phosphatase | PA0093 |gonq™ Ready-to-Use Primary Antibody
(26E5), 7ml

Tartrate-Resistant Acid Phosphatase (26E5)
Bond™ Terminal Deoxynucleotidyl Transferase | PA0339

(SEN28), 7 mL

Bond™ Ready-to-Use Primary Antibody

[Terminal Deoxynucleotidyl Transferase (SEN28)

Bond™ Thyroglobulin (1D4), 7 mL

PA0025

Bond™ Ready-To-Use Primary Antibody
[Thyroglobulin (1D4)

Bond™ Thyroid Stimulating Hormone (QB2/6),7
mL

PAQ0776

Bond™ Ready-to-Use Primary Antibody
Thyroid Stimulating Hormone (QB2/6)

Bond™ Thyroid Transcription Factor-1 (SPT24),
7mL

PAQ0364

Bond™ Ready-to-Use Primary Antibody
Thyroid Transcription Factor-1 (SPT24)

Bond™ Tyrosinase (T311), 7 mL

PA0322

Bond™ Ready-to-Use Primary Antibody
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Device Schedule A (Continued)

Bond Ready To Use Antibodies Product IFU Product Name
Code

Tyrosinase (T311)
Villin (CWWB1)

Bond™ Vimentin (SRL33), 7 mL PA0033 |gond™ Ready-To-Use Primary Antibody Vimentin
(SRL33)

Bond™ Vimentin (V9) 7mL PA0640 gong™ Ready-to-Use Primary Antibody
Vimentin (V9)

Bond™ von Wiilebrand Factor (36B11), 7 mL PA0400 gong™ Ready-to-Use Primary Antibody

von Willebrand Factor (36B11)

Bond™ von Willebrand Factor (36B11), 7 mL PA0055 |gong™ Ready-to-Use Primary Antibody
von Willebrand Factor (36B11)

Bond™ Wilms’ Tumor (WT49), 7 mL PA0562 |gongm™ Ready-to-Use Primary Antibody
Wilms’ Tumor (WT49)

Bond™ ZAP-70 (L453R), 7 mL PAD998 8ond™ Ready-to-Use Primary Antibody

ZAP-70 (L453R)

Consumables Product Code

Bond™ Open Containers 7 ml OP79193
Bond™ Open Containers 30 ml OP309700
Bond™ Titration Kit OPT9049
Bond™ Titration Container Inserts — 50 Pack OPT9719
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T +49 (0)30 765925-0
F +49 (0)30 765925-55

quartett Biotechnologie GmbH
Am Muhlenberg 4
14476 Potsdam

1 quartett

service@quartett.com
www.quartett.com

Letter of Authorization (LoA)
for Commercialization and Regulatory Representation

To Whom It May Concern,

quartett Biotechnologie GmbH, with its registered address at Am Mihlenberg 4, 14476 Potsdam,
Germany (hereinafter referred to as “quartett”), represented by its CEO, Alexander Gorczyza, hereby
issues this LoA.

biocyc Biotechnologie GmbH & Co. KG, also located at Am Miihlenberg 4, 14476 Potsdam, Germany, and
likewise represented by CEO Alexander Gorczyza (hereinafter “biocyc”), is acknowledged as the exclusive
manufacturer of the products that quartett markets and distributes.

quartett hereby appoints Medist Life Science S.R.L., located at 34, lon Urdareanu Street, 050688, Sector
5, Bucharest, Romania, to act on our behalf as a non-exclusive commercial and regulatory representative
within the territory of Romania and the Republic of Moldova:

e Actively commercializing, promoting, and selling quartett’s medical device products within
the specified territory,

e Assisting with registration and regulatory submissions related to our medical devices,

e Communicating with regulatory authorities and certification bodies,

e Supporting technical and administrative procedures,

e Representing us regarding compliance and conformity assessment

This authorization applies to all medical device products manufactured by biocyc and marketed by
quartett, including—but not limited to—FFPE and frozen section antibodies, FITC-conjugated antibodies,
immunohistochemistry reagents (buffers, antigen retrieval solutions, antibody diluents, mounting media,
fixatives), as well as immunohistological detection kits.

This LoA becomes effective from 2026/01/02 and will remain valid until 2026/12/31, unless earlier
revoked by written notification from quartett.

This authorization does not transfer ownership rights or confer any exclusive rights regarding the
marketing, distribution, or representation of our medical devices.

Sincerely,
_. Y Dcmﬁnmﬁ.w
A e e Biotechno/ogic . Potsdam, 02 .07 2626
9\% Lot ?EEmJUmw ik
AlexanderGorczyza 14476 porey, 94
CEO ™ Germany

quartett Biotechnologie GmbH

Geschiaftsfuhrer: A. Gorczyza, B. Gorezyza, J. Gorczyza Bank: Berliner Volksbank Bank: Commerzbank
Amtsgericht: Potsdam HRB 37687 P IBAN: DE20 1002 0000 5417 3130 03 IBAN: DEO7 1004 0000 0216 2253 00
Steuernummer: 046/116/10519 BIC: BEVODEBB BIC: COBADEFF
USt.-IdNr.: DE136714088 Bank: Deutsche Bank
EORI Nr.: DE2656345 IBAN: DE551007 0000 0298 5539 00

BIC: DEUTDEBB
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EU-KONFORMITATSERKLARUNG c E
EU DECLARATION OF CONFORMITY

Name und Adresse des Herstellers/ biocyc Biotechnologie GmbH & Co. KG
Name and address of manufacturer: Am Mithlenberg 4, 14476 Potsdam, Germany
Single registration number: DE-MF-000031533

erklart in alleiniger Verantwortung, dass die unten genannten Produkte, auf die sich diese Erklarung bezieht, gemal
dem zum Zeitpunkt der Ausstellung dieser Erklarung giiltigen QM-System hergestellt und freigegeben sind und
alle relevanten Anforderungen der folgenden Rechtsvorschriften und gemeinsamen Spezifikationen der

Europaischen Union erfullen:
declares under our sole responsibility that the products mentioned in this document have been manufactured and
released according to the provisions of the QM system in force on the date of issue of this declaration and fulfil

all relevant requirements of the following legal regulations and common specifications of the European Union:

VERORDNUNG (EU) 2017/746/REGULATION (EU) 2017/746

Produkt- oder Handelsname/ PAXS8 (QR016)

product name or trade name:

Artikel-Nr. /cat. no.: C-P008-025 P-P008-30
C-P008-01 P-P008-70
C-P008-05 P-P008-150
C-P008-10
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Zweckbestimmung/intended use:

Anti-human Antikorper fur die /n-vitro-Diagnostik. Der primare Antikorper ist fur den qualitativen Nachweis
assoziierter Antigene bestimmt, wie im Abschnitt ,,Zusammenfassung und Erklarung® aufgefuhrt. Er ist fur die
Verwendung im Rahmen eines immunhistochemischen (IHC) Verfahrens auf formalinfixierten,
paraffineingebetteten (FFPE) Gewebeschnitten mit anschlieBender lichtmikroskopischer Visualisierung zur
Unterstiutzung der Tumordiagnose vorgesehen. Der Antikdrper kann manuell oder mit jeder automatisierten
Farbeplattform verwendet werden.

Der Nachweis mit dem Antikdrper darf nur durch Fachpersonal durchgefuhrt werden. Die Ergebnisse milssen
von qualifizierten Pathologen unter Verwendung geeigneter Kontrollen sowie unter Beriicksichtigung der

Krankengeschichte und anderer Diagnostiktests des Patienten ausgewertet werden.

Anti-human antibody for in vitro diagnostic use. The primary antibody is intended for the qualitative detection of
associated antigens as listed in the section ‘Summary and explanation’. It is intended to be used within an
immunohistochemistry (IHC) procedure on formalin-fixed, paraffin-embedded (FFPE) tissue sections followed
by light microscopy visualization to aid tumor diagnosis. The antibody may be used manually or with any
automated staining platform.

Authorized and skilled personnel may only use the product. The clinical interpretation of any test results should
be evaluated within the context of the patient’s medical history and other diagnostic laboratory test results. A

qualified pathologist must perform evaluation.

(Zusammenfassung und Erklarung/summary and explanation:

PAXS ist ein Mitglied der PAX-Familie (Paired Box) von Transkriptionsfaktoren. Es ist fur die Organogenese
wahrend der embryonalen Entwicklung der Nieren, der Milller-Organe und der Schilddriise von entscheidender
Bedeutung. Aufgrund der restriktiven Expression in normalen Geweben ist PAXS ein empfindlicher und
spezifischer Marker fur Primartumore sowie fur metastatische Tumore aus den oben genannten Organen und
Geweben.

PAXS wird in Schilddriisenkarzinomen (~90%), Endometriumkarzinomen (84-98%), Ovarialkarzinomen (71-

99%) und Nierenzellkarzinomen (~90%) exprimiert! .,

PAXS is a member of the PAX family (Paired Box) of transcription factors. It is vital for organogenesis during
the embryonic development of the kidneys, Milller organs and thyroid. Due to the restrictive expression in
normal tissues, PAXS is a sensitive and specific marker for primary tumors as well as for metastatic tumors from
the above-mentioned organs and tissues.

PAXS is expressed in thyroid carcinoma (~90%), endometrial carcinoma (84-98%), ovarian carcinoma (71-99%)

and renal cell carcinoma (~90%)! 2.

PAXS8 (QR016) DoC_Vers2 07.11.2024.docx 2/3
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Risikoklasse/risk classification: C
Basis-UDI-DI/basic-UDI-DI: 42555978 ANTIBODYP0086C
Benannte Stelle/notified body: TUV Rheinland LGA Products GmbH, 0197

(Name, Kennnummer/

name, identification number)

Konformitatsbewertungsverfahren/ nach Anhang IX der IVD-Verordnung (EU) 2017/746
conformity assessment: according to Annex IX of the IVD Regulation (EU) 2017/746
Nummer der Bescheinigung/ HX 1108389-1

identification of certificate:
Ort/place: Potsdam
Datum/date: 07.11.2024

Unterschrift i. A. der biocyc Biotechnologie GmbH & Co. KG/
Signature on behalf of biocyc Biotechnologie GmbH & Co. KG

A. box
lee;aﬂﬁ}:r:zyza

Geschiftsfithrer/Manager

PAXS8 (QR0O16) DoC Vers2 07.11.2024.docx 3/3



abcam
ab231774

Anti-CD105 antibody [EPR22811-18]

[ Recombinant ] [ RabMAb ] [20u| selling size ]

Key facts
Isotype IgG
Host species Rabbit
Storage buffer pH: 7.2 - 7.4 Preservative: 0.01% Sodium azide Constituents: PBS, 40% Glycerol
(glycerin, glycerine), 0.05% BSA
Form Liquid
Clonality Monoclonal
Immunogen The exact immunogen used to generate this antibody is proprietary information.
Clone number EPR22811-18
Purification technique Affinity purification Protein A
Concentration 0.51 mg/mL The concentration of this product may be batch-dependent
Batch concentration finder -
Reactivity data
IP
Tested
Species Human
Dilution info 1/30
Notes -
Flow Cyt
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Tested

Species Human
Dilution info 1/500
Notes -
WB
Tested
Species Human
Dilution info 1/1000
Notes -
ICC/TF
Tested
Species Human
Dilution info 1/500
Notes -
IHC-P
Tested
Species Human
Dilution info 1/100
Notes Perform heat-mediated antigen retrieval with Tris/EDTA buffer pH 9.0 before

commencing with IHC staining protocol.

Target data

See full target information ENG

Function Vascular endothelium glycoprotein that plays an important role in the regulation
of angiogenesis (PubMed:21737454, PubMed:23300529). Required for normal
structure and integrity of adult vasculature (PubMed:7894484). Regulates the
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migration of vascular endothelial cells (PubMed:17540773). Required for normal
extraembryonic angiogenesis and for embryonic heart development (By similarity).
May regulate endothelial cell shape changes in response to blood flow, which drive
vascular remodeling and establishment of normal vascular morphology during
angiogenesis (By similarity). May play a critical role in the binding of endothelial
cells to integrins and/or other RGD receptors (PubMed:1692830). Acts as a TGF-
beta coreceptor and is involved in the TGF-beta/BMP signaling cascade that
ultimately leads to the activation of SMAD transcription factors
(PubMed:21737454, PubMed:22347366, PubMed:23300529, PubMed:8370410).
Required for GDF2/BMP9 signaling through SMAD1 in endothelial cells and
modulates TGFB1 signaling through SMAD3 (PubMed:21737454,
PubMed:22347366, PubMed:23300529).

Storage
Shipped at conditions Blue Ice
Appropriate short-term 1-2 weeks

storage duration

Appropriate short-term +4°C
storage conditions

Appropriate long-term -20°C
storage conditions

Aliquoting information Upon delivery aliquot
Storage information Avoid freeze / thaw cycle
Notes

Patented technology
Our RabMAb® technology is a patented hybridoma-based technology for making rabbit monoclonal antibodies. For
details on our patents, please refer to RabMAb® patents.

What are the advantages of a recombinant monoclonal antibody?
This product is a recombinant monoclonal antibody, which offers several advantages including:

- High batch-to-batch consistency and reproducibility
- Improved sensitivity and specificity

- Long-term security of supply

- Animal-free batch production

For more information, read more on recombinant antibodies.

Supplementary info
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This supplementary information is collated from multiple sources and compiled automatically.

Activity summary CD105 also known as endoglin or the CD105 marker is a transmembrane
glycoprotein with a molecular weight of approximately 180 kDa. It is a component
of the TGF-beta receptor complex and exists in endothelial cells where it is
abundantly expressed. Expression of CD105 is higher in proliferating cells
particularly in the vasculature. You can also find it in tissues involved in the
formation and remodeling of blood vessels such as during angiogenesis.

Biological function Endoglin functions in the regulation of angiogenesis and vascular remodeling. It

summary plays a significant role in mediating cellular responses to TGF-beta signaling
influencing endothelial cell proliferation and migration. While not part of a larger
structural complex endoglin interacts with receptors and signaling molecules
important for vascular development and repair processes. This involvement aids in
maintaining endothelial integrity and function under various physiological
conditions.

Pathways CD105 participates in the TGF-beta signaling and angiogenesis pathways. In these
pathways it acts in conjunction with other proteins like TGF-beta receptors which
play roles in cell differentiation proliferation and apoptosis. The interaction
between CD105 and TGF-beta signaling regulates numerous cellular mechanisms
impacting angiogenesis and cellular responses to environmental changes.

Associated diseases and CD105 has links to hereditary hemorrhagic telangiectasia (HHT) and certain

disorders cancers. In HHT mutations in the endoglin gene alter vascular structure leading to
the formation of abnormal blood vessels. Oncologically overexpression of CD105 is
present in tumor angiogenesis aiding in the progression of certain cancers. Other
proteins like VEGF and TGF-beta closely interact with endoglin influencing disease
progression and presenting potential targets for therapeutic intervention.

Product promise

Tested
We have tested this species and application combination and it works. It is covered by our product promise.
Expected

We have not tested this specific species and application combination in-house, but expect it will work. It is covered by
our product promise.

Predicted

This species and application combination has not been tested, but we predict it will work based on strong homology.
However, this combination is not covered by our product promise.

Not recommended

We do not recommend this combination. It is not covered by our product promise.

Page 4



We are dedicated to supporting your work with high quality reagents and we are here for you every step of the way
should you need us.

In the unlikely event of one of our products not working as expected, you are covered by our product promise.

Full details and terms and conditions can be found here:
Terms & Conditions.

8 product images

Flow Cytometry - Anti-CD105 antibody [EPR22811-18] (ab231774)

CD105 Flow Cytometry staining using rabbit Anti-CD105 antibody

Flow cytometric analysis of Jurkat (human T cell leukemia T lymphocyte, Left) / HUVEC (human
umbilical vein endothelial cell, Right) cells labeling CD105 with ab231774 at 1/500 dilution (Red)
compared with a Rabbit monoclonal IgG (ab172730) (Black) isotype control and an unlabeled
control (cells without incubation with primary antibody and secondary antibody) (Blue). Goat anti
rabbit IgG (Alexa Fluor® 488, ab150077) at 1/2000 dilution was used as the secondary antibody.
Negative control: Jurkat (PMID: 28351936). Gated on viable cells.

N “  Immunohistochemistry (Formalin/PFA-fixed paraffin-embedded
: sections) - Anti-CD105 antibody [EPR22811-18] (ab231774)

‘ CD105 Immunohistochemistry (Formalin/PFA-fixed paraffin-embedded sections) staining using
.Y rabbit Anti-CD105 antibody

: : & Immunohistochemical analysis of paraffin-embedded human ovarian carcinoma tissue labeling
i T woasot CD105 with ab231774 at 1/100 dilution (5.1 pg/ml) followed by a ready to use Rabbit specific IHC

Snly Gontiolie! itk & \ {adpe

polymer detection kit HRP/DAB (ab209101). Positive staining on endothelial cells of human
ovarian carcinoma (PMID: 17502949). The section was incubated with ab231774 for 30 mins at
room temperature. The immunostaining was performed on a Leica Biosystems BOND® RX
instrument. Counterstained with hematoxylin. Heat mediated antigen retrieval with Tris-EDTA
buffer (pH 9.0, epitope retrieval solution 2) for 20mins.

Secondary antibody only control: Used PBS instead of primary antibody, secondary antibody is a
ready to use Rabbit specific IHC polymer detection kit HRP/DAB (ab209101).

Immunocytochemistry/ Immunofluorescence - Anti-CD105 antibody
[EPR22811-18] (ab231774)

CD105 Immunocytochemistry/ Immunofluorescence staining using rabbit Anti-CD105 antibody

Immunofluorescent analysis of 100% methanol-fixed U-937 (human histiocytic lymphoma
monocyte) cells labeling CD105 with ab231774 at 1/500 dilution, followed by a ab150077
AlexaFluor’488 Goat anti-Rabbit secondary antibody at 1/1000 dilution (Green). Confocal image
showing membranous staining in U-937 cells is observed. ab195889 Anti-alpha Tubulin antibody
[DM1A] - Microtubule Marker (Alexa Fluor® 594) was used to counterstain tubulin at 1/200 dilution
(Red). The nuclear counterstain was DAPI (Blue).

Secondary antibody only control: Used PBS instead of primary antibody, secondary antibody is
ab150077 AlexaFluor®488 Goat anti-Rabbit secondary at 1/1000 dilution.

Negative control: Jurkat (PMID: 28351936).
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Flow Cytometry - Anti-CD105 antibody [EPR22811-18] (ab231774)

1 CD105 Flow Cytometry staining using rabbit Anti-CD105 antibody

Flow cytometric analysis of U-937 (human histiocytic lymphoma monocyte) cells labeling CD105
with ab231774 at 1/500 dilution (Red) compared with a Rabbit monoclonal IgG (ab172730) (Black)
isotype control and an unlabeled control (cells without incubation with primary antibody and
secondary antibody) (Blue). Goat anti rabbit IgG (Alexa Fluor® 488, ab150077) at 1/2000 dilution
was used as the secondary antibody. Gated on viable cells.

Copyright (¢) 2013 Aboam Plc

CD105 - Alexa Fluor® 488 (530/30 BP)

Immunohistochemistry (Formalin/PFA-fixed paraffin-embedded
sections) - Anti-CD105 antibody [EPR22811-18] (ab231774)

o v, o N . CD105 Immunohistochemistry (Formalin/PFA-fixed paraffin-embedded sections) staining using
: ' rabbit Anti-CD105 antibody

Immunohistochemical analysis of paraffin-embedded human placenta tissue labeling CD105 with
ab231774 at 1/100 dilution (5.1 pg/ml) followed by a ready to use Rabbit specific IHC polymer
detection kit HRP/DAB (ab209101). Positive staining on human placental trophoblasts (PMID:
17956952) is observed. The section was incubated with ab231774 for 30 mins at room
temperature. The immunostaining was performed on a Leica Biosystems BOND® RX instrument.
Counterstained with hematoxylin. Heat mediated antigen retrieval with Tris-EDTA buffer (pH 9.0,
epitope retrieval solution 2) for 20mins.

Secondary antibody only control: Used PBS instead of primary antibody, secondary antibody is a
ready to use Rabbit specific IHC polymer detection kit HRP/DAB (ab209101).

%

“Secondary 3tbody” -2 2
nly control = o+, - o

. Immunoprecipitation - Anti-CD105 antibody [EPR22811-18]

" (ab231774)
e ' o 5 _ '
GRS CD105 was immunoprecipitated from 0.35 mg HUVEC (human umbilical vein endothelial cell)
jS:E:: whole cell lysate with ab231774 at 1/30 dilution (2pg in 0.35mg lysates). Western blot was
ég:ga: performed on the immunoprecipitate using ab231774 1/1000 dilution (0.51 pg/ml). VeriBlot for IP
éskna_ secondary antibody (HRP) (ab131366) was used as the secondary antibody at 1/5000 dilution.
?““Da‘ Lane 1: HUVEC (human umbilical vein endothelial cell) whole cell lysate 10ug

12 s Lane 2: abh231774 IP in HUVEC whole cell lysate

Lane 3: Rabbit monoclonal IgG (ab172730) instead of ab231774 in HUVEC whole cell lysate.
Blocking and dilution buffer and concentration: 5% NFDM/TBST.
Exposure time: 3 mins.

All lanes:
Immunoprecipitation - Anti-CD105 antibody [EPR22811-18] (ab231774)

Predicted band size: 70 kDa
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Western blot - Anti-CD105 antibody [EPR22811-18] (ab231774)

CD105 Western blot staining using rabbit Anti-CD105 antibody

Blocking/Diluting buffer and concentration: 5% NFDM/TBST.
Exposure times: Lanes 1-3: 26 secs; Lanes 4-5: 3 mins.

The molecular weight observed is consistent with what has been described in the literature (PMID:
8932339).

This blot was developed using a higher sensitivity ECL substrate.
Negative control: Jurkat (PMID: 28351936); Raji (PMID: 28351936).

All lanes:
Western blot - Anti-CD105 antibody [EPR22811-18] (ab231774) at 1/1000 dilution

Lane 1:
HUVEC (human umbilical vein endothelial cell), whole cell lysate 20 pg

Lane 2:
Jurkat (human T cell leukemia T lymphocyte), whole cell lysate 20 pg

Lane 3:
Raji (human Burkitt's lymphoma B lymphocyte), whole cell lysate 20 pg

Lane 4:
Human lung tissue lysate 20 pg

Lane 5:
Human placenta tissue lysate 20 pg

Secondary

Lanes1-3:

Western blot - Goat Anti-Rabbit IgG H&L (HRP) ( ) at 1/100000 dilution
Lanes4-5:

Western blot - VeriBlot for IP Detection Reagent (HRP) ( ) at 1/1000 dilution

Predicted band size: 70 kDa

Western blot - Anti-CD105 antibody [EPR22811-18] (ab231774)

CD105 Western blot staining of U937 (human histiocytic lymphoma monocyte), whole cell lysate 40
pg using rabbit Anti-CD105 antibody

Blocking/Diluting buffer and concentration: 5% NFDM/TBST.
The molecular weight observed is consistent with what has been described in the literature (PMID:
8932339).

All lanes:
Western blot - Anti-CD105 antibody [EPR22811-18] (ab231774) at 1/1000 dilution

All lanes:
U937 (human histiocytic lymphoma monocyte), whole cell lysate 40 pg

Secondary

All lanes:
Western blot - Goat Anti-Rabbit 1gG H&L (HRP) ( ) at 1/20000 dilution
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Predicted band size: 70 kDa
Observed band size: 97 kDa

Exposure time: 103s

Please note: All products are 'FOR RESEARCH USE ONLY. NOT FOR USE IN DIAGNOSTIC OR THERAPEUTIC PROCEDURES".

Page 8



)@ CELL MARQUE'

a SIGMA-ALDRICH company

PAX-8 (MRQ-50) Mouse Monoclonal Antibody

Product Availability

Description

PA0803 PAX8 (MRQ-50 Mab) ‘(M 7 mL

Symbol Definitions

e

Rab | rabbitantibody

Mab | mouse antibody

Intended Use

PAX-8 (MRQ-50) Mouse Monoclonal Primary Antibody is intended for laboratory use in

the detection of the PAX-8 protein in formalin-fixed, paraffin-embedded tissue stained on
Leica Bond IHC instruments. This product should be interpreted by a qualified pathologist in
conjunction with histological examination, relevant clinical information, and proper controls.
This antibody is intended for in vitro diagnostic (IVD) use.

Summary and Explanation

PAX-8 is a transcription factor expressed during embryonic development of Milllerian organs,
kidney, and thyroid, with continued expression in some epithelial cell types of these mature
tissues.' It can be useful for marking several types of carcinoma including ovarian serous
carcinoma, clear cell renal cell carcinoma, and papillary thyroid carcinoma.™ Additionally,
PAX-8is not found in the epithelial cells of the breast, lung, mesothelium, stomach, colon,
pancreas and other sites."

Principles and Procedures

The stated primary antibody (PA0808) may be used as the primary antibody for
immunohistochemical staining of formalin-fixed, paraffin-embedded tissue sections. In
general, immunohistochemical staining in conjunction with a streptavidin-biotin detection
system allows the visualization of antigens via the sequential application of a specific
antibody (primary antibody) to the antigen, a secondary antibody (link antibody) to the
primary antibody, an enzyme complex and a chromogenic substrate with interposed washing
steps. Alternatively, a biotin-free detection system may be used. The enzymatic activation of
the chromogen results in a visible reaction product at the antigen site. The specimen may then
be counterstained and a coverslip applied. Results are interpreted using a light microscope
and aid in the differential diagnosis of pathophysiological processes, which may or may not
be associated with a particular antigen.

The stated primary antibody (PA0808) is optimally diluted to be compatible with Leica
BOND System detection kits and automated slide stainers. For more detailed information on
instrument operation, refer to the appropriate Leica BOND automated slide stainer Operator’s
Manual.

CMC00808010 « ENRev. 1.0 + p. 1

Materials and Methods

Reagents Provided

One dispenser of the stated primary antibody (PA0808) contains sufficient prediluted reagent
for 45 tests. This antibody is diluted in Tris Buffer, pH 7.3-7.7, with 1% BSA and <0.1%
Sodium Azide.

The immunoglobulin concentration range of the reagent appears on the product label.

Product Composition
I ) Tris Buffer, pH 7.3-7.7, with 1% BSA and
Predilute: diluted in <0.1% Sodium Azide
Host Mouse
Isotype l9G
Source Supernatant

Reconstitution, Mixing, Dilution, Titration

This antibody is optimized for use on a Leica BOND automated slide stainer in combination
with Leica BOND detection systems. No reconstitution, mixing, dilution, or titration is
required. Further dilution may result in loss of antigen staining. The user must validate any
such changes. Differences in tissue processing and technical procedures in the laboratory
may produce significant variability in results and require reqular use of controls. (See Quality
Control Procedures section)

Materials and Reagents Needed But Not Provided

The following reagents and materials may be required for staining but are not provided with
the primary antibody:

1. Positive and negative control tissue
. Microscope slides, positively charged

. Drying oven capable of maintaining a temperature of 58-60° C & 5°C

s~ W o

. Bar code labels (appropriate bar code labels for negative control and the primary antibody
being tested)

. Staining jars or baths
. Timer
. Amplifier (when applicable)

. Xylene or xylene substitute

O o~ o w»

. Ethanol or reagent alcohol
10. Deionized or distilled water
11. Leica BOND-MAX and Leica BOND-III autostainers

12.See the“Using BOND Reagents” section in the Leica BOND user documentation for
complete listing of materials for use with BOND autostainers.

13. Hematoxylin or other counterstain

14.Negative Control Reagent
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15.Mounting medium
16. Cover glass

17. Light microscope (40-400x)

Storage and Handling
Store at 2-8° C. Do not freeze.

To ensure proper reagent delivery and stability of the antibody after every run, the cap must
be replaced and the dispenser must be immediately placed in the refrigerator in an upright
position.

Every antibody dispenser is expiration dated. When properly stored, the reagent is stable
fo the date indicated on the label. Do not use reagent beyond the expiration date for the
prescribed storage method.

There are no definitive signs to indicate instability of this product; therefore, positive
and negative controls should be run simultaneously with unknown specimens. Contact
Cell Marque technical support if there is a suspected indication of reagent instability.

Specimen Collection and Preparation for Analysis

Routinely processed, neutral-buffered formalin-fixed, paraffin-embedded tissues are suitable
for use with this primary antibody when used with BOND Polymer Refine detection systems
and BOND ancillary reagents on the Leica BOND Platforms (see Materials and Reagents
Needed, But Not Provided section). The recommended tissue fixative is 10% neutral buffered
formalin. Variable results may occur as a result of prolonged fixation or special processes such
as decalcification of bone marrow preparations.

Each section should be cut to the appropriate thickness (approximately 3 um) and placed on a
positively charged glass slide. Slides containing the tissue section may be baked for at least 2
hours (but not longer than 24 hours) in a 58-60° C + 5° Coven.

Warnings and Precautions

1. Take reasonable precautions when handling reagents. Use disposable gloves and lab coats
when handling suspected carcinogens or toxic materials (example: xylene).

2. Avoid contact of reagents with eyes and mucous membranes. If reagents come in contact
with sensitive areas, wash with copious amounts of water.

3. Patient specimens and all materials contacting them should be handled as biohazardous
materials and disposed of with proper precautions. Never pipette by mouth.

4. Avoid microbial contamination of reagents, as this could produce incorrect results.
5. Incubation times and temperatures other than those specified may give erroneous results.

6. The reagents have been optimally diluted, and further dilution may result in loss of
antigen staining. The user must validate any such change.

7. When used according to instructions, this product is not classified as a hazardous
substance. The preservative in the reagent s less than 0.1% sodium azide and does not
meet the OSHA (USA) criteria for hazardous substance at the stated concentration. See
MSDS.

8. The user must validate any storage conditions other than those specified in the package
insert.

9. Diluent may contain bovine serum albumin and supernatant may contain bovine serum.
The products containing fetal bovine serum and products containing bovine serum
albumin are purchased from commercial suppliers. Certificates of Origin for the animal
source used in these products are on file at Cell Marque. The certificates support that the
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bovine sources are from countries with negligible BSE risk and state sources of bovine from
USA and (anada.

10. As with any product derived from biological sources, proper handling procedures should
be used.

Instructions For Use

Dispenser Storage & Handling

To insure reliable operation, the dispenser must always be capped when not in use and should
NEVER be manually dispensed.

Recommended Staining Protocols for PAOS08

PAX-8 (MRQ-50) primary antibody was developed for use on the automated BOND system
(includes Leica BOND-MAX system and Leica BOND-III system) in combination with BOND
Polymer Refine Detection.

HRP Detection:

The recommended HRP staining protocol for PAX-8 (MRQ-50) primary antibody is IHC
Protocol .

Heat induced epitope retrieval is recommended using BOND™ Epitope Retrieval Solution 2 for
10 minutes.

Quality Control Procedures

Positive Tissue Control

A positive tissue control must be run with every staining procedure performed. This tissue may
contain both positive and negative staining cells or tissue components and serve as both the
positive and negative control tissue. Control tissues should be fresh autopsy, biopsy or surgical
specimens prepared or fixed as soon as possible in a manner identical to the test sections. Use
of a tissue section fixed or processed differently from the test specimen will serve to provide
control for all reagents and method steps except fixation and tissue processing.

Atissue with weak positive staining is more suitable for optimal quality control and for
detecting minor levels of reagent degradation. Positive tissue control for the stated primary
antibody (PA0808) may include the following:

Positive Tissue Control
Tissue Visualization
Ovarian carcinoma (non-mucinous

) Nuclear
carcinoma)
Thyroid carcinoma Nuclear
Renal cell carcinoma Nuclear

Known positive tissue controls should be utilized only for monitoring the correct performance
of processed tissues and test reagents, not as an aid in determining a specific diagnosis

of patient samples. If the positive tissue controls fail to demonstrate appropriate positive
staining, results with the test specimens must be considered invalid.

PAX-8 (MRQ-50) Mouse Monoclonal Antibody
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Negative Tissue Control

The same tissue used for the positive tissue control may be used as the negative tissue control.

The variety of cell types present in most tissue sections offers internal negative control sites,
but this should be verified by the user. The components that do not stain should demonstrate
the absence of spedific staining, and provide an indication of non-specific background
staining. If specific staining occurs in the negative tissue control sites, results with the patient
specimens must be considered invalid.

Unexplained Discrepancies

Unexplained discrepancies in controls should be referred to Leica Biosystems. If quality control
results do not meet specifications, patient results are invalid. See the Troubleshooting section
of this insert. Identify and correct the problem, then repeat the entire procedure with the
patient samples.

Negative Control Reagent

Anegative control reagent must be run for every specimen to aid in the interpretation of
results. A negative control reagent is used in place of the primary antibody to evaluate
nonspecific staining. The slide should be treated with negative control reagent, matching
the host species of the primary antibody, and ideally having the same IgG concentration.
The incubation period for the negative control reagent should equal the primary antibody
incubation period.

Interpretation of Results

The immunostaining procedure run on Leica BOND automated slide stainers causes a colored
reaction product to precipitate at the antigen sites localized by the primary antibody. Refer
to the appropriate detection system package insert for expected color reactions. A qualified
pathologist experienced in immunohistochemistry procedures must evaluate positive and
negative tissue controls before interpreting results.

Positive Tissue Control

The stained positive tissue control should be examined first to ascertain that all reagents are
functioning properly. The presence of an appropriately colored reaction product within the
target cells is indicative of positive reactivity. Refer to the package insert of the detection
system used for expected color reactions. Depending on the incubation length and potency
of the hematoxylin used, counterstaining will result in a pale to dark blue coloration of cell
nuclei. Excessive or incomplete counterstaining may compromise proper interpretation of
results. If the positive tissue control fails to demonstrate appropriate positive staining, any
results with the test specimens are considered invalid.

Negative Tissue Control

The negative tissue control should be examined after the positive tissue control to verify

the specific labeling of the target antigen by the primary antibody. The absence of specific
staining in the negative tissue control confirms the lack of antibody cross reactivity to cells or
cellular components. If specific staining occurs in the negative tissue control, results with the
patient specimen are considered invalid. Nonspecific staining, if present, will have a diffuse
appearance. Sporadic light staining of connective tissue may also be observed in sections
from tissues that are not optimally fixed. Intact cells should be used for interpretation of
staining results. Necrotic or degenerated cells show non-specific staining.

Patient Tissue

Patient specimens should be examined last. Positive staining intensity should be assessed
within the context of any background staining of the negative reagent control. As with any
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immunohistochemical test, a negative result means that the antigen in question was not
detected, not that the antigen is absent in the cells or tissue assayed. A panel of antibodies
may aid in the identification of false negative reactions (see Summary of Expected Results
section). The morphology of each tissue sample should also be examined utilizing a
hematoxylin and eosin stained section when interpreting any immunohistochemical result.
The patient's morphologic findings and pertinent clinical data must be interpreted by a
qualified pathologist.

Limitations

1. This reagent is“for professional use only”as immunohistochemistry is a multiple step
process that requires specialized training in the selection of the appropriate reagents,
tissues, fixation, processing; preparation of the immunohistochemistry slide; and
interpretation of the staining results.

2. For laboratory use only.
3. Forinvitro diagnostic use.

4. Tissue staining is dependent on the handling and processing of the tissue prior to
staining. Improper fixation, freezing, thawing, washing, drying, heating, sectioning, or
contamination with other tissues or fluids may produce artifacts, antibody trapping,
or false negative results. Inconsistent results may result from variations in fixation and
embedding methods, as well as from inherent irreqularities within the tissue.

5. Excessive or incomplete counterstaining may compromise proper interpretation of results.

6. The dlinical interpretation of any positive staining, or its absence, must be evaluated
within the context of clinical history, morphology, other histopathological criteria as well
as other diagnostic tests. This antibody is intended to be used in a panel of antibodies. It
is the responsibility of a qualified pathologist to be familiar with the antibodies, reagents
and methods used to produce the stained preparation. Staining must be performed in a
certified, licensed laboratory under the supervision of a pathologist who is responsible for
reviewing the stained slides and assuring the adequacy of positive and negative controls.

7. Cell Marque provides antibodies at optimal dilution for use as instructed. Any deviation
from recommended test procedures may invalidate expected results. Appropriate controls
must be employed and documented. Users who deviate from recommended test
procedures must accept responsibility for interpretation of patient results.

8. This product is not intended for use in flow cytometry; performance characteristics have
not been determined.

9. Reagents may demonstrate unexpected reactions in previously untested tissues. The
possibility of unexpected reactions even in tested tissue groups cannot be completely
eliminated because of biological variability of antigen expression in neoplasms, or other
pathological tissues. Contact Cell Marque technical support with documented unexpected
reactions.

10. Tissues from persons infected with hepatitis B virus and containing hepatitis B surface
antigen (HBsAg) may exhibit nonspecific staining with horseradish peroxidase.

11.When used in blocking steps, normal sera from the same animal source as the secondary
antisera may cause false negative or false positive results because of the effect of
autoantibodies or natural antibodies.

12.False positive results may be seen because of nonimmunological binding of proteins
or substrate reaction products. They may also be caused by pseudoperoxidase activity
(erythrocytes), endogenous peroxidase activity (cytochrome C), or endogenous biotin
(example: liver, brain, breast, kidney) subject to the type of immunostaining technique
used.

PAX-8 (MRQ-50) Mouse Monoclonal Antibody
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13. As with any immunohistochemistry test, a negative result means that the antigen was not N
: : ) ormal Study
detected, not that the antigen was absent in the cells or tissue assayed.
# Total
e Positive | Cases
SpecifcLimitations Tissue (ases | Tested | Notes
1. The antibody is optimized for the incubation time specified in the Instructions for Use Kid ] :
section in combination with Leica BOND System detection kits and the Leica BOND tdney
automated slide stainers. Because of variation in tissue fixation and processing, it may Bladder 0 1
be necessary to increase or decrease the primary antibody incubation time on individual
) Prostate 0 1
specimens.
G : U ) Uterus 1 1
2. Cell Marque antibodies, when used in combination with Leica BOND detection systems
and accessories, detects antigen(s) that survive routine formalin fixation, tissue processing, Fallopian Tube 1 1
and sectioning. Users who deviate from recommended test procedures are responsible for o
) ) S ) Ureter 1 1 Squamous epithelium +
interpretation and validation of patient results.
Cervix 0 1
Summary of Expected Results Skeletal Muscle 0 1
See the following tables of reactivity: Smooth Muscle 0 1
Skin 0 1
Normal Study
Peripheral Nerve 0 1
# Total
Positive (Cases Mesothelium 0 1
Tissue (ases | Tested | Notes Fat 0 1
Brain 0 ! Placenta 0 1
Adrenal Cortex 0 1
This antibody stains normal tissues as indicated in literature.
Ovary 0 1
Pancreas 1 1 Islet cells + Disease Tissue Study
Parathyroid 0 1 # Total
Pituitary 0 1 Positive | Cases
- Tissue (ases Tested | Notes
Testis 0 1
- Renal cell carcinoma 26 27
Thyroid 1 1
Ovarian carcinoma 18 20
Breast 0 1
Papillary thyroid carcinoma 5 9
Spleen 1 1
) Poorly differentiated thyroid . .
Tonsil ! ! carcinoma
Thymus 1 1 Mature lymphocytes + Breast carcinoma 0 5
Bone Marrow 0 ! Breastinvasive ductal 0 7
Lung 0 1 carcinoma
Heart 0 1 Chromophobe renal cell 0 )
Esophags 0 1 carcinoma
lorectal carci 2
Stomach 0 1 (olorectal carcinoma 0 0
Small Intestine 0 : Lung adenocarcinoma 0 5
Colon 0 : Transitional cell carcinoma 0 1
Liver 0 1 This antibody stains tumors as indicated in literature.
Salivary Gland 0 1
Gall Bladder 0 1

PAX-8 (MRQ-50) Mouse Monoclonal Antibody
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Troubleshooting

1. If the positive control exhibits weaker staining than expected, other positive controls run
during the same instrument run should be checked to determine ifit is because of the
primary antibody or one of the common secondary reagents.

2. If the positive control is negative, it should be checked to ensure that the slide has the
proper bar code label. If the slide is labeled properly, other positive controls used on
the same instrument run should be checked to determine ifit is because of the primary
antibody or one of the common secondary reagents. Tissues may have been improperly
collected, fixed or deparaffinized. The proper procedure should be followed for collection,
storage and fixation.

3. Ifexcessive background staining occurs, high levels of endogenous biotin may be present.
Abiotin blocking step should be included unless a biotin-free detection system is being
used in which case any biotin present would not be a contributing factor to background
staining.

4. Ifall of the paraffin has not been removed, the deparaffinization procedure should be
repeated.

5. Ifspecific antibody staining is too intense, the run should be repeated with incubation
time shortened by 4 minute intervals until the desired stain intensity is achieved.

6. Iftissue sections wash off the slide, slides should be checked to ensure that they are
positively charged.

For corrective action, refer to the Step By Step Procedure section, the automated slide stainer
Operator's Manual, or contact Leica Biosystems customer service.
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Disclaimers

* Leica BOND-MAX system and Leica BOND-Ill are trademarks of Leica Biosystems.

Cell Marque antibodies are developed manufactured and distributed by Cell Marque
Corporation and their sale through Leica Microsystems does not imply approval, endorsement,
or any guarantee of quality or performance of those Cell Marque antibodies by Leica
Biosystems.
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BOND Ready-to-Use Primary Antibody
Wilms’ Tumor (WT49)
Catalog No: PA0562

Intended Use
This reagent is for in vitro diagnostic use.

Wilms’ Tumor (WT49) monoclonal antibody is intended to be used for the qualitative identification by light microscopy of human Wilms’
Tumor WT1 gene product in formalin-fixed, paraffin-embedded tissue by immunohistochemical staining using the automated BOND
system (includes BOND-MAX system, BOND-III system and BOND-PRIME system).

The clinical interpretation of any staining or its absence should be complemented by morphological studies and proper controls and
should be evaluated within the context of the patient’s clinical history and other diagnostic tests by a qualified pathologist.

Summary and Explanation

Immunohistochemical techniques can be used to demonstrate the presence of antigens in tissue and cells (see “Using BOND Reagents”
in your BOND user documentation). Wilms’ Tumor (WT49) primary antibody is a ready to use product that has been optimized for

use with the BOND Polymer Refine Detection system (DS9800) and BOND-PRIME Polymer DAB Detection System (DS9284). The
demonstration of human Wilms’ Tumor WT1 gene product is achieved by first allowing the binding of Wilms’ Tumor (WT49) to the
section, and then visualizing this binding using the reagents provided in the detection system. The use of these products, in combination
with the automated BOND system (includes BOND-MAX system, BOND-III system and BOND-PRIME system), reduces the possibility of
human error and inherent variability resulting from individual reagent dilution, manual pipetting and reagent application.

Reagents Provided
Wilms’ Tumor (WT49) is a mouse anti-human monoclonal antibody produced as a tissue culture supernatant, and supplied in Tris
buffered saline with carrier protein, containing 0.35% ProClin™ 950 as a preservative.

Total volume =7 mL.

Clone
WT49.

Immunogen
A prokaryotic recombinant protein containing 1-181 amino acids of the N-terminal of the Wilms’ Tumor protein.

Specificity
Human Wilms’ Tumor WT1 gene product.

Subclass
1gG1.

Total Protein Concentration
Approx 10 mg/mL.

Antibody Concentration
Greater than or equal to 2.3 mg/L as determined by ELISA.

Dilution and Mixing
Wilms’ Tumor (WT49) primary antibody is optimally diluted for use on the BOND system (includes BOND-MAX system, BOND-III system
and BOND-PRIME system). Reconstitution, mixing, dilution or titration of this reagent is not required.

Materials Required But Not Provided

Refer to “Using BOND Reagents” in your BOND user documentation, or Sections 1 and 3 in your BOND-PRIME user documentation,
for a complete list of materials required for specimen treatment and immunohistochemical staining using the BOND system (includes
BOND-MAX system, BOND-III system and BOND-PRIME system).

Storage and Stability

Store at 2-8 °C. Do not use after the expiration date indicated on the container label.

The signs indicating contamination and/or instability of Wilms’ Tumor (WT49) are: turbidity of the solution, odor development, and
presence of precipitate.

Return to 2-8 °C immediately after use.
Storage conditions other than those specified above must be verified by the user.

Precautions
« This product is intended for in vitro diagnostic use.

« The concentration of ProClin™ 950 is 0.35%. It contains the active ingredient 2-methyl-4-isothiazolin-3-one, and may cause irritation
to the skin, eyes, mucous membranes and upper respiratory tract. Wear disposable gloves when handling reagents.

« To obtain a copy of the Material Safety Data Sheet contact your local distributor or regional office of Leica Biosystems, or
alternatively, visit the Leica Biosystems’ Web site, LeicaBiosystems.com.
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« Specimens, before and after fixation, and all materials exposed to them, should be handled as if capable of transmitting infection and
disposed of with proper precautions?. Never pipette reagents by mouth and avoid contacting the skin and mucous membranes with
reagents or specimens. If reagents or specimens come in contact with sensitive areas, wash with copious amounts of water. Seek
medical advice.

« Consult Federal, State or local regulations for disposal of any potentially toxic components.
« Minimize microbial contamination of reagents or an increase in non-specific staining may occur.

« Retrieval, incubation times or temperatures other than those specified may give erroneous results. Any such change must be
validated by the user.

Instructions for Use

Wilms’ Tumor (WT49) primary antibody was developed for use on the automated BOND system (includes BOND-MAX system, BOND-III
system and BOND-PRIME system) in combination with BOND Polymer Refine Detection and BOND-PRIME Polymer DAB Detection
System. The recommended staining protocol and epitope retrieval for Wilms’ Tumor (WT49) primary antibody are detailed in Table 1.

Table 1: Protocol Parameters for each BOND System.

BOND-MAX BOND-III BOND-PRIME
Epitope Retrieval Heat induced epitope retrieval Heat induced epitope retrieval Heat induced epitope retrieval
using BOND Epitope Retrieval using BOND Epitope Retrieval using BOND-PRIME Epitope
Solution 2 for 30 minutes Solution 2 for 30 minutes Retrieval Solution 2 for 30 minutes
Staining Protocol *IHC Protocol F *IHC Protocol F *IHC Protocol F

Results Expected (generated with *IHC Protocol F on BOND-III platform using BOND Polymer Refine Detection System)

Normal Tissues
Clone WT49 detected the Wilms’ tumor antigen in the nuclei of stromal cells in ovary, uterus, and cervix, in Sertoli cells of the testis and
in podocytes and glomeruli of kidney. Clone WT49 does not stain endothelial cells. (Total number of cases evaluated = 139).

Tumor Tissues

Clone WT49 stained 4/85 kidney tumors (including 4/9 Wilms’ tumors, 0/32 clear cell carcinomas, 0/18 transitional cell carcinomas,

0/10 papillary renal cell carcinomas, 0/5 squamous cell carcinomas, 0/2 collecting duct carcinomas, 0/2 undifferentiated carcinomas,

0/4 metastatic clear cell carcinomas, 0/1 metastatic chromophobe carcinoma, and 0/2 hyperplasias), 4/5 renal inflammatory conditions
(including 2/3 interstitial nephritis, 1/1 chronic pyelonephritis, and 1/1 acute pyelonephritis), and 5/7 ovarian tumors (including 4/4 serous
tumors, 1/1 endometrioid adenocarcinoma, 0/1 adenocarcinoma and 0/1 granulosa cell tumor). No staining was seen in lung tumors
(0/5), thyroid tumors (0/5), carcinomas of the cervix tumors (0/4), colon tumors (0/4), hepatocellular carcinomas (0/4), breast tumors
(0/4), brain tumors (0/4), lymphomas (0/3), adrenal tumors (0/2), bladder tumors (0/2), esophageal tumors (0/2), gastric tumors (0/2),
tumors of the small intestine (0/2), rectal tumors (0/3), metastatic tumors (0/3), head and neck tumors (0/2), prostatic tumors (0/2),
salivary gland tumors (0/2), seminomas (0/2), a chondrosarcoma (0/1), a melanoma (0/1), a tongue tumor (0/1), a pancreatic tumor (0/1),
a skin tumor (0/1), and a hyperplastic prostate (0/1). (Total number of cases evaluated = 160).

Wilms’ Tumor (WT49) is recommended for the detection of the Wilms’ tumor protein in normal and tumor tissues

Product Specific Limitations

Wilms’ Tumor (WT49) has been optimized at Leica Biosystems for use with BOND Polymer Refine Detection, BOND ancillary reagents,
BOND-PRIME Polymer DAB Detection System, and BOND-PRIME ancillary reagents. Users who deviate from recommended test
procedures must accept responsibility for interpretation of patient results under these circumstances. The protocol times may vary, due to
variation in tissue fixation and the effectiveness of antigen enhancement and must be determined empirically. Negative reagent controls
should be used when optimizing retrieval conditions and protocol times.

Troubleshooting
Refer to reference 3 for remedial action.
Contact your local distributor or the regional office of Leica Biosystems to report unusual staining.

Further Information

Further information on immunostaining with BOND reagents, under the headings Principle of the Procedure, Materials Required,
Specimen Preparation, Quality Control, Assay Verification, Interpretation of Staining, Key to Symbols on Labels, and General Limitations
can be found in “Using BOND Reagents” in your BOND user documentation.

Bibliography
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:e347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 is a trademark of Supelco, a part of Sigma-Aldrich Corporation.
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Change History
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Detail of Revision
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Change History: Inclusion of new section containing Change History table and Revision: Date of Issue.
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Anticorps primaire prét a I'emploi BOND
Wilms’ Tumor (WT49)
Numéro de référence : PA0562

Utilisation prévue
Ce réactif est destiné a un usage de diagnostic in vitro.

L’anticorps monoclonal Wilm’s Tumor (WT49) est destiné a I'identification qualitative par microscopie optique du produit génique WT1
de la tumeur de Wilms humaine dans des tissus fixés au formol et enrobés de paraffine gréace a la coloration immunohistochimique
effectuée a l'aide du systéme automatisé BOND (qui comprend les systémes BOND-MAX, BOND-IIl et BOND-PRIME).

L'interprétation clinique d’une coloration ou d’une absence de coloration doit étre complétée par des études morphologiques et des
controles adéquats et doit étre évaluée dans le contexte de I'anamnese clinique du patient et d’autres tests diagnostiques réalisés par
un pathologiste qualifié.

Résumé et explication

Les techniques immunohistochimiques peuvent étre utilisées pour la mise en évidence d’antigénes sur tissus ou cellules (voir «
Utilisation des réactifs BOND » dans votre manuel d’utilisation BOND). L'anticorps primaire Willms’ Tumor (WT49) est un produit prét
a I'emploi qui a été optimisé pour étre utilisé avec le systtme BOND Polymer Refine Detection (DS9800) et BOND-PRIME Polymer
DAB Detection System (DS9284). La mise en évidence du produit génique WT1 de la tumeur de Wilms humaine s'effectue d'abord par
I'établissement de la liaison de Wilms’ Tumor (WT49) a la coupe, et puis par la visualisation de cette liaison a I'aide des réactifs fournis
dans le systéme de détection. L'utilisation de ces produits avec le systéme automatisé BOND (qui comprend les systémes BOND-
MAX, BOND-IIl et BOND-PRIME) réduit la possibilité d'erreur humaine et la variabilité inhérente qui résultent de la dilution de réactifs
individuels, du pipetage manuel et de I'application des réactifs.

Réactifs fournis

Wilms’ Tumor (WT49) est un anticorps monoclonal anti-humain de souris, produit sous forme de surnageant de culture tissulaire et
conditionné dans une solution saline tamponnée au Tris avec une protéine de transport contenant 0,35 % de ProClin™ 950 comme
conservateur.

Volume total = 7 ml.

Clone
WT49

Immunogéne

Une protéine recombinante procaryote contenant les acides aminés 1-181 de la région N-terminale de la protéine de la tumeur de
Wilms.

Spécificité
Produit du géne WT1 humain de la tumeur de Wilms

Sous-classe
1gG1

Concentration totale en protéines
Env. 10 mg/ml

Concentration en anticorps
Supérieure ou égale a 2,3 mg/l tel que déterminé par ELISA.

Dilution et mélange

L'anticorps primaire Wilm’s Tumor (WT49) est dilué de maniére optimale pour étre utilisé avec le systéme BOND (qui comprend les
systemes BOND-MAX, BOND-IIl et BOND-PRIME). Il n’est pas nécessaire de reconstituer, mélanger, diluer ou titrer ce réactif.

Matériels nécessaires mais non fournis

Consultez la section relative a « I'utilisation des réactifs BOND » de votre manuel d’utilisation BOND, ou aux sections 1 et 3 de votre
manuel d’utilisation BOND-PRIME pour une liste complete du matériel requis pour le traitement des échantillons et la coloration
immunohistochimique a I'aide du systeme BOND (dont les systemes BOND-MAX, BOND-IIl et BOND-PRIME).

Conservation et stabilité
Conserver entre 2 et 8 °C. Ne pas utiliser au-dela de la date de péremption indiquée sur I'étiquette du flacon.

Les signes indiquant une contamination ou une instabilité de Wilms’ Tumor (WT49) sont les suivants : turbidité de la solution,
développement d'une odeur et présence de précipité.

Remettre immédiatement & 2-8 °C apres utilisation.
Les conditions de conservation autres que celles spécifiées ci-dessus doivent faire I'objet d’une vérification par I'utilisateur®.

Précautions

« Ce produit est destiné a un usage de diagnostic in vitro.

« La concentration de ProClin™ 950 est de 0,35 %. Il contient le principe actif 2-méthyl-4-isothiazolin-3-one et peut provoquer une
irritation de la peau, des yeux, des membranes muqueuses et des voies respiratoires supérieures. Porter des gants jetables pour la
manipulation des réactifs.
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« Pour obtenir un exemplaire de la Fiche de données de sécurité, contactez votre distributeur local ou le bureau régional de Leica
Biosystems. Vous pouvez également consulter le site Internet de Leica Biosystems, LeicaBiosystems.com.

« Les échantillons, avant et aprés la fixation, ainsi que tous les matériaux exposés a ces échantillons, doivent étre traités comme s'ils
étaient susceptibles de transmettre une infection et éliminés avec les précautions qui s'imposent?. Ne jamais pipeter les réactifs a la
bouche et éviter le contact de la peau et des membranes muqueuses avec les réactifs ou les échantillons. Rincer avec de grandes
quantités d’eau en cas de contact des réactifs ou des échantillons avec des zones sensibles. Demander conseil @ un médecin.

« Consulter les réglementations nationales, régionales ou locales relatives a I'élimination des composants potentiellement toxiques.

« Minimiser la contamination microbienne des réactifs, faute de quoi un accroissement de la coloration non spécifique est susceptible

de se produire.

« La récupération ou des durées ou températures d’incubation autres que celles précisées peuvent donner des résultats erronés. Toute
modification de ces parametres doit étre validée par I'utilisateur.

Mode d’emploi

L'anticorps primaire Wilm’s Tumor (WT49) a été développé pour étre utilisé avec le systéme automatisé BOND (qui comprend les
systémes BOND-MAX, BOND-IIl et BOND-PRIME) en combinaison avec le systeme BOND Polymer Refine Detection et BOND-PRIME
Polymer DAB Detection System. Les recommandations concernant le protocole de coloration et la procédure de récupération des
épitopes pour I'anticorps primaire Wilm’s Tumor (WT49) sont détaillées dans le Tableau 1.

Tableau 1 : Paramétres du protocole pour chaque systéme BOND.

BOND-MAX

BOND-III

BOND-PRIME

Récupération des
épitopes

Récupération d'épitopes induite
par la chaleur a l'aide de BOND
Epitope Retrieval Solution 2

Récupération d'épitopes induite
par la chaleur a I'aide de BOND
Epitope Retrieval Solution 2

Récupération d'épitopes induite
par la chaleur & I'aide de BOND-
PRIME Epitope Retrieval Solution

pendant 30 minutes
*IHC Protocol F

pendant 30 minutes
*IHC Protocol F

2 pendant 30 minutes
*IHC Protocol F

Protocole de colo-
ration

Résultats attendus (générés avec le protocole *IHC Protocol F sur la plateforme BOND-III & I'aide du systéme BOND Polymer
Refine Detection)

Tissus normaux

Le clone WT49 a détecté I'antigéne Wilms’ tumor dans les noyaux des cellules stromales de 'ovaire, de l'utérus, et du col de I'utérus,
dans les cellules de Sertoli des testicules et dans les podocytes et glomérules rénaux. Le clone WT49 ne colore pas les cellules
endothéliales. (Nombre total de cas de tumeurs évalués = 139).

Tissus tumoraux

Le clone WT49 a coloré 4/85 tumeurs rénales (dont 4/9 tumeurs de Wilms, 0/32 carcinomes rénaux a cellules claires, 0/18 carcinomes

a cellules transitionnelles, 0/10 carcinomes papillaires du rein, 0/5 carcinomes épidermoides, 0/2 carcinomes des tubes collecteurs,

0/2 carcinomes indifférenciés, 0/4 carcinomes a cellules claires métastatiques, 0/1 carcinome chromophobe métastatique, et 0/2
hyperplasies), 4/5 affections inflammatoires rénales (dont 2/3 néphrites interstitielles, 1/1 pyélonéphrite chronique, et 1/1 pyélonéphrite
aigué), et 5/7 tumeurs ovariens (dont 4/4 tumeurs séreuses, 1/1 adenocarcinome de 'endomeétre, 0/1 adénocarcinome et 0/1 tumeur des
cellules de la granulosa). Aucune coloration n’a été observé dans les tumeurs du poumon (0/5), tumeurs de la thyroide (0/5), carcinomes
des tumeurs du col de l'utérus (0/4), tumeurs du colon (0/4), carcinomes hépatocellulaires (0/4), tumeurs du sein (0/4), tumeurs du
cerveau (0/4), lymphomes (0/3), tumeurs surrénales (0/2), tumeurs de la vessie (0/2), tumeurs de I'cesophage (0/2), tumeurs de
I'estomac (0/2), tumeurs de l'intestin gréle (0/2), tumeurs rectales (0/3), tumeurs métastatiques (0/3), tumeurs de la téte et du cou (0/2),
tumeurs de la prostate (0/2), tumeurs des glandes salivaires (0/2), séminomes (0/2), un chondrosarcome (0/1), un mélanome (0/1), une
tumeur de la langue (0/1), une tumeur pancréatique (0/1), une tumeur cutanée (0/1), et une prostate hyperplasique (0/1). (Nombre total
de cas de tumeurs évalués = 160).

Wilms’ Tumor (WT49) est recommandé pour la détection de la protéine de la tumeur de Wilms dans les tissus normaux
et tumoraux

Limitations spécifiques au produit

Wilms’ tumor (WT49) a été optimisé par Leica Biosystems pour étre utilisé avec BOND Polymer Refine Detection, les réactifs auxiliaires
BOND, le BOND-PRIME Polymer DAB Detection System et les réactifs auxiliaires BOND-PRIME. Les utilisateurs qui s’écartent des
procédures de test recommandées doivent accepter la responsabilité de I'interprétation des résultats du patient dans ces circonstances.
La durée du protocole peut varier en raison de différences dans la fixation de tissu et de I'efficacité de I'amplification de I'antigéne, et
doit étre déterminée de maniére empirique. Des réactifs de controle négatifs doivent étre utilisés lors de I'optimisation des conditions de
récupération et de la durée du protocole.

Dépannage
Consultez la référence 3 pour les mesures correctives.
Contacter le distributeur local ou le bureau régional de Leica Biosystems pour signaler une coloration inhabituelle.

Autres informations

De plus amples informations concernant I'immunomarquage avec les réactifs BOND, sous les rubriques Principes de la procédure,
Matériel nécessaire, Préparation de I'échantillon, Contréle de qualité, Vérification du test, Interprétation de la coloration, Légendes des
symboles sur les étiquettes et Limites générales, se trouvent dans « Utilisation des réactifs BOND » dans le manuel d'utilisation BOND.
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Révision : Date de

L Détail des révisions
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Anticorpo primario BOND pronto all'uso
Wilms’ Tumor (WT49)
N. di catalogo: PA0562

Uso previsto
Questo reagente & per uso diagnostico in vitro.

L'anticorpo monoclonale Wilms’ Tumor (WT49) deve essere utilizzato per I'identificazione qualitativa mediante microscopia ottica
del prodotto del gene del tumore di Wilms WT1 umano in tessuto fissato in formalina e incluso in paraffina tramite colorazione
immunoistochimica usando il sistema automatizzato BOND (che include i sistemi BOND-MAX, BOND-IIl e BOND-PRIME).

L'interpretazione clinica di un’eventuale colorazione o della sua assenza deve avvalersi di studi morfologici e di opportuni controlli ed
essere effettuata da patologi qualificati, nel contesto dell’anamnesi clinica del paziente e di altri test diagnostici.

Sommario e spiegazione

Grazie alle tecniche di immunoistochimica € possibile dimostrare la presenza di antigeni nel tessuto e nelle cellule (vedere “Uso dei
reagenti BOND” nella documentazione per 'utente BOND). L'anticorpo primario Wilms’ Tumor (WT49) & un prodotto pronto all'uso che
¢ stato ottimizzato per I'impiego con il sistema BOND Polymer Refine Detection (DS9800) e con BOND-PRIME Polymer DAB Detection
System (DS9284). La dimostrazione del prodotto del gene del tumore di Wilms WT1 umano si ottiene in primo luogo consentendo il
legame di Wilms’ Tumor (WT49) alla sezione, quindi visualizzando tale legame per mezzo dei reagenti forniti nel sistema di rilevazione.
L'uso di questi prodotti, in combinazione con il sistema automatizzato BOND (che include i sistemi BOND-MAX, BOND-IIl e BOND-
PRIME), riduce la possibilita di errore umano e la variabilita intrinseca derivante dalla diluizione singola del reagente, dal pipettaggio
manuale e dall'applicazione del reagente.

Reagenti forniti

Wilms’ Tumor (WT49) & un anticorpo monoclonale murino anti-umano prodotto come surnatante di coltura tissutale e fornito in tampone
salino tamponata Tris con proteina trasportatrice, contenente lo 0,35% di ProClin™ 950 come conservante.

Volume totale = 7 ml.

Clone
WT49.

Immunogeno

Una proteina ricombinante procariotica che contiene 1-181 amminoacidi di N-terminale della proteina del tumore di Wilms.
Specificita

Prodotto del gene WT1 del tumore di Wilms.

Sottoclasse
1gG1.

Concentrazione proteica totale
Circa 10 mg/ml.

Concentrazione anticorpale
Pari o superiore a 2,3 mg/l, come determinato mediante test ELISA.

Diluizione e miscelazione

L’anticorpo primario Wilms’ Tumor (WT49) e diluito in modo ottimale per essere usato con il sistema BOND (che include i sistemi BOND-
MAX, BOND-IIl e BOND-PRIME). Questo reagente non necessita di ricostituzione, miscelazione, diluizione né titolazione.

Materiali necessari ma non forniti

Fare riferimento a “Uso dei reagenti BOND” nella documentazione per I'utente BOND o alle sezioni 1 e 3 della documentazione per
'utente BOND-PRIME per I'elenco completo dei materiali necessari per il trattamento e la colorazione immunoistochimica dei campioni
con il sistema BOND (che include i sistemi BOND-MAX, BOND-III e BOND-PRIME).

Conservazione e stabilita

Conservare a 2-8 °C. Non utilizzare dopo la data di scadenza indicata sull'etichetta del contenitore.

| segni di contaminazione e/o instabilita di Wilms’ Tumor (WT49) sono: torbidita della soluzione, sviluppo di odori e presenza di
precipitato.

Riportare a 2—-8 °C immediatamente dopo ['uso.

L'utente deve verificare eventuali condizioni di conservazione diverse da quelle specificate’.

Precauzioni

« |l presente prodotto € destinato all'uso diagnostico in vitro.

« La concentrazione di ProClin™ 950 & pari allo 0,35%. Esso contiene il principio attivo 2-metil-4-isotiazolin-3-one, e puo causare
irritazione alla cute, agli occhi, alle mucose e alle alte vie respiratorie. Per la manipolazione dei reagenti usare guanti monouso.

« Per ottenere una copia della Scheda di sicurezza sui materiali, rivolgersi al distributore di zona o all'ufficio regionale di Leica
Biosystems. In alternativa, visitare il sito web di Leica Biosystems, LeicaBiosystems.com.
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« | campioni, prima e dopo la fissazione, e tutti i materiali a essi esposti, devono essere manipolati come se fossero in grado di
trasmettere infezioni e smalltiti con le dovute precauzioni?. Non pipettare mai i reagenti con la bocca ed evitare che i reagenti o i
campioni vengano a contatto con la pelle o le mucose. Se i reagenti o i campioni biologici vengono a contatto con aree sensibili,
lavare abbondantemente con acqua. Consultare un medico.

« Per lo smaltimento di eventuali componenti potenzialmente tossici consultare i regolamenti nazionali, regionali o locali.

« Ridurre al minimo la contaminazione microbica dei reagenti per evitare un aumento di colorazione non specifica.

« Tempi di recupero o incubazione o temperature diversi da quelli specificati possono generare risultati erronei. Ogni eventuale
modifica deve essere validata dall’'utente.

Istruzioni per l'uso

L’anticorpo primario Wilms’ Tumor (WT49) e stato sviluppato per I'uso sul sistema automatizzato BOND (che include i sistemi BOND-
MAX, BOND-IIl e BOND-PRIME) in combinazione con BOND Polymer Refine Detection e BOND-PRIME Polymer DAB Detection
System. Il protocollo di colorazione e lo smascheramento dell’epitopo consigliati per I'anticorpo primario Wilms’ Tumor (WT49) sono
illustrati nella Tabella 1.

Tab. 1: Parametri di protocollo per ciascun sistema BOND.

Epitope Retrieval Solution 2 per

BOND-MAX BOND-III BOND-PRIME
Smascheramento Smascheramento dell'epitopo Smascheramento dell'epitopo Smascheramento dell'epitopo
dell’epitopo indotto da calore con BOND indotto da calore con BOND indotto da calore con BOND-

Epitope Retrieval Solution 2 per

PRIME Epitope Retrieval Solution

30 minuti
*IHC Protocol F

30 minuti
*IHC Protocol F

2 per 30 minuti
*IHC Protocol F

Protocollo di colo-
razione

Risultati attesi (ottenuti con *IHC Protocol F sulla piattaforma BOND-III con I'impiego di BOND Polymer Refine Detection System)

Tessuti normali
Il clone WT49 ha rilevato I'antigene del tumore di Wilms nel nucleo delle cellule stromali delle ovaie, nei tubuli dei testicoli e nei podociti
glomerulari del rene. Il clone WT49 non colora le cellule endoteliali. (Numero complessivo di casi esaminati = 139).

Tessuti tumorali

Il clone WT49 ha colorato 4/85 tumori del rene (inclusi 4/9 tumori di Wilms, 0/32 carcinomi a cellule chiare, 0/18 carcinomi a cellule
transizionali, 0/10 carcinomi a cellule renali papillari, 0/5 carcinomi a cellule squamose, 0/2 carcinomi del dotto di raccolta, 0/2
carcinomi indifferenziati, 0/4 carcinomi metastatici a cellule chiare, 0/1 carcinomi metastatici cromofobi e 0/2 iperplasie), 4/5 condizioni
infiammatorie renali (inclusi 2/3 nefriti interstiziali, 1/1 pielonefrite cronica e 1/1 pielonefrite acuta) e 5/7 tumori ovarici (inclusi 4/4
tumori sierosi, 1/1 adenocarcinoma endometrioide, 0/1 adenocarcinomi e 0/1 tumori a cellule della granulosa). Non & stata osservata
alcuna colorazione nei tumori polmonari (0/5), tumori della tiroide (0/5), carcinomi della cervice (0/4), tumori del colon (0/4), carcinomi
epatocellulari (0/4), tumori della mammella (0/4), tumori del cervello (0/4), linfomi (0/3), tumori della ghiandola surrenale (0/2), tumori
della vescica (0/2), tumori dell'esofago (0/2), tumori gastrici (0/2), tumori dell'intestino tenue (0/2), tumori rettali (0/3), tumori metastatici
(0/3), tumori della testa e del collo (0/2), tumori prostatici (0/2), tumori delle ghiandole salivari (0/2), seminomi (0/2), un condrosarcoma
(0/1), un melanoma (0/1), un tumore della lingua (0/1), un tumore pancreatico (0/1), un tumore della pelle (0/1) e una prostata
iperplastica (0/1). (Numero complessivo di casi esaminati = 160).

Wilms’ Tumor (WT49) é raccomandato per il rilevamento della proteina del tumore di Wilms in tessuti normali e tumorali

Limitazioni specifiche del prodotto

Wilms’ Tumor (WT49) e stato ottimizzato da Leica Biosystems per 'uso con BOND Polymer Refine Detection, i reagenti ausiliari BOND,
BOND-PRIME Polymer DAB Detection System e i reagenti ausiliari BOND-PRIME. Gli utenti che modificano le procedure raccomandate
devono assumersi la responsabilita dell'interpretazione dei risultati relativi ai pazienti in tali circostanze. | tempi previsti dal protocollo
possono variare in base alle differenze di fissazione tissutale e all'efficienza di potenziamento dell’antigene e, pertanto, devono essere
definiti empiricamente. Durante I'ottimizzazione delle condizioni di riconoscimento e dei tempi del protocollo occorre utilizzare controlli
negativi del reagente.

Ricerca e risoluzione problemi
Per le azioni di rimedio consultare il riferimento bibliografico n. 3.
Se si notano colorazioni inusuali, informarne il distributore di zona o l'ufficio regionale Leica Biosystems.

Ulteriori informazioni

Ulteriori informazioni sullimmunocolorazione con i reagenti BOND, sotto le intestazioni Principio della procedura, Materiali necessari,
Preparazione del campione, Controllo qualita, Verifica del saggio, Interpretazione della colorazione, Legenda dei simboli sulle etichette e
Limitazioni generali, possono essere reperite in “Uso dei reagenti BOND” nella documentazione per I'utilizzatore BOND.

Bibliografia
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Modifica della cronologia

Revisione: Data di
pubblicazione

Dettagli della revisione

17 ottobre 2022

Cronologia delle modifiche: Inclusione di una nuova sezione contenente la tabella della cronologia delle
modifiche e la revisione: Data di pubblicazione.

Revisione / Data di pubblicazione: Modifica del titolo della sezione da Data della pubblicazione.

Modifiche generali: Rimozione di www. da LeicaBiosystems.com.

Risultati attesi: aggiornamento con dati e tessuti esaminati.

Pagina iniziale: rimozione di Solo su prescrizione medica.

Pagina finale: aggiunta dei dettagli EC REP, nonché del simbolo.

Indirizzo degli Stati Uniti aggiornato. Numeri di telefono degli Stati Uniti e del Canada aggiornati. Numero
di telefono dell'Australia rimosso. Nome e indirizzo del Rappresentante UE aggiornati, correzione del nome
dell'entita canadese.
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Gebrauchsfertiger BOND-Primérantikorper
Wilms’ Tumor (WT49)
Artikel-Nr.: PA0562

Verwendungszweck
Dieses Reagenz ist zur In-Vitro-Diagnostik bestimmt.

Der monoklonale Antikérper Wilms’ Tumor (WT49) ist zur qualitativen lichtmikroskopischen Bestimmung von humanem Wilms’ Tumor-
WT1-Genprodukt in formalinfixiertem, in Paraffin eingebettetem Gewebe durch immunhistochemische Farbung mit dem automatisierten
BOND-System (einschlieRlich BOND-MAX-System, BOND-III-System und BOND-PRIME-System) vorgesehen.

Die klinische Interpretation jeglicher Farbungen oder das Ausbleiben dieser sollte durch morphologische Studien und Anwendung
geeigneter Kontrollen erganzt und unter Beriicksichtigung der klinischen Vorgeschichte des Patienten sowie im Rahmen anderer
diagnostischer Tests durch einen qualifizierten Pathologen bewertet werden.

Zusammenfassung und Erlduterung

Immunhistochemische Methoden kénnen dazu verwendet werden, die Anwesenheit von Antigenen in Geweben und Zellen zu
demonstrieren (sehen Sie dazu ,Das Arbeiten mit BOND-Reagenzien* in Ihrem BOND-Benutzerhandbuch). Der Primarantikérper Wilms’
Tumor (WT49) ist ein gebrauchsfertiges Produkt, das speziell fir den Gebrauch mit dem BOND Polymer Refine Detection-System
(DS9800) und BOND-PRIME Polymer DAB Detection System (DS9284) optimiert wurde. Der Nachweis von humanem Wilms’-Tumor-
WT1-Genprodukt erfolgt durch Bindung von Wilms’ Tumor (WT49) an das Praparat und anschlieRende Darstellung dieser Bindung
mithilfe der im Detektionssystem enthaltenen Reagenzien. Die Verwendung dieser Produkte in Kombination mit dem automatisierten
BOND-System (einschliellich BOND-MAX-System, BOND-III-System und BOND-PRIME-System) reduziert die Gefahr vom Menschen
verursachter Fehler und einer inharenten Variabilitat aufgrund einer individuellen Reagenzienverdiinnung, einer manuellen Pipettierung
und einer Reagenzienanwendung.

Mitgelieferte Reagenzien

Wilms’ Tumor (WT49) ist ein aus Gewebekulturiiberstand hergestellter, monoklonaler Maus-anti-Human-Antikérper, der in trisgepufferter
Salzlésung mit einem Tragerprotein geliefert wird und 0,35 % ProClin™ 950 als Konservierungsmittel enthalt.
Gesamtvolumen =7 ml.

Klon
WT49.

Immunogen
Ein prokaryotisches rekombinantes Protein mit 1-181 Aminosauren des N-Terminus des Wilms-Tumorproteins.

Spezifitat
Humanes Wilms’ Tumor-WT1-Genprodukt

Unterklasse
1gG1.

Gesamtproteinkonzentration
Ungefahr 10 mg/ml.

Antikorperkonzentration
GroRer oder gleich 2,3 mg/l laut ELISA-Bestimmung.

Verdiinnen und mischen

Der Primérantikérper Wilms’ Tumor (WT49) weist eine optimale Verdiinnung firr die Verwendung mit dem BOND-System (einschlielich
BOND-MAX-System, BOND-III-System und BOND-PRIME-System) auf. Ein Rekonstituieren, Mischen, Verdiinnen oder Titrieren dieses
Reagenzes ist nicht erforderlich.

Erforderliche, jedoch nicht mitgelieferte Materialien

Eine vollstandige Liste der zur Probenbehandlung und immunhistochemischen Farbung mit dem BOND-System (einschlieflich
BOND-MAX-System, BOND-III-System und BOND-PRIME-System) erforderlichen Materialien knnen Sie dem Kapitel ,Verwendung
der BOND-Reagenzien® in lhrem BOND-Benutzerhandbuch oder den Abschnitten 1 und 3 in Inrem BOND-PRIME-Benutzerhandbuch
entnehmen.

Lagerung und Stabilitat

Bei 2-8 °C aufbewahren. Nach Ablauf des auf dem Behaélteretikett angegebenen Ablaufdatums nicht mehr verwenden.

Zeichen, die auf eine Kontamination und/oder Instabilitat von Wilms’ Tumor (WT49) hinweisen, sind eine Triibung der Lésung,
Geruchsentwicklung und das Vorhandensein von Prazipitat.

Unmittelbar nach dem Gebrauch erneut bei 2-8 °C lagern.
Lagerbedingungen, die von den oben genannten Bedingungen abweichen, missen vom Benutzer verifiziert werden'.

VorsichtsmaBnahmen
« Dieses Produkt ist zur In-vitro-Diagnostik bestimmt.
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« Die Konzentration von ProClin™ 950 liegt bei 0,35 %. Das Produkt enthalt den Wirkstoff 2-Methyl-4-isothiazolin-3-on und kann zur
Reizung von Haut, Augen, Schleimhauten und den oberen Atemwegen fiihren. Beim Umgang mit Reagenzien Einmalhandschuhe
tragen.

« Ein Exemplar des Materialsicherheits-Datenblatts erhalten Sie von Ihrem lokalen Vertriebspartner oder der regionalen Niederlassung
von Leica Biosystems. Sie kdnnen auch die Website von Leica Biosystems LeicaBiosystems.com besuchen.

* Proben vor und nach der Fixierung und alle mit ihnen in Kontakt kommenden Materialien sind wie infektitses Material zu behandeln
und mit den entsprechenden VorsichtsmaRnahmen zu entsorgen.? Reagenzien diirfen niemals mit dem Mund pipettiert werden. Der
Kontakt von Haut und Schleimhauten mit Reagenzien oder Proben muss vermieden werden. Falls Reagenzien oder Proben mit
empfindlichen Bereichen in Kontakt gekommen sind, miissen diese mit reichlich Wasser gespiilt werden. Arztlichen Rat einholen.

< Hinsichtlich der Entsorgung potenziell giftiger Komponenten muss auf die jeweils geltenden Bestimmungen Bezug genommen
werden.

« Die mikrobielle Verunreinigung von Reagenzien ist zu minimieren, da ansonsten eine erhohte nichtspezifische Farbung auftreten
kann.

« Eine von den angegebenen Spezifikationen abweichende Maskierung, Inkubationszeit oder Temperatur kann zu fehlerhaften
Resultaten fiihren. Alle derartigen Anderungen miissen vom Anwender validiert werden.

Gebrauchsanweisung

Der Primérantikdrper Wilms’ Tumor (WT49) wurde fiir die Verwendung in dem automatisierten BOND-System (einschlieRlich BOND-
MAX-System, BOND-III-System und BOND-PRIME-System) in Kombination mit dem BOND Polymer Refine Detection und dem BOND-
PRIME Polymer DAB Detection System entwickelt. Das empfohlene Farbeprotokoll und die empfohlene Epitopdemaskierung fiir den
Primarantikérper Wilms’ Tumor (WT49) sind in Tabelle 1 aufgefiihrt.

Tabelle 1: Protokollparameter fiir jedes BOND-System.

BOND-MAX BOND-III BOND-PRIME
Epitopdemaskierung | Hitzeinduzierte Hitzeinduzierte Hitzeinduzierte
Epitopdemaskierung unter Epitopdemaskierung unter Epitopdemaskierung unter

Verwendung der BOND Epitope Verwendung der BOND Epitope Verwendung der BOND-PRIME
Retrieval Solution 2 fiir 30 Minuten | Retrieval Solution 2 fiir 30 Minuten | Epitope Retrieval Solution 2 fiir
30 Minuten

Farbeprotokoll *IHC Protocol F *IHC Protocol F *IHC Protocol F

Erwartete Ergebnisse (erzeugt mit *IHC Protocol F auf der BOND-III-Plattform mit dem BOND Polymer Refine Detection-System)

Normalgewebe
Der Klon WT49 wies das Wilms' Tumor-Antigen in den Zellkernen von Stromazellen in Eierstécken, Gebarmutter und Gebarmutterhals,

in Sertoli-Zellen der Hoden sowie in Podozyten und Glomeruli der Niere nach. Klon WT49 farbt keine Endothelzellen. (Anzahl der
insgesamt untersuchten Falle = 139).

Tumorgewebe

Klon WT49 fiihrte zu einer Farbung von 4/85 Nierentumoren (darunter 4/9 Wilms' Tumore, 0/32 klarzellige Karzinome, 0/18
Ubergangszellkarzinome, 0/10 papillére Nierenzellkarzinome, 0/5 Plattenepithelkarzinome, 0/2 Sammelgangskarzinome, 0/2
undifferenzierte Karzinome, 0/4 metastasierende klarzellige Karzinome, 0/1 metastasierende chromophobe Karzinome und 0/2
Hyperplasien), 4/5 entziindliche Nierenerkrankungen (darunter 2/3 interstitielle Nephritis, 1/1 chronische Pyelonephritis und 1/1 akute
Pyelonephritis) und 5/7 Eierstocktumoren (darunter 4/4 serése Tumoren, 1/1 endometrioides Adenokarzinom, 0/1 Adenokarzinom

und 0/1 Granulosazelltumor). Bei Lungentumoren (0/5), Schilddriisentumoren (0/5), Karzinomen des Gebarmutterhalses (0/4),
Dickdarmtumoren (0/4), Leberzellkarzinomen (0/4), Brusttumoren (0/4), Gehirntumoren (0/4), Lymphomen (0/3), Nebennierentumoren
(0/2), Blasentumoren (0/2), Speiseréhrentumoren (0/2), Magentumoren (0/2), Dinndarmtumoren (0/2), Rektaltumoren (0/3),
metastasierenden Tumoren (0/3), Kopf-Hals-Tumoren (0/2), Prostatatumoren (0/2), Speicheldriisentumoren (0/2), Seminomen (0/2),
einem Chondrosarkom (0/1), einem Melanom (0/1), einem Zungentumor (0/1), einem Pankreastumor (0/1), einem Hauttumor (0/1) und
einer hyperplastischen Prostata (0/1) wurde keine Farbung festgestellt. (Anzahl der insgesamt untersuchten Falle = 160).

Wilms’ Tumor (WT49) wird fiir die Bestimmung des Wilms’ Tumorproteins in Normal- und Tumorgewebe empfohlen.

Produktspezifische Beschrankungen

Wilms’ Tumor (WT49) wurde von Leica Biosystems zur Verwendung mit dem BOND Polymer Refine Detection, BOND-Hilfsreagenzien,
BOND-PRIME Polymer DAB Detection System und BOND-PRIME-Hilfsreagenzien optimiert. Anwender, die von den empfohlenen
Testverfahren abweichen, miissen die Verantwortung fiir eine Auswertung der Patientenergebnisse unter diesen Umstanden
libernehmen. Die Protokollzeit kann aufgrund von Unterschieden in der Gewebefixierung und der Wirksamkeit der Antigenverstarkung
variieren und muss empirisch bestimmt werden. Zur Optimierung der Demaskierungsbedingungen und der Protokolldurchlaufzeiten
sollten Negativkontrollreagenzien verwendet werden.

Fehlersuche und -behebung
Fehlerbehebungsmaflnahmen finden Sie in Referenz 3.

Falls Sie ungewdhnliche Farbeergebnisse beobachten, wenden Sie sich an lhre 6rtliche Vertriebsfirma oder an die
Regionalniederlassung von Leica Biosystems.

Weitere Informationen

Weitere Informationen zur Immunfarbung mit BOND-Reagenzien finden Sie in den Abschnitten ,Verfahrensprinzip®, ,Erforderliches
Material*, ,Probenvorbereitung®, ,Qualitatskontrolle®, ,Assay-Verifizierung“, ,Deutung der Farbung*, ,Schlissel der Symbole auf den
Etiketten“ und ,Allgemeine Einschréankungen® in ,Das Arbeiten mit BOND-Reagenzien* in lhrem BOND-Benutzerhandbuch.
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Anderungshistorie

Revision:
Ausgabedatum

Anderungsdetail

17. October 2022

Anderungshistorie: Aufnahme eines neuen Abschnitts mit einer Tabelle zur Anderungshistorie und einer
Revision: Ausgabedatum.

Uberarbeitung/Ausgabedatum: Anderung des Abschnittstitels ab dem Ausgabedatum.

Allgemeine Anderungen: Entfernung von ,www."“ von LeicaBiosystems.com.

Erwartete Ergebnisse: Aktualisiert mit ausgewerteten Geweben und Daten.

Vorderseite: Entfernung von ,Rx Only* (Nur Rx).

Riickseite: Hinzufligung von Angaben zum EU-Vertreter und des Symbols.

US-Adresse aktualisiert. US- und kanadische Telefonnummer aktualisiert. Australische Telefonnummer
entfernt. Aktualisierung des Namens und der Adresse des EU-Vertreters, Korrektur des Namens der
kanadischen Niederlassung.
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Anticuerpo primario listo para usar BOND
Wilms’ Tumor (WT49)
N.° de catalogo: PA0562

Uso previsto
Este reactivo es para uso diagnostico in vitro.

El anticuerpo monoclonal Wilms’ Tumor (WT49) ha sido disefiado para utilizarse en la identificacion cualitativa mediante microscopia
optica del producto génico WT1 humano relacionado con el tumor de Wilms en tejidos fijados en formol e incluidos en parafina mediante
tincién inmunohistoquimica con el sistema automatizado BOND (incluidos los sistemas BOND-MAX, BOND-IIl y BOND-PRIME).

La interpretacion clinica de toda tincién o de su ausencia debera complementarse con estudios morfoldgicos que utilicen los controles
adecuados, y un anatomopatélogo cualificado debera realizar su evaluacion dentro del contexto del historial clinico del paciente y de
otras pruebas diagndsticas.

Resumen y explicacion

Las técnicas inmunohistoquimicas pueden ser utilizadas para detectar la presencia de antigenos en tejidos y células (véase “Uso de
reactivos BOND” en la documentacion del usuario del sistema BOND). El anticuerpo primario Wilms’ Tumor (WT49) es un producto
listo para usar que ha sido optimizado para utilizarse con el sistemas BOND Polymer Refine Detection (DS9800) y BOND-PRIME
Polymer DAB Detection System (DS9284). Para lograr la demostracion del producto génico WT1 humano relacionado con el tumor de
Wilms, primero se permite la fijacion de Wilms’ Tumor (WT49) a la seccién y, luego, se visualiza esta fijacion usando los reactivos del
sistema de deteccion. El uso de estos productos, en combinacion con el sistema automatizado BOND (incluidos los sistemas BOND-
MAX, BOND-IIl y BOND-PRIME) reduce la posibilidad de error humano y la variabilidad inherente derivada de la dilucion de reactivos
individuales, el pipeteado manual y la aplicacion de reactivos.

Reactivos suministrados

Wilms’ Tumor (WT49) es un anticuerpo monoclonal antihumano de ratén que se produce como sobrenadante en cultivos de tejido y se
suministra en solucién salina tamponada de Tris con proteina portadora que contiene ProClin™ 950 al 0,35 %como conservante.
Volumen total = 7 ml.

Clon
WT49.

Inmunégeno
Proteina recombinante procariota que contiene aminoacidos 1-181 en la terminal N de la proteina del tumor de Wilms.

Especificidad
Producto génico WT1 (tumor de Wilms) humano.

Subclase
IgG1.

Concentracion total de proteina
Aprox. 10 mg/ml.

Concentracion de anticuerpo
Igual o superior a 2,3 mg/L, segun lo determinado por ELISA.

Dilucion y mezcla

El anticuerpo primario Wilms’ Tumor (WT49) esta éptimamente diluido para usarse en el sistema BOND (incluye los sistemas BOND-
MAX, BOND-IIl y BOND-PRIME). Este reactivo no requiere reconstitucion, mezcla, dilucion ni titulacion.

Materiales necesarios pero no suministrados

Dirijase al apartado sobre uso de reactivos BOND en la documentacién de usuario del sistema BOND o a las secciones 1y 3 de la
documentacién de usuario de BOND-PRIME para obtener una lista completa de los materiales necesarios para el tratamiento de las
muestras y la tincién inmunohistoquimica por medio del sistema BOND (incluidos los sistemas BOND-MAX, BOND-IIl y BOND-PRIME).

Almacenamiento y estabilidad

Almacenar a 2 °C-8 °C. No utilizar después de la fecha de caducidad indicada en la etiqueta del recipiente.

Los signos de contaminacién o inestabilidad de Wilms Tumor (WT49) son turbidez de la solucién, aparicion de olor y presencia de
precipitado.

Vuelva a almacenarlo a 2 °C-8 °C inmediatamente después de su uso.

Las condiciones de almacenamiento distintas a las especificadas anteriormente deberan ser verificadas por el usuario®.

Precauciones

« Este producto esta indicado para uso diagnéstico in vitro.

* La concentracion de ProClin™ 950 es de 0,35 %. Contiene el ingrediente activo 2-metil-4-isotiazolin-3-ona, y puede provocar
irritacion en la piel, los ojos, las membranas mucosas y el tracto respiratorio superior. Deberan utilizarse guantes desechables al
manipular los reactivos.
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« Para obtener un ejemplar de la ficha de datos de seguridad de los materiales, péngase en contacto con su distribuidor local o con la
sucursal regional de Leica Biosystems; también puede visitar el sitio web de Leica Biosystems, LeicaBiosystems.com.

« Las muestras, antes y después de ser fijadas, y todos los materiales expuestos a ellas, deben manipularse como sustancias capaces
de transmitir infecciones y eliminarse tomando las precauciones adecuadas2. Nunca pipetee reactivos con la boca; evite el contacto
de la piel y las mucosas con reactivos o preparaciones. Si los reactivos o las preparaciones entran en contacto con zonas delicadas,
lavelas con abundante agua. Consulte con un médico.

« Consulte la normativa pertinente sobre la eliminaciéon de componentes potencialmente tdxicos.

« Reduzca al minimo la contaminacién microbiana de los reactivos; de lo contrario, podria producirse un aumento de la tincion
inespecifica.

« Larecuperacion, los tiempos de incubacién y las temperaturas distintos a los especificados pueden dar lugar a resultados erréneos.
Cualquiera de estos cambios debe ser validado por el usuario.

Instrucciones de uso

El anticuerpo primario Wilms’ Tumor (WT49) se desarroll6 para usarse en el sistema automatizado BOND (incluidos los sistemas
BOND-MAX, BOND-IIl y BOND-PRIME) en combinacién con los sistemas BOND Polymer Refine Detection y BOND-PRIME Polymer
DAB Detection System. El protocolo de tincién recomendado y la recuperacién del epitopo para el anticuerpo primario Wilms’ Tumor
(WT49) se detallan en la tabla 1.

Tabla 1: Parametros de protocolo para cada sistema BOND.

BOND-III

BOND-MAX BOND-PRIME

Recuperacion del
epitopo

Recuperacion del epitopo inducido
por calor utilizando BOND Epitope
Retrieval Solution 2 durante 30

Recuperacion del epitopo inducido
por calor utilizando BOND Epitope
Retrieval Solution 2 durante 30

Recuperacion del epitopo inducido
por calor utilizando BOND-PRIME
Epitope Retrieval Solution 2

durante 30 minutos
*IHC Protocol F

minutos
*IHC Protocol F

minutos
*IHC Protocol F

Protocolo de tincion

Resultados esperados (generado con *IHC Protocol F en la plataforma BOND-III mediante el sistema BOND Polymer Refine
Detection).

Tejidos normales

El clon WT49 detecto el antigeno del tumor de Wilms en los nucleos de las células estromales de ovario, Utero y cuello uterino, en las
células de Sertoli de los testiculos y en los podocitos y glomérulos del rifion. El clon WT49 no tifie las células endoteliales. (Numero total
de casos normales evaluados = 139).

Tejidos tumorales

El clon WT49 tifié 4/85 tumores renales (incluidos 4/9 tumores de Wilms, 0/32 carcinomas de células claras, 0/18 carcinomas de células
transicionales, 0/10 carcinomas renales papilares, 0/5 carcinomas de células escamosas, 0/2 carcinomas de tubulos colectores, 0/2
carcinomas indiferenciados, 0/4 carcinomas metastasicos de células claras, 0/1 carcinoma cromofobo metastasico y 0/2 hiperplasias),
4/5 afecciones inflamatorias renales (incluidos 2/3 nefritis intersticiales, 1/1 pielonefritis cronica y 1/1 pielonefritis aguda) y 5/7
tumores de ovario (incluidos 4/4 tumores serosos, 1/1 adenocarcinoma de endometrio, 0/1 adenocarcinoma y 0/1 tumor de células

de la granulosa). No se observo tincion en tumores de pulmén (0/5), tumores tiroideos (0/5), tumores de carcinoma de cuello uterino
(0/4), tumores de colon (0/4), carcinomas hepatocelulares (0/4), tumores de mama (0/4), tumores cerebrales (0/4), linfomas (0/3),
tumores suprarrenales (0/2), tumores de vejiga (0/2), tumores esofagicos (0/2), tumores gastricos (0/2), tumores del intestino delgado
(0/2), tumores rectales (0/3), tumores metastasicos (0/3), tumores de cabeza y cuello (0/2), tumores prostaticos (0/2), tumores de las
glandulas salivales (0/2), seminomas (0/2), condrosarcoma (0/1), melanoma (0/1), tumor de lengua (0/1), tumor de pancreas (0/1),
tumor de piel (0/1) y prostata hiperplasica (0/1). (Numero total de casos normales evaluados = 160).

Se recomienda Wilms’ Tumor (WT49) para la deteccién de la proteina del tumor de Wilms en tejidos normales y tumorales.

Limitaciones especificas del producto

Leica Biosystems ha optimizado Wilms’ Tumor (WT49) para su uso con los sistemas BOND Polymer Refine Detection, BOND-PRIME
Polymer DAB Detection System y los reactivos complementarios BOND y BOND-PRIME. Los usuarios que no sigan los procedimientos
de prueba recomendados deben aceptar la responsabilidad de la interpretacion de los resultados de pacientes en esas circunstancias.
Los tiempos del protocolo pueden oscilar, debido a la variacion en la fijacion del tejido y la eficacia de la mejora del antigeno, y deben
determinarse empiricamente. Se utilizaran controles de los reactivos negativos a la hora de optimizar las condiciones de la recuperacion
y los tiempos del protocolo.

Solucion de problemas
Consulte la referencia 3 para encontrar la accioén correctora.
Pdngase en contacto con su distribuidor local o con la sucursal regional de Leica Biosystems para notificar tinciones anormales.

Informacién adicional

Se puede encontrar informacién adicional sobre la inmunotincion con los reactivos BOND en los apartados Principio del procedimiento,
Materiales necesarios, Preparacion de las preparaciones, Control de calidad, Verificacion del ensayo, Interpretacion de la tincién,
Explicacion de los simbolos de las etiquetas y Limitaciones generales en la seccién “Uso de los reactivos BOND” de la documentacion
del usuario del sistema BOND.

Bibliografia

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
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Historial de cambios

Revision: Fecha de

. Detalle de la revision
publicacién

17 de octubre 2022 | Historial de cambios: inclusién de una nueva seccién que contiene la tabla de historial de cambios y el
elemento Revisién/ Fecha de publicacion.

Revision/Fecha de publicacion: cambio del titulo de la seccion de fecha de emision.

Cambios generales: eliminacion de “www.” from “LeicaBiosystems.com”.

Resultados esperados: Actualizado con datos y tejidos evaluados.

Pagina inicial: eliminacion del aviso de venta solo con receta.

Ultima pagina: adicion de los detalles y el simbolo del representante en la Comunidad Europea.

B | Direccion en EE. UU. actualizada. Se han actualizado los nimeros de teléfono de EE. UU. y Canada.
Numero de teléfono australiano eliminado. Se actualizé el nombre y la direccion del representante de la
UE; correccion del nombre de la institucion de Canada.
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Anticorpo Primario Pronto a Utilizar BOND
Wilms’ Tumor (WT49)
Catalogo N°.: PA0562

Utilizagao prevista
Este reagente destina-se a utilizagdo em diagnoéstico in vitro.

O anticorpo monoclonal Wilms’ Tumor (WT49) destina-se a ser utilizado na identificagdo qualitativa por microscopia ética da produto
do gene WT1 do Tumor de Wilms humano em tecidos impregnados em parafina e fixados em formol por coloragdo imunohistoquimica
utilizando o sistema BOND automatizado (inclui o sistema BOND-MAX, o sistema BOND-III e o sistema BOND-PRIME).

Ainterpretagéo clinica de qualquer coloragéo, ou da sua auséncia, deve ser complementada por estudos morfolégicos e os devidos
controlos, avaliando-se no contexto do historial clinico do doente e de outros exames de diagndstico por um patologista qualificado.

Resumo e explicagao

As técnicas de imunohistoquimica podem ser usadas para demonstrar a presenga de antigénios em tecidos e células (ver “Utilizagao
dos Reagentes BOND” na documentagéo do utilizador BOND). O anticorpo primario Wilms’ Tumor (WT49) é um produto pronto a utilizar
que foi otimizado para utilizagdo com o sistema BOND Polymer Refine Detection (DS9800) e o sistema BOND-PRIME Polymer DAB
Detection (DS9284). A demonstragdo do produto do gene WT1 do Tumor de Wilms humano é conseguida permitindo primeiro a ligagao
do Wilms’ Tumor (WT49) a secgéo e, em seguida, observando esta ligagéo utilizando os reagentes fornecidos no sistema de detegao.

A utilizagdo destes produtos, em combinagéo com o sistema BOND automatizado (inclui o sistema BOND-MAX, o sistema BOND-IIl e

o sistema BOND-PRIME), reduz a possibilidade de erro humano e a variabilidade inerente resultante da diluicdo do reagente individual,
da pipetagem manual e da aplicagdo do reagente.

Reagentes fornecidos

O Wilms’ Tumor (WT49) é um anticorpo monoclonal anti-humano de rato produzido como sobrenadante de cultura tecidular e fornecido
em tampao salino de tris com proteina transportadora, contendo 0,35 % de ProClin™ 950 como conservante.

Volume total =7 ml.

Clone
WT49.

Imunogénico
Proteina recombinante procariética que contém 1-181 aminoacidos do terminal N da proteina do Tumor de Wilms.

Especificidade
Produto do gene WT1 do Tumor de Wilms humano.

Subclasse
1gG1.

Concentragao total de proteinas
Aprox. 10 mg/ml.

Concentracao de anticorpos
Superior ou igual a 2,3 mg/l, conforme determinado por ELISA.

Diluigao e mistura

O anticorpo primario Wilms’ Tumor (WT49) é diluido de forma otimizada para utilizagdo no sistema BOND (inclui o sistema BOND-MAX,
o sistema BOND-III e o sistema BOND-PRIME). Nao é necessario reconstituir, misturar, diluir ou titular este reagente.

Materiais necessarios mas nao fornecidos

Consulte a secgado "Utilizagédo de reagentes BOND" na documentagéo para o utilizador do sistema BOND, ou as Secgdes 1 e 3 da
documentagao para o utilizador do sistema BOND-PRIME para ver uma lista completa dos materiais necessarios para o tratamento
de espécimes e a coloragéo por imunohistoquimica utilizando o sistema BOND (inclui o sistema BOND-MAX, o sistema BOND-IIl e o
sistema BOND-PRIME).

Armazenamento e estabilidade

Armazenar a 2-8 °C. Nao utilizar apos o prazo de validade indicado no rétulo do recipiente.

Os sinais indicativos de contaminag&o e/ou instabilidade do Wilms’ Tumor (WT49) sdo: turvagéo da solugdo, desenvolvimento de odores
e presenga de precipitado.

Retomar temperatura de 2-8 °C imediatamente apds a utilizagao.

Outras condigbes de armazenamento além das especificadas anteriormente tém de ser verificadas pelo utilizador!.

Precaucgoes

« Este produto destina-se a utilizagdo em diagnéstico in vitro.

* Aconcentragdo de ProClin™ 950 é de 0,35 %. Contém o ingrediente ativo 2-metil-4-isotiazolin-3-ona, e pode causar irritagdo a pele,
olhos, membranas mucosas e trato respiratorio superior. Utilize luvas descartaveis quando manusear reagentes.

« Para obter uma cépia da Ficha de Dados de Seguranga do Material, contacte o seu distribuidor local ou escritério regional da Leica
Biosystems ou, em alternativa, visite o site da Leica Biosystems em LeicaBiosystems.com.
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+ Os espécimes, antes e depois da fixagdo, bem como todos os materiais expostos a estes, devem ser manuseados como se fossem
capazes de transmitir infecdes e descartados com as devidas precaugdes?. Nunca pipete os reagentes com a boca e evite o
contacto dos reagentes e dos espécimes com a pele e as membranas mucosas. Caso os reagentes ou 0s espécimes entrem em
contacto com areas sensiveis, lave com agua abundante. Procure assisténcia médica.

« Consulte os regulamentos federais, estatais ou locais relativamente a eliminagéo de eventuais componentes que possam ser
toxicos.

« Minimize a contaminagé@o microbiana dos reagentes, sendo podera ocorrer um aumento da coloragdo nao especifica.

« Recuperagéo, periodos de incubagdo ou temperaturas diferentes das especificadas podem originar resultados erréneos. Qualquer
alteragéo deve ser validada pelo utilizador.

Instrugdes de utilizagao

O anticorpo primario Wilms’ Tumor (WT49) foi desenvolvido para utilizagéo no sistema BOND automatizado (inclui o sistema BOND-
MAX, o sistema BOND-III e o sistema BOND-PRIME) em combinagdo com o sistema BOND Polymer Refine Detection e o sistema
BOND-PRIME Polymer DAB Detection. O protocolo de coloragdo recomendado e a recuperacéo de epitopos para o anticorpo primario
Wilms’ Tumor (WT49) estao detalhados na Tabela 1.

Tabela 1: Parametros do protocolo para cada sistema BOND.

BOND-MAX BOND-III BOND-PRIME
Recuperacéo de Recuperagao de epitopos Recuperacao de epitopos Recuperacao de epitopos
epitopos induzidos por calor utilizando a induzidos por calor utilizando a induzidos por calor utilizando a
BOND Epitope Retrieval Solution 2 | BOND Epitope Retrieval Solution 2 | BOND-PRIME Epitope Retrieval
durante 30 minutos durante 30 minutos Solution 2 durante 30 minutos
Protocolo de colo- *IHC Protocol F *IHC Protocol F *IHC Protocol F
ragao

Resultados esperados (gerados com o *IHC Protocol F na plataforma BOND-III utilizando o sistema BOND Polymer Refine
Detection)

Tecidos normais

O clone WT49 detetou o antigénio do tumor de Wilms nos nucleos das células do estroma no ovario, no utero e no colo do Utero, nas
células de Sertoli dos testiculos e nos poddcitos e glomérulos renais. O clone WT49 nao apresenta coloragdo em células endoteliais.
(Numero total de casos avaliados = 139).

Tecidos tumorais

O clone WT49 obteve coloragdo em 4/85 tumores renais (incluindo 4/9 tumores de Wilms, 0/32 carcinomas de células claras, 0/18
carcinomas celulares transicionais, 0/10 carcinomas de células renais papilares, 0/5 carcinomas espinocelulares, 0/2 carcinomas de
ductos coletores, 0/2 carcinomas indiferenciados, 0/4 carcinomas metastaticos de células claras, 0/1 carcinoma croméfobo metastatico,
e 0/2 hiperplasias), 4/5 problemas inflamatérios renais (incluindo 2/3 nefrites intersticiais, 1/1 pielonefrite crénica, e 1/1 pielonefrite
aguda), e 5/7 tumores nos ovarios (incluindo 4/4 tumores serosos, 1/1 adenocarcinoma do endométrio, 0/1 adenocarcinoma e 0/1 tumor
de células da granulosa). Nao foi observada qualquer coloragdo em tumores pulmonares (0/5), tumores da tiroide (0/5), carcinomas

do colo do Utero (0/4), tumores do colon (0/4), carcinomas hepatocelulares (0/4), tumores mamarios (0/4), tumores cerebrais (0/4),
linfomas (0/3), tumores adrenais (0/2), tumores da bexiga (0/2), tumores do eséfago (0/2), tumores gastricos (0/2), tumores do intestino
delgado (0/2), tumores do reto (0/3), tumores metastaticos (0/3), tumores da cabega e pescogo (0/2), tumores da prostata (0/2), tumores
das glandulas salivares (0/2), seminomas (0/2), um condrossarcoma (0/1), um melanoma (0/1), um tumor na lingua (0/1), um tumor
pancreatico (0/1), um tumor de pele (0/1), e uma hiperplasia da préstata (0/1). (Numero total de casos avaliados = 160).

O Wilms’ Tumor (WT49) é recomendado para a detecdo da proteina do tumor de Wilms em tecidos normais e tumorais

Limitagoes especificas do produto

O Wilms’ Tumor (WT49) foi otimizado na Leica Biosystems para utilizagdo com o BOND Polymer Refine Detection, reagentes auxiliares
BOND, o sistema BOND-PRIME Polymer DAB Detection e reagentes auxiliares BOND-PRIME. Os utilizadores que se desviem dos
procedimentos de teste recomendados devem assumir a responsabilidade pela interpretagdo dos resultados do paciente nestas
circunstancias. Os tempos de protocolo poderao variar, devido a variagéo na fixagéo de tecido e na eficacia do reforgo antigénico,

e devem ser determinados empiricamente. Os controlos de reagente negativo deverao ser utilizados durante a otimizagao das
condigcdes de recuperagao e dos tempos de protocolo.

Resolugao de problemas
Consulte a referéncia 3 para medidas corretivas.
Contacte o distribuidor local ou o gabinete regional da Leica Biosystems para comunicar coloragdes anormais.

Mais informagao

Pode encontrar mais informagédo sobre a imunocoloragéo com reagentes BOND nas secgdes Principio do procedimento, Materiais
necessarios, Preparagao do espécime, Controlo de qualidade, Verificacdo do ensaio, Interpretagédo da coloragéo, Significado dos
simbolos nos rétulos e Limitagdes gerais em “Utilizacdo dos Reagentes BOND” na documentagéo de utilizador BOND.

Bibliografia
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.
2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.
3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.
4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
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Historico de alteragoes

Revisédo: Data de

- Detalhe da revisédo
emissao

17 de outubro 2022 | Historico de alteragdes: Inclusdo de uma nova secgdo que contém a tabela do Histérico de Alteragoes e
a Revisdo: Data de emisséao.

Revisado / Data de emissao: Alteragao do titulo da sec¢do da Data de Emisséo.

Alteracdes gerais: Remogao de www. de LeicaBiosystems.com.

Resultados esperados: Atualizado com tecidos avaliados e dados.

Primeira pagina: Remocéo apenas de Rx.

Verso: Adicéo dos detalhes e do simbolo de EC REP:

B | Endereco dos EUA atualizado. Nimero de telefone dos EUA e do Canada atualizados. Numero de
telefone australiano removido. Nome e enderego do Representante na UE atualizados, corre¢do no nome
da entidade no Canada.
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BOND Primir antikropp — firdig att anviinda
Wilms’ Tumor (WT49)
Artikelnr: PA0562

Avsedd anvandning
Detta reagens ar avsett for in vitro-diagnostik.

Wilms’ Tumor (WT49) monoklonal antikropp ar avsedd for kvalitativ identifiering med ljusmikroskopi av humant Wilms tumér WT1
intermediart filamentprotein i formalinfixerad, paraffininbaddad vavnad med immunhistokemisk fargning med anvandning av det
automatiserade BOND-systemet (inkluderar systemen BOND-MAX, BOND-IIl och BOND-PRIME).

Den kliniska tolkningen av all fargning eller dess franvaro bor kompletteras av morfologiska studier och korrekta kontroller samt
utvarderas mot bakgrund av patientens kliniska historia och andra diagnostiska tester av en kvalificerad patolog.

Sammanfattning och beskrivning

Immunohistokemiska tekniker kan anvandas for att pavisa forekomsten av antigener i vavnader och celler (se "Anvandning av BOND-
reagenser” i din BOND-anvandardokumentation). Wilms’ Tumor (WT49) priméar antikropp ar en produkt som ar fardig att anvanda

och som sarskilt har optimerats for anvandning med BOND Polymer Refine Detection system (DS9800) och BOND-PRIME Polymer
DAB Detection System (DS9284). Pavisande av human Wilms tumér WT1-antigen uppnas genom att forst tillata bindning av Wilms’
Tumor (WT49) till snittet och sedan visualisera denna bindning med de reagenser som finns i detekteringssystemet. Om du anvander
dessa produkter i kombination med det automatiserade BOND-systemet (som innefattar BOND-MAX-systemet, BOND-IIl-systemet
och BOND-PRIME-systemet) minskar du risken fér ménskliga misstag och de oundvikliga variationer som blir resultatet av individuell
reagensutspadning, manuell pipettering och reagensanvandning.

Medféljande reagenser
Wilms’ Tumor (WT49) &r en anti-human monoklonal antikropp fran mus framstélld som en supernatant fran vavnadskultur, och levereras
i tris-buffrad koksaltlosning med proteinbéarare, innehallande 0,35 % ProClin™ 950 som konserveringsmedel.

Total volym =7 ml.

Klon
WT49.

Immunogen
Ett prokaryotiskt rekombinant protein innehallande 1-181 aminosyror i den N-terminala delen av Wilms tumérprotein.

Specificitet
Human Wilms tumér WT1-genprodukt.

Underklass
1gG1.

Total proteinkoncentration
Ca. 10 mg/ml.

Antikroppskoncentration
Storre an eller lika med 2,3 mg/L enligt bestamning med ELISA.

Spéadning och blandning
Wilms’ Tumor (WT49) primar antikropp ar optimalt utspadd for anvandning i BOND-systemet (inkluderar BOND-MAX-systemet, BOND-
Ill-systemet och BOND-PRIME-systemet). Denna reagens behdver varken rekonstitueras, blandas, spadas eller titreras.

Material som beh6vs men inte medfoljer

Se "Anvandning av BOND-reagens” i BOND anvandardokumentation, eller avsnitt 1 och 3 i din BOND-PRIME-dokumentation fér en
komplett lista 6ver material som kravs fér provexempel och immunhistokemisk fargning med BOND-systemet (som innefattar systemen
BOND-MAX, BOND-IIl och BOND-PRIME).

Lagring och stabilitet

Foérvara vid 2-8 °C. Anvand inte efter det utgangsdatum som finns angivet pa behallarens etikett.

De tecken som indikerar kontaminering och/eller instabilitet hos Wilms’ Tumor (WT49) &r: grumling av I6sningen, utveckling av odér och
narvaro av fallning.

Aterga till 2-8 °C direkt efter anvéandning.

Férvaringsforhallanden som skiljer sig fran de ovannamnda maste kontrolleras av anvandaren’.

Forsiktighetsatgarder

« Produkten ar avsedd for in vitro-diagnostik.

« Koncentrationen av ProClin™ 950 &r 0,35 %. Det innehaller den aktiva bestandsdelen 2-metyl-4-isotiazolin-3-on och kan orsaka
irritation i huden, 6gonen, slemhinnorna och 6vre luftvagarna. Bar engangshandskar vid hantering av reagens.

« Du kan fa en kopia av databladet for materialsédkerhet genom att kontakta en lokal distributor eller Leica Biosystems regionkontor
eller ocksa pa Leica Biosystems webbplats, LeicaBiosystems.com.
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« Prover, bade fére och efter fixering, samt all materiel som exponeras fér dem, bér behandlas och avfallshanteras som potentiellt
smittbarande material?. Munpipettera aldrig reagens och undvik att hud eller slemhinnor kommer i kontakt med reagens eller prover.
Om reagens eller prover skulle komma i kontakt med kénsliga omraden bor du tvatta dig med rikliga mangder vatten. Radgér med
lakare.

« Angaende avfallshantering av potentiellt toxiska material hénvisar vi till géllande europeiska, nationella och lokala bestammelser och
forordningar.

« Minimera mikrobisk kontaminering av reagens annars kan en 6kning av icke-specificerad fargning ske.

« Atervinning, inkubationstider eller temperaturer som avviker mot dem angivna kan ge felaktiga resultat. All sddan &ndring maste
bekréftas av anvandaren.

Bruksanvisning

Wilms’ Tumor (WT49) primar antikropp utvecklades fér anvandning i det automatiska BOND-systemet (inkluderar systemen BOND-MAX,
BOND-IIl och BOND-PRIME) i kombination med BOND Polymer Refine Detection och BOND-PRIME Polymer DAB Detection System.
Det rekommenderade fargningsprotokollet och epitopatervinning for Wilms’ Tumor (WT49) primér antikropp beskrivs detaljerat i tabell 1.

Tabell 1: Protokollparametrar for varje BOND-system.

BOND-III

BOND-MAX BOND-PRIME

Epitopatervinning

Varmeinducerad epitopatervinning
med anvéandning av BOND Epitope
Retrieval Solution 2 i 30 minuter

Varmeinducerad epitopatervinning
med anvandning av BOND Epitope
Retrieval Solution 2 i 30 minuter

Varmeinducerad epitopatervinning
med anvandning av BOND-PRIME
Epitope Retrieval Solution 2 i 30

minuter
*IHC Protocol F

*IHC Protocol F *IHC Protocol F

Fargningsprotokoll

Forvantade resultat (genererade med *IHC Protocol F pa BOND-lII-plattform med hjalp av BOND Polymer Refine Detection-
systemet)

Normala vévnader
Klon WT49 upptackte Wilms tumdérantigen i karnorna av stromaceller i &ggstocken, livmodern och livmoderhalsen, i Sertoli-celler i
testiklarna och i podocyter och glomeruli i njurarna. Klon WT49 fargar inte endotelialceller. (Totalt antal utvarderade normalfall = 139).

Tumérvéavnader

Klon WT49 fargade 4/85 njurtumérer (inklusive 4/9 Wilms tumérer, 0/32 klarcellskarcinom, 0/18 évergangscellkarcinom, 0/10

papilléra njurcellskarcinom, 0/5 skivepitelkarcinom, 0/2 uppsamlingsgangskarcinom, 0/2 odifferentierade karcinom, 0/4 metastatiska
klarcellskarcinom, 0/1 metastatiska kromofobkarcinom och 0/2 hyperplasier), 4/5 inflammatoriska njurtillstand (inklusive 2/3 interstitiell
nefrit, 1/1 kronisk pyelonefrit och 1/1 akut pyelonefrit) och 5/7 aggstockstumérer (inklusive 4/4 serdsa tumarer, 1/1 endometrioid
adenokarcinom, 0/1 adenokarcinom och 0/1 granulara cellkarcinom).Ingen fargning observerades i lungtumérer (0/5), skoldkorteltumérer
(0/5), karcinom i livmoderhalsen (0/4), tarmtumdrer (0/4), hepatocelluldra karcinom (0/4), brésttumaérer (0/4), hjarntumarer (0/4),
lymfom (0/3), tumdrer i binjurarna (0/2), tumorer i urinblasan (0/2), skivepitelcancer i matstrupen (0/2), tumérer i magsacken (0/2),
tumorer i tunntarmen (0/2), rektala tumdrer (0/3), metastatiska tumaérer (0/3), tumérer i huvud- och hals (0/2), prostatatumérer (0/2),
tumorer i spottkortlarna (0/2), seminom (0/2), kondrosarkom (0/1), melanom (0/1), tumér i tungan (0/1), tumér i bukspottkérteln (0/1),
tumor i huden (0/1) och en hyperplastisk prostata (0/1).(Totalt antal utvarderade normalfall = 160).

Wilms’ Tumor (WT49) rekommenderas foér detektion av Wilms tumérprotein i normala och tumdérvavnader

Produktspecifika begransningar

Wilms’ Tumor (WT49) har optimerats hos Leica Biosystems for anvandning med BOND Polymer Refine Detection, BOND
hjalpreagenser, BOND-PRIME Polymer DAB Detection System och BOND-PRIME hjélpreagenser. Anvéndare som avviker fran
rekommenderade testprocedurer maste ta ansvar for tolkningen av patientens resultat under sadana omstandigheter. Protokolltiderna
kan variera beroende pa variation i véavnadsfixering och effektiviteten av antigenforstarkning och maste bestdmmas empiriskt. Negativa
reagenskontroller bor anvandas vid optimering av atervinningsférhallanden och protokolltider.

Felsokning
Se referens 3 for korrigerande atgarder.
Kontakta en lokal distributdr eller Leica Biosystems regionkontor for att rapportera onormal infargning.

Mer information

Mer information om immunférgning med BOND-reagens finns under rubrikerna Férfarandeprincip, Nédvéandiga materiel, Férbereda
provexemplet, Kvalitetskontroll, Verifiering av analyser, Tolka infargningsresultat, Symbolforklaring for etiketter och Allménna
begransningar i "Anvanda BOND-reagens” i din BOND anvandardokumentation.

Bibliografi
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 ar ett varumarke som tillhér Supelco, en del av Sigma-Aldrich Corporation.
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Andringshistorik

Revision:
Utgivningsdatum

Revisionsinformation

17 oktober 2022

Andringshistorik: Integrering av nytt avsnitt innehallande tabell fér dndringshistorik och revision:
Utgivningsdatum.

Revisionsdatum/Utgivningsdatum: Andring av rubriken fér avsnittet fran utgivningsdatumet.

Allmanna andringar: Avlagsnande av www. fran LeicaBiosystems.com.

Forvantade resultat: Uppdaterad med utvarderade vavnader och data.

Framsida: Avlagsnande av endast Rx.

Baksida: Tillagg av EC REP detaljer och symbol.

Adress i USA har uppdaterats. Telefonnummer fér USA och Kanada har uppdaterats. Australiskt
telefonnummer har tagits bort. Namn och adress till EU-rep. har uppdaterats, korrigering av namn for
Kanada-enheten
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"Etowpno o Xpion lpotoyevéic Avricopa BOND
Wilms’ Tumor (6ykog Tov Biipg) (WT49)
Ap. xataroyov: PA0562

Xpnon yia Tnv omoia MpoopileTai
AuTo TO QVTIdPACTAPIO TTIPOOPICETAI VIO SIAYVWOTIKK) XPAON in vitro.

To povokAwviké avriowpa Wilms’ Tumor (WT49) TrpoopieTal yia TNV TTOIOTIKF TAUTOTTOINON HE MIKPOOKOTTIK £6£TAON QWTOG TOU
TIPOIGVTOG Tou avBpwTivou yovidiou Wilms’ Tumor WT1 o€ poviJoTroinpévo o€ QOopuOAN KOl EVOWHATWHEVO OE TTapagivn 10T e
QAVOOOIOTOXNMIKA XPWon, HE XpAon Tou auTopatotroinuévou auatripatog BOND (trepidapBdver To ouotnua BOND-MAX, o oUoThpa
BOND-III kai To oUoThua BOND-PRIME).

H KAWVIKA eppnveia oTToI00BATIOTE XPWONG ) ATTOUCTag TNG Ba TIPETTEI VO CUMTIANPWVETAI aTTO HOPPOAOYIKEG HEAETEG Kal KATGAANAOUG
pdpTupeg Kal Ba TTpéTTel va agloAoyeital oTo TTAGiCIO Tou KAIVIKOU 1GTOPIKOU Tou aoBevoug Kal GAAwY SIayVWOTIKWY £EETACEWY aTTd
£IDIKEUPEVO TTABOAGYO.

Zovoyn kai ETre§ynon

MTropoUv va xpnaoipoTroinBouv avoooioTOXNMIKEG TEXVIKEG yIa TNV KATASEIGN TNG TTapouadiag avTiydvwy og 10T6 Kal KUTTapa (BA. «Xprion
avTidpaoTnpiwv BOND» o1o UAIKS Tekunpiwang xpriong Tng BOND). To pwroyevég avriowpa Wilms’ Tumor (WT49) eival éva Trpoidv
£TOINO TTPOG XProN TTou €xel BeATIoTOTTOINGEI Yia va xpnoigotroindei pe ta ouothpata BOND Polymer Refine Detection (DS9800) kai
BOND-PRIME Polymer DAB Detection System (DS9284). H katddeign Tng TpwTEivng Tou TTPoidvTog Tou avBpwtrivou yovidiou Wilms'
Tumor WT1 emituyxaveral emTpémovTag mpwta Tn déopeuan Tou Wilms’ Tumor (WT49) atnv Topr Kail KatoTmv atreikovidovTag Tn
OECPEUON QUTA PE XPAON TWV avTIBPACTNPIWY TTOU TTapéXovTal 0TO CUCTNHA aViXVEUONG. H Xprion autwy Twv TTPoidVTwY, 0€ GUVOUaou6
HE To autopaToTroinuévo ouotnua BOND (mrepidapBavel To ovotnua BOND-MAX, 1o obotnua BOND-III kai o cuotnua BOND-

PRIME), peiwvel Tnv moavetnTa avOpwITivou o@AaAPaTog Kal TNV €yYEVH TTOIKIAGTATA TTOU TTPOKAAEITaI aTTd apaiwaon CUYKEKPINEVOU
avTIdPaaTNPiou, XEIPOKIVATN avappo@non HE THITTETA KOl EQAPUOYT avTidpaoTnpiou.

Napexéueva avridpaoThpia
To Wilms’ Tumor (éykog Tou BiApg (WT49)) ival éva HOVOKAWVIKS avTI-avepwITIVO avTiowua TTOVTIKOU TTOU TIapAyETal WG UTTEPKEINEVO

10TOKOAAIEPYEIOG Kal TTapEXETal o€ aAaTouxo puBuIoTIKS SidAupa Tris pe TpwrTeivn @opéa Tou Trepiéxel 0,35% ProClin™ 950 wg
ouvTNENTIKS.

ZUVoAIKGG 6ykog =7 mL.

KAwvog
WT49.

Avoooyoévo
Mia TTpoKapuwTIkr) avacuvduaopévn TTpwTeivn TTou Tepiéxel 1-181 apivogéa Tou N-TeAikoU dkpou Tng TTpwTeivng Tou Wilms' Tumor.

EidikoTnTa
AvBpwivo yovidiako Trapdywyo WT1 Tou dykou Tou Wilms.

Ymrokarnyopia
1gG1.

OAIkA Zuykévipwon MpwrTeivng
Mepitou 10 mg/mL.

ZUYKEVTPWON AVTICWHOTOG
MeyaAUTtepn 1y ion pe 2,3 mg/L, 6Twg TpoodiopideTal he ELISA.

Apaiwon ka1 avaueign

To mpwroyevég avtiowpa Wilms’ Tumor (WT49) éxel utroaTei BEATIOTN apaiwon yia xprion oo ouotnua BOND (Trepihapfavel 1o
ovotnua BOND-MAX, 1o cuotnua BOND-III kai To cuotnua BOND-PRIME). Aev amaiteital avacloTtaon, avapeign, apaiwon r
TITAoTToinon autoU Tou avTidpacTnpiou.

YAikd Trou AtraitouvTal AAAG dev MapéxovTai

AvaTpégte atnv evotnTa «Xprion avtidpaatnpiwv BOND» aT10 UAIKG TeEKunpiwang Xpriong Tng BOND 1y oTig Evétnteg 1 kai 3 oTo
UAIKS Tekunpiwaong xpriong BOND-PRIME yia pia TARpn AioTa Twv UAIKWYV TToU aTraitolvTal yia TN £TTegepyaaia SelypdTwy kal Ty
QAVOOOIOTOXNMIKA XpWwon pe TN Xxpron Tou cuoTripatog BOND (mepidapBdvel To olotnua BOND-MAX, 1o auotnua BOND-III kai To
ouotnua BOND-PRIME).

DUAagn kal ZTaBepOTNTA
DuAdooeté To oToug 2-8 °C. Mn XpNOIPOTIOIEITE PETG TNV NUEPOUNVia AENG TTOU UTTOBEIKVUETAI OTNV ETIKETA TOU TIEPIEKTN.

O evdeigeig Tou utrodnAwvouv péAuvon f/kal actddeia Tou Wilms’ Tumor (WT49) eivai: BoAepdTnta Tou dIGAUPATOG, avaTITUgN 0ouNg
Kal TTapouaia 1IgpaTog.

Emravagépete 10 TTPOidv oToug 2-8 °C apéowg PETA TN XPAoN.
SUVONKESG PUAAENG DIAPOPETIKEG ATTO eKEVEG TTOU KaBopifovTal TTapatavw TIPETEN va emmaAnBevovTal ammé Tov XprioTn'.
MpoguAdgeig
* AuTo TO TTPOIGV TTPOOPIeTal YIa DIAYVWOTIKA Xpron in vitro.
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* H ouykévrpwaon tou ProClin™ 950 eivai 0,35 %. Mepiéxel 1o dpacTikd ouoTaTikd 2-ueBUA-4-1000g1adoAIv-3-6vn Kal evOEXETal va
TIPOKOAEDEI EPEBIOUO TOU BEPHATOG, TWV OPOAAPWY, TwV BAEVVOYOVWY Kal TNG AVWTEPNG AVATIVEUOTIKAG 0d0U. Na popdTe yavTia piag
XPAONG KATA TOV XEIPIOPO TWV AVTIOPAOTNPIWY.

« Ta va Tdpete avtiypago Tou AgAtiou Aedopévwv Ao@aheiag YAIKOU, ETTIKOIVWVACTE PE TOV TOTTIKO 00G dlavopéa fi TO TOTTIKO ypapeio
TnG Leica Biosystems,r} evaAAakTIkd, eTIoKe@OEiTe TOV 10TOTOTTO TNG Leica Biosystems, LeicaBiosystems.com.

*  Ta Seiypata, TPIV Kal HETA TN POVIPOTTOINON, Kai OAa Ta UNIKG TToU eKTIBEVTAl O€ auTd, Ba TTPETTEN va AVTIMETWTTICOVTAI WG IKAVA
petadoong Aoipwéng kai Ba TPETTel va atroppitrTovTal AapBavovtag KataAANAEG TIPOPUAGEEIGZ. Mnv KAGVETE TIOTE avappoenon
avTIOPACTNPIWY HE TIITTETA OTTO TO OTOUA KAl ATTOPEVYETE TNV ETTAPK) TOU SEPHATOG Kal TwV BAEVVOyOvVwY PE avTidpacThpia ) deiypaTa.
Edv 1a avnidpaoTrpia i Ta deiypara EABouv o€ eTTaQr) Ue euaiodnTeg TTEPIOXEG, TTAUVETE pE dQBOVEG TTOOGTNTEG VEPOU. ZNTHOTE TN
OUpBOUAR 10TpPOU.

*  ZupPBouAeuTeiTe TOUG OJOOTIOVIOKOUG, TIONITEIOKOUG 1} TOTTIKOUG KAVOVIOHOUG YIa TNV aTTépPIYn OTTOIOVONTIOTE dUVNTIKWG TOEIKWY
OUOTATIKWY.

* EAaxioTomoioTe Tn pikpoBiakr poAuvon Twv avTidpaoTnpiwy, dIOTI evEEXETAI va oupBei augnon pn eIBIKAG Xpwong.

« Avaktnon, Xpovol rj BepUOKPACiEg ETTWAONG SIOPOPETIKEG ATTO AUTEG TTOU KaBopifovTal EVOEXETAI VO BWOOUV E0PUAPEVT
amoteAéopata. OtroiadroTe TTapdpola aAAayr TTPETTEN va ETTIKUPWOET aTTd ToV XproTn.

Odnyieg Xpriong
To pwrToyevég avtiowpa Wilms’ Tumor (WT49) avamtixBnke yia xprion oo autopatotoinuévo auotnua BOND (TrepihapBavel 1o
ouotnua BOND-MAX, 1o ouotnua BOND-III kai To ouotnua BOND-PRIME) o€ ouvduaoué pe Ta ouoTtipata BOND Polymer Refine
Detection kai BOND-PRIME Polymer DAB Detection. To GuviIoTWHEVO TTPWTOKOAAO XPWONG KAl N AvAKTNON ETTITOTTWY YIA TO TIPWTOYEVEG
avtiowpa Wilms’ Tumor (WT49) mrepiypdgovTal AeTrTopepwg aTtov lMivaka 1.

Mivakag 1: MapdapeTpor MpwTokdAAou yia kGBe Ziotnua BOND.

BOND-MAX BOND-III

BOND-PRIME

Avdktnon Emrémou

AvAKTnON eMTOTIWYV ETTAYOPEVN
pe BeppdtnTa e xprion Tou BOND
Epitope Retrieval Solution 2 yia

AvAKTNON eMTOTIWYV ETTAYOPEVN
pe BeppdTnTa Pe Xprion Tou BOND
Epitope Retrieval Solution 2 yia

AVEKTNON EMITOTIWY ETTAYOHEVN PE
BeppdtnTa pe xprion Tou BOND-
PRIME Epitope Retrieval Solution

30 AerrTd.
*IHC Protocol F

30 AerrTd.
*IHC Protocol F

2 yia 30 AetrTd.
*IHC Protocol F

MpwTdkoAO Xpwong

Avapevopeva ATroTeAéoHATA (TTpokUTIToUV aTTé To *IHC Protocol F otnv mAat@dppa BOND-III pe xprion Tou cuotiuatog BOND
Polymer Refine Detection)

®DuoioAoyikoi 1oT0i

O kAwvog WT49 avixveuae 1o avtiyévo Wilms’ tumor oToug TTUPrVESG TwV OTPWHATIKWY KUTTEPWY OTIG WOBNAKES, TN MATPA Kal TOV
TpdxNAo TNG UATPag, oTa KUTTapa Sertoli Twv OpXewV Kal oTa TTOSOKUTTAPA KABWG Kal oTa oTreIpduaTta Twv veppwy. O kKAwvog WT49 dev
XPpwHaTICEl evEoONAIaKA KUTTOPA. (ZUVOAIKOG apIBUOG TTEPIOTATIKWY TTou agloAoyriBnkav = 139).

loToi 6ykou

O kAvog WT49 xpwpdTtioe 4/85 dykoug veppwyv (oupTtrepiAapBavopévwy 4/9 dykwv Wilms, 0/32 KaBapoKUTTAPIKWY KAPKIVWHAETWY,
0/18 KapKIVWHATWY PETABATIKWV KUTTApwY, 0/10 BnAWdoUG VEQPOKUTTAPIKOU KAPKIVWHATOG, 0/5 TTAAKWO0UG KUTTAPIKOU KAPKIVWHATOG,
0/2 KapKIVWHAETWY GUAEKTIKWY TTOpwV, 0/2 adiapopoTroinTwy KapKIVWHATWY, 0/4 HETAOTATIKWY KABAPOKUTTAPIKWY KAPKIVWHATWY,

0/1 peTaoTaTIKO XPWHOPOPO KapKivwpa Kal 0/2 uTtepTTAaaTieg), 4/5 vEQPIKEG PAEYHOVWDEIG KATAOTACEIG (TUpTTEPIAUBAVOUEVWY 2/3
diapeang veppimdag, 1/1 xpoviag rueAovepitidag kai 1/1 o&giag TrueAoveppimdag) kai 5/7 dykoug Twv woBbnkwv (GUPTTEPIAAUBAVOUEVWY
4/4 opwdwv 6ykwv, 1/1 evdounTpioeidoug adevokapkivwpaTog, 0/1 adevokapkiviwpaTog kai 0/1 dykou KOKKIOKUTTApwWY). Agv
TTapaTNPRBNKE Xpwon o€ 6ykoug Tou TrveUpova (0/5), dykoug Tou Bupeoeidoug (0/5), KapKiviwpata Tou TpaxfiAou Tng PATpag (0/4),
dykoug Tou Trax€og evépou (0/4), nTraTokuTTapIké Kapkivwuata (0/4), dykoug Tou paaTou (0/4), dykoug Tou eykepdAou (0/4), Aeppupata
(0/3), dykoug Twv emmvePpidiwv (0/2), dykoug TnG oupoddxou KUaTng (0/2), dykoug Tou olcogpdyou (0/2), dykoug Tou atopdyou (0/2), dykol
Tou AeTrToU evtépou (0/2), dykol Tou opBou (0/3), peTaoTaTikoi dykol (0/3), dykor TNG KEQAARG Kai Tou TpayxfiAou (0/2), dykol Tou TTPOaTATN
(0/2), dykol Twv olehoydvwy adévwy (0/2), oepiviwparta (0/2), éva xovdpoaapkwua (0/1), éva pehdvwpa (0/1), évag dykog TG yAwooag
(0/1), évag dykog Tou Traykpéatog (0/1), évag dykog Tou déppatog (0/1) kai évag utrepTTAACTIKOG TTPoaTATNG (0/1). (ZuvoAikdg apiBudg
TIEPIOTATIKWYV TTOU aglohoyriBnkav = 160).

Mepiopiopoi Tou Agopouv eidikd 1o Mpoidv

To Wilms’ Tumor (WT49) éxel BeATioTotroinGei oTn Leica Biosystems yia xprion pe 1o Z0otnua BOND Polymer Refine Detection, Ta
BonénTikd avmidpaoTrpia BOND, 10 ZUotnua BOND-PRIME Polymer DAB Detection kai Ta Bonéntiké avridpaoTripia BOND-PRIME.
O1 XxprioTeG TToU TTapeKKAIVOUV aTTd TIG TIPOTEIVOUEVEG DIadIKaaieg e€€Taang TPETEl va avaAdBouv Tnv euBlivn yia TNV EpUnveia Twv
QATTOTEAETPATWY TWV A0BEVWV UTTO QUTEG TIG OUVORKEG. O Xpdvol Tou TTPWTOKOAAOU PTTOpPET va Blagépouv Adyw Tng diagopoTroinang
TN POVIPOTIOINGN TOU I0TOU KAl TNV ATTOTEAETHATIKOTNTA TNG EVIOXUONG TOU avTIYOVOU Kal TTPETTEl va TTpoadiopifovTal euTTeIpIKE. Ma
N BeATIOTOTIOINGN TWV CUVBNKWY AVEKTNONG KaI TwV XPOVWY TOU TIPWTOKOAAOU Ba TTPETTEI VO XPNOIUOTIOIOUVTAl aVTISPACTHPIA WG
aAPVNTIKOI HEPTUPEG.

AvTipeTWITION TTPORANUATWYV
Avarpégre otnv TTapatouT 3 yia SI0pBWTIKEG EVEPYEIEG.
EmikoivwvroTe Pe Tov TotTiKG dlavopéa i To ToTmikS ypageio TG Leica Biosystems yia va ava@épete acguviBioTn Xpwor.
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MNpo6oBeTeg TANpOPOpiEg

MTropeiTe va BpeiTte TTEPIOTOTEPEG TTANPOPOPIEG OXETIKA HE TNV avoooxpwon pe avTidpaoTipia BOND, uttd Toug TitThoug «Apxr TNG
Aladikaoiog», «Atraitoupeva UAIKG», «Mpoetoipacia Asiypatog», «MoioTikdg EAeyxog», «ETaAnBcuon Mpoadiopiopol», «Epunveia Tng
Xpwong», «YTépvnua yia Ta cUPBoAa OTIG TIKETEG Kal «[evikoi Mepiopiopoi» atnv evotnta «Xprion avtidpacTtnpiwv BOND» oTo uAikd
TekUnpiwaong xpriong Tng BOND.

BiBAioypagia

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
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5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
To ProClin™ 950 aroteAei eptropiké orjua Tng Supelco, evog TprAparog Tng Sigma-Aldrich Corporation.

loTopiké aAAaywv

AvaBewpnon:
Hpepopnvia | AemrTopépeieg avaBewpnong
ékSoong

17 OkTwRpiou 2022 | loTopikd aAAaywv: ZupTrepiAnyn véag evotnTag e Trivaka laTopikol AAaywv kai AvaBewpnong:
Huepounvia ékdoong.

Avabswpnon / Huepounvia ékdoong: AMNayr| Tou TiTAou Tou TuApaTog atrd Huegpopnvia ékdoang.

Fevikég aAAayég: Apaipeon Tou www. aTré 1o LeicaBiosystems.com.

Avapevopeva atroteAéopara: Evnuepwbnke pe agiodoynpévoug 10Tolg Kal dedopéva.

EpmrpooBia oghida: Agaipeon Tou Rx Only (Mévo yia xprion pe IaTpIKr) ouvTayr)

OtrioBia ogAida: Mpoobrikn oToixeiwyv kal cupBoAou EC REP.

B | Evnuépwan dieubuvong oTig HMA. Evnuépwon apiBuwyv TnAepwvou aTig HMA kai Tov Kavadd. Agaipeon
apiBuou TNAepwvou atnv AuaTpahia. Evnuépwon ovopaTtog kai dielBuvong Tou avTITTpoowTrou Tng EE,
816pBwaon aTo dvopa TNG ovToTNTag oTov Kavadd.

ZUVTOKTIKEG aAAaYEG.
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BOND Ready-to-Use Primary Antibody
Wilms’ Tumor (WT49)
Katalog nr.: PA0562

Tilteenkt brug
Denne reagens er beregnet til in vitro-diagnostik.

Wilms’ Tumor (WT49) monoklonalt antistof er beregnet til kvalitativ identifikation med lysmikroskopi af humant Wilms’ Tumor WT1-
genprodukt i formalinfikseret, paraffinindlejret vaev ved immunhistokemisk farvning ved hjeelp af detautomatiske BOND-system (herunder
BOND-MAX-systemet, BOND-III -systemet og BOND-PRIME-systemet).

Den kliniske tolkning af farvning eller fraveer deraf skal komplementeres af morfologiske undersggelser og passende kontroller, og skal
bedgmmes inden for konteksten af patientens kliniske historie og andre diagnostiske tests foretaget af en kvalificeret patolog.

Oversigt og forklaring

Immunhistokemiske teknikker kan anvendes til at pavise tilstedeveerelse af antigener i vaev og celler (se “Anvendelse af BOND-
reagenser” i BOND-brugerdokumentationen). Det primaere antistof Wilms’ Tumor (WT49) er et produkt, som er klart for brug og som
er optimeret til brug med BOND Polymer Refine Detection-systemet (DS9800) og BOND-PRIME Polymer DAB Detection System
(DS9284). Pavisningen af humant Wilms’ Tumor WT1-genprodukt sker ved forst at muliggere, at Wilms’ Tumor (WT49) binder til
snittet, og efterfalgende visualisering af denne binding ved hjeelp af de reagenser, der falger med detektionssystemet. Anvendelse af
disse produkter sammen med det automatiske BOND-system (herunder BOND-MAX-systemet, BOND-IlI-systemet, og BOND-PRIME-
systemet) nedsaetter muligheden for menneskelige fejl og iboende variabilitet som felge af individuel fortynding af reagenser, manuel
pipettering og tilseetning af reagenser.

Leverede reagenser
Wilms’ Tumor (WT49) er et antihumant monoklonalt antistof fra mus, som er produceret som en veevskultursupernatant, og leveret i
trisbuffereret saltoplgsning med baereprotein indeholdende 0,35 % ProClin™ 950 som konserveringsmiddel.

Total volumen =7 ml.

Klon
WT49.

Immunogen
Et prokaryot rekombinant protein, som indeholder 1-181 aminosyrer fra Wilms’ Tumor proteinets N-terminal.

Specificitet
Human Wilms’ Tumor WT1-genprodukt.

Underklasse
1gG1.

Total proteinkoncentration
Cirka 10 mg/ml.

Antistofkoncentration
Sterre end eller lig med 2,3 mg/L som angivet af ELISA.

Fortynding og blanding
Wilms’ Tumor (WT49) primzert antistof er optimalt fortyndet med henblik pa brug i BOND-systemet (herunder BOND-MAX-systemet,
BOND-llI-systemet og BOND-PRIME-systemet). Genoplgsning, blanding, fortynding eller titrering af dette reagens er ikke ngdvendig.

Ngadvendige materialer, der ikke er vedlagt

Se “Brug af BOND-reagenser” i din BOND-brugerdokumentation eller afsnit 1 og 3 i din BOND-PRIME-brugerdokumentation for en
hel oversigt over materialer, som kraeves til pravebehandling og immunohistokemisk farvning med brug af BOND-systemet (herunder
BOND-MAX-systemet, BOND-III systemet og BOND-PRIME-systemet).

Opbevaring og stabilitet

Opbevar ved 2-8 °C. Ma ikke anvendes efter udlgbsdatoen, der er angivet pa beholderens etiket.

Tegn pa kontaminering og/eller ustabilitet af Wilms’ Tumor (WT49) er: turbiditet af opl@sningen, lugtudvikling og tilstedeveerelse af
udfeeldning.

Skal seettes tilbage til 2-8 °C umiddelbart efter brug.

Andre opbevaringsforhold end dem, der er specificeret herover, skal verificeres af brugeren’.

Forholdsregler

« Dette produkt er beregnet til in vitro-diagnostik.

+ Koncentrationen af ProClin™ 950 er 0,35 %. Det indeholder den aktive ingrediens 2-metyl-4-isotiazolin-3-on og kan forarsage
irritation pa hud, gjne, slimhinder og @vre luftveje. Brug engangshandsker ved handtering af reagenser.

« Hvis du gnsker et eksemplar af sikkerhedsdatabladet, kan du kontakte din lokale forhandler eller Leica Biosystems’ regionskontor,
eller du kan besgge Leica Biosystems’ hjiemmeside LeicaBiosystems.com.
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« Provematerialer, for og efter fiksering, og alle materialer, som er udsat for dem, skal behandles, som om de kan overfgre smitte,
og bortskaffes efter egnede forholdsregler?. Foretag aldrig pipettering med munden, og undgé at kontakte fglsomme omrader og
slimhinder med reagenser eller prover. Hvis reagenser eller praver kommer i kontakt med felsomme omrader, skal der skylles med
rigelige maengder vand. Sgg leegehjeelp.

« Bortskaffelse af potentielt toksiske komponenter skal ske i henhold til statslig eller lokal lovgivning.

« Mikrobiel kontamination af reagenser skal minimeres for at undga en @get uspecifik farvning.

« Genfinding, inkubationstider eller temperaturer, der afviger fra de specificerede, kan give fejlagtige resultater. En eventuel sadan
2endring skal valideres af brugeren.

Brugsanvisning

Wilms’ Tumor (WT49) primzert antistof er udviklet med henblik pa brug i det automatiske BOND-system (herunder BOND-MAX-systemet,

BOND-llI-systemet og BOND-PRIME-systemet) kombineret med BOND Polymer Refine Detection og BOND-PRIME Polymer DAB

Detection System. Den anbefalede farvningsprotokol og epitophentning for Wilms’ Tumor (WT49) primeert antistof er beskrevet i tabel 1.

Tabel 1: Protokolparametre for hvert BOND-system.

BOND-III

BOND-MAX BOND-PRIME

Epitophentning

Varmefremkaldt epitophentning ved
brug af BOND Epitope Retrieval
Solution 2 i 30 minutter

Varmefremkaldt epitophentning ved
brug af BOND Epitope Retrieval
Solution 2 i 30 minutter

Varmefremkaldt epitophentning
ved brug af BOND-PRIME Epitope
Retrieval Solution 2 i 30 minutter

Farvningsprotokol *IHC Protocol F *IHC Protocol F *IHC Protocol F

Forventede resultater (genereret med *IHC Protocol F p4 BOND-III-platform ved hjeelp af BOND Polymer Refine Detection-
systemet)

Normalt veev
Klon WT49 paviste Wilms’ tumorantigenet i kernerne af stromaceller i zeggestokke, livmoder og livmorhals, i Sertoli-celler i testikler og i
podocyter og glomeruli i nyrerne. Klon WT49 farver ikke endotelceller. (Samlet antal normale tilfeelde, der blev evalueret = 139).

Tumorvaev

Klon WT49 farvede 4/85 nyretumorer (herunder 4/9 Wilms’ tumorer, 0/32 klare cellecarcinomer, 0/18 transitionalcellecarcinomer,

0/10 papilleere nyrecellecarcinomer, 0/5 pladecellecarcinomer, 0/2 samlergrscarcinomer, 0/2 udifferentierede carcinomer, 0/4
metastaserende klare cellecarcinomer, 0/1 metastaserende kromofobt carcinom og 0/2 hyperplasier), 4/5 leverbetaendelsestilstande
(herunder 2/3 interstitiel nefrit, 1/1 kronisk pyelonefritis og 1/1 akut pyelonefritis) og 5/7 ovarietumorer (herunder 4/4 sergse tumorer, 1/1
endometrioidt adenokarcinom, 0/1 adenokarcinom og 0/1 granulosacelletumor). Der blev ikke observeret farvning i lungetumorer (0/5),
skjoldbruskkirteltumorer (0/5), tumorer med karcinom i livmorhalsen (0/4), tyktarmstumorer (0/4), hepatocelluleere karcinomer (0/4),
brysttumorer (0/4), hjernetumorer (0/4), lymfomer (0/3), binyretumorer (0/2), tumorer i bleere (0/2), spisergrstumorer (0/2), gastriske
tumorer (0/2), tyndtarmstumorer (0/2), rektale tumorer (0/3), metastatiske tumorer (0/3), hoved- og halstumorer (0/2), prostatatumorer
(0/2), tumorer i spytkirtlen (0/2), seminomer (0/2), et chondrosarkom (0/1), et melanom (0/1), en tumor i tungen (0/1), en tumor i
bugspytkirtlen (0/1), en hudtumor (0/1) og en hyperplastisk prostata (0/1). (Samlet antal normale tilfeelde, der blev evalueret = 160).

Produktspecifikke begransninger

Wilms’ Tumor (WT49) er blevet optimeret hos Leica Biosystems til brug sammen med BOND Polymer Refine Detection, BOND-
hjeelpereagenser, BOND-PRIME Polymer DAB Detection System og BOND-PRIME-hjeelpereagenser. Brugere, som afviger fra
anbefalede testprocedurer, ma selv tage ansvaret for tolkningen af patientresultater under disse betingelser. Protokoltiderne kan variere
pga. variationer i vaevsfiksering og effektiviteten af antigenforsteerkningen og skal bestemmes empirisk. Der skal anvendes negative
reagenskontroller ved optimering af hentningsforhold og protokoltider.

Fejlfinding
Se reference 3 for afhjeelpende handlinger.
Kontakt den lokale forhandler eller Leica Biosystems' regionale kontor for at rapportere usaedvanlig farvning.

Yderligere oplysninger

Yderligere oplysninger om immunfarvning med BOND-reagenser kan findes under overskrifterne Procedureprincip, Nedvendige
materialer, klargering af praver, Kvalitetskontrol, Analyseverifikation, Tolkning af farvning, Nagle til symboler pa etiketter og Generelle
begraensninger i "Anvendelse af BOND-reagenser" i brugerdokumentationen til BOND-systemet.

Litteraturliste
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:e347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
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BOND gebruiksklaar primair antilichaam
Wilms’ Tumor (WT49)
Catalogusnr.: PA0562

Beoogd gebruik
Dit reagens is voor gebruik bij diagnose in vitro.

Wilms-Tumor (WT49) monoklonaal antilichaam is bedoeld om te worden gebruikt voor de kwalitatieve identificatie, met behulp van
lichtmicroscopie, van humaan WT1-genproduct van Wilms-tumor in formaline gefixeerd en in paraffine ingebed weefsel door middel
van immunohistochemische kleuringen met het geautomatiseerde BOND-systeem ( inclusief het BOND-MAX-systeem, het BOND-III-
systeem en het BOND-PRIME-systeem).

De klinische interpretatie van een kleuring of de afwezigheid hiervan moet worden aangevuld met morfologische studies en de juiste
controles. Ook moeten er evaluaties worden uitgevoerd binnen de context van de klinische voorgeschiedenis van de patiént en andere
diagnostische tests uitgevoerd door een bevoegd patholoog.

Samenvatting en toelichting

Immunohistochemische technieken kunnen worden gebruikt om de aanwezigheid van antigenen in weefsel en cellen aan te tonen

(zie ‘Using BOND Reagents’ (BOND-reagentia gebruiken) in de gebruikersdocumentatie van BOND). Wilms-Tumor (WT49) primair
antilichaam is een gebruiksklaar product dat is geoptimaliseerd voor gebruik op het BOND Polymer Refine Detection-systeem (DS9800)
en BOND-PRIME Polymer DAB Detection System (DS9284). Humaan WT1-genproduct van Wilms-tumor wordt aangetoond door

eerst Wilms’ Tumor (WT49) aan de coupe te laten binden en daarna die binding te visualiseren met behulp van de reagentia die bij het
detectiesysteem worden geleverd. Het gebruik van deze producten in combinatie met het geautomatiseerde BOND-systeem (inclusief
het BOND-MAX-systeem, het BOND-III- systeem en het BOND-PRIME-systeem ) verkleint de kans op menselijke fouten en de daaraan
inherente variabiliteit als gevolg van het afzonderlijk verdunnen van reagentia, het handmatig pipetteren en het handmatig toevoegen
van reagentia.

Geleverde reagentia
Wilms-Tumor (WT49) is een antihumaan monoklonaal muizenantilichaam dat wordt geproduceerd als weefselkweeksupernatant en
wordt geleverd in een tris-gebufferde zoutoplossing met dragereiwit, met als conserveringsmiddel 0,35% ProClin™ 950.

Totaal volume =7 ml.

Kloon
WT49.

Immunogeen

Een prokaryotisch recombinant eiwit dat 1-181 aminozuren bevat van de N-terminus van het Wilms-tumoreiwit.
Specificiteit

Menselijk WT1-genproduct van Wilms-tumor.

Subklasse
1gG1.

Totale eiwitconcentratie
Ongeveer 10 mg/ml.

Antilichaamconcentratie
Groter dan of gelijk aan 2,3 mg/L zoals bepaald door ELISA.

Verdunnen en mengen
Wilms-Tumor (WT49) primair antilichaam is optimaal verdund voor gebruik op het BOND-systeem (inclusief het BOND-MAX-systeem,
het BOND- lll-systeem en het BOND-PRIME-systeem). Reconstitutie, menging, verdunning of titratie van dit reagens is niet nodig.

Benodigde, maar niet meegeleverde materialen

Raadpleeg “Using BOND Reagents” (BOND-reagentia gebruiken) in de BOND-gebruikersdocumentatie, of paragraaf 1 en 3 in de
gebruikersdocumentatie van BOND-PRIME, voor een volledige lijst van de materialen die nodig zijn voor monsterbehandeling en
immunohistochemische kleuring met het BOND-systeem (inclusief het BOND-MAX-systeem, het BOND-Ill-systeem en het BOND-
PRIME-systeem).

Opslag en stabiliteit
Bewaren bij 2-8 °C. Niet gebruiken na de vervaldatum die op het etiket van de container staat.

Tekenen van contaminatie en/of instabiliteit van Wilms’ Tumor (WT49) zijn: troebelheid van de oplossing, geurontwikkeling en
aanwezigheid van precipitaat.

Direct na gebruik weer bij 2-8 °C opslaan.
Andere dan de hierboven genoemde opslagcondities moeten door de gebruiker worden geverifieerd!.

Voorzorgsmaatregelen

« Dit product is bedoeld voor gebruik bij diagnose in vitro.

« De concentratie ProClin™ 950 is 0,35%. Het bevat het werkzame bestanddeel 2-methyl-4-isothiazolin-3-one en kan irritatie van de
huid, ogen, slijmvliezen en bovenste luchtwegen veroorzaken. Draag wegwerphandschoenen bij het hanteren van reagentia.
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« Neem voor het bijbehorende veiligheidsinformatieblad contact op met uw lokale distributeur of het regionale kantoor van Leica
Biosystems, of ga naar de website van Leica Biosystems: LeicaBiosystems.com.

« Specimens, en alle materialen die eraan worden blootgesteld, moeten voor en na fixatie worden behandeld als potentiéle
overdragers van infecties en met inachtneming van de juiste voorzorgsmaatregelen worden afgevoerd?. Pipetteer reagentia nooit met
de mond en vermijd contact van de huid en slijmvliezen met reagentia of monsters. Indien reagentia of monsters in aanraking komen
met gevoelige gebieden, moet u deze wassen met een overvloedige hoeveelheid water. Raadpleeg een arts.

« Raadpleeg de nationale, regionale en plaatselijke voorschriften voor de afvoer van alle potentieel giftige stoffen.

+ Minimaliseer de kans op microbiéle contaminatie van reagentia omdat hierdoor de niet-specifieke kleuring kan toenemen.

* Andere hersteltijden, incubatietijden of temperaturen dan vermeld, kunnen onjuiste resultaten opleveren. Dergelijke wijzigingen
moeten door de gebruiker worden gevalideerd.

Gebruiksaanwijzing

Wilms-Tumor (WT49) primair antilichaam werd ontwikkeld voor gebruik op het geautomatiseerde BOND-systeem (inclusief het BOND-
MAX-systeem, het BOND-III- systeem en het BOND-PRIME-systeem ) in combinatie met het BOND Polymer Refine Detection en het
BOND-PRIME Polymer DAB Detection System. Het aanbevolen kleuringsprotocol en epitoopherstel voor Wilms’ Tumor (WT49) primair
antilichaam worden weergegeven in Tabel 1.

Tabel 1: Protocolparameters voor elk BOND-systeem.

BOND-MAX BOND-IIl BOND-PRIME
Epitoopherstel Warmte-geinduceerd Warmte-geinduceerd Warmte-geinduceerd
epitoopherstel met gebruik van epitoopherstel met gebruik van epitoopherstel met gebruik van
BOND Epitope Retrieval Solution 2 | BOND Epitope Retrieval Solution 2 | BOND-PRIME Epitope Retrieval
gedurende 30 minuten gedurende 30 minuten Solution 2 gedurende 30 minuten
Kleuringsprotocol *IHC Protocol F *IHC Protocol F *IHC Protocol F

Verwachte resultaten (verkregen met *IHC Protocol F op het BOND-III-platform met het BOND Polymer Refine Detection-systeem)

Normale weefsels

Kloon WT49 detecteerde het Wilms-tumorantigeen in de kernen van stromale cellen in eierstokken, baarmoeder en baarmoederhals,
in Sertoli-cellen van de testis en in podocyten en glomeruli van de nieren. Kloon WT49 kleurt geen endotheelcellen. (Totaal aantal
beoordeelde gevallen = 139.)

Tumor Tissues

Kloon WT49 kleurde 4/85 niertumoren (inclusief 4/9 Wilms-tumoren, 0/32 clear-cell-carcinomen, 0/18 transitionele celcarcinomen, 0/10
papillaire niercelcarcinomen, 0/5 plaveiselcelcarcinomen, 0/2 verzamelend-ductuscarcinomen, 0/2 ongedifferentieerde carcinomen, 0/4
uitgezaaide clear-cell-carcinomen, 0/1 uitgezaaid chromofoob carcinoom en 0/2 hyperplasieén), 4/5 nier-inflammatoire aandoeningen
(inclusief 2/3 interstitiéle nefritis, 1/1 chronische pyelonefritis en 1/1 acute pyelonefritis) en 5/7 eierstoktumoren (inclusief 4/4 sereuze
tumoren, 1/1 endometrioide adenocarcinoom, 0/1 adenocarcinoom en 0/1 granulosaceltumor). Er werd geen kleuring waargenomen

bij longtumoren (0/5), schildkliertumoren (0/5), carcinomen van de baarmoederhalstumoren (0/4), colontumoren (0/4), hepatocellulaire
carcinomen (0/4), borsttumoren (0/4), hersentumoren (0/4), lymfomen (0/3), bijniertumoren (0/2), blaastumoren (0/2), slokdarmtumoren
(0/2), maagtumoren (0/2), tumoren van de dunne darm (0/2), rectale tumoren (0/3), uitgezaaide tumoren (0/3), hoofd-halstumoren (0/2),
prostaattumoren (0/2), speekselkliertumoren (0/2), seminomen (0/2), een chondrosarcoom (0/1), een melanoom (0/1), een tongtumor
(0/1), een pancreastumor (0/1), een huid tumor (0/1) en een hyperplastische prostaat (0/1). (Totaal aantal beoordeelde gevallen = 160.)

Wilms-Tumor (WT49) wordt aanbevolen voor de detectie van het Wilms-tumoreiwit in normaal weefsel en tumorweefsel.

Productspecifieke beperkingen

Wilms-Tumor (WT49) is bij Leica Biosystems geoptimaliseerd voor gebruik met BOND Polymer Refine Detection, BOND-hulpreagentia,
het BOND-PRIME Polymer DAB Detection System en BOND-PRIME-hulpreagentia. Gebruikers die afwijken van de aanbevolen
testprocedures moeten de verantwoordelijkheid aanvaarden voor de interpretatie van patiéntenresultaten verkregen onder deze
omstandigheden. Protocoltijden kunnen variéren door variatie in weefselfixatie en de effectiviteit van antigeenversterking, en moeten
empirisch worden bepaald. Bij het optimaliseren van de herstelcondities en de protocoltijden moeten negatieve reagenscontroles
worden gebruikt.

Probleemoplossing
Raadpleeg referentie 3 voor herstelacties.
Neem contact op met uw lokale distributeur of het regionale kantoor van Leica Biosystems om ongebruikelijke kleuring te melden.

Overige informatie

Meer informatie over immunokleuring met BOND-reagentia vindt u onder de titels Principle of the procedure (Principe van de procedure),
Materials required (Benodigde materialen), Specimen preparation (Monsterpreparatie), Quality control (Kwaliteitscontrole), Assay
verification (Verificatie van de assay), Interpretation of staining (Interpretatie van de kleuring), Key to symbols on labels (Verklaring

van symbolen op etiketten) en General limitations (Algemene beperkingen) in ‘Using BOND Reagents’ (BOND-reagentia gebruiken) in
de gebruikersdocumentatie van BOND.

Literatuurlijst
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.
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ProClin™ 950 is een handelsmerk van Supelco, een onderdeel van de Sigma-Aldrich Corporation.
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BOND primeert antistoff klart til bruk
Wilms’ Tumor (WT49)
Katalognr.: PA0562

Tiltenkt bruk
Denne reagensen er til in vitro-diagnostisk bruk.

Det monoklonale antistoffet Wilms’ Tumor (WT49) er beregnet pa kvalitativ identifisering ved lysmikroskopering av humant Wilms’ Tumor
WT1-genprodukt i formalinfiksert, parafininnstept vev ved hjelp avimmunhistokjemisk farging med det automatiserte BOND-systemet
(herunder BOND-MAX-systemet, BOND-IIl-systemet og BOND-PRIME-systemet).

Den kliniske tolkningen av enhver farging eller fraveer av farging skal understgttes av morfologiske studier og gode kontroller og skal
evalueres i sammenheng med pasientens sykehistorie og andre diagnostiske tester av en kvalifisert patolog.

Sammendrag og forklaring

Immunhistokjemiske teknikker kan brukes til a vise tilstedevaerelse av antigener i vev og celler (se "Bruk av BOND-reagenser"

i brukerdokumentasjonen for BOND-systemet). Wilms’ Tumor (WT49) primzert antistoff er et klart til bruk-produkt som har blitt
optimalisert til bruk med BOND Polymer Refine Detection-systemet (DS9800) og BOND-PRIME Polymer DAB Detection System
(DS9284). Pavisning av humant Wilms’ Tumor WT1-genprodukt oppnas ved ferst a la Wilms’ Tumor (WT49) binde seg til seksjonen,

og deretter visualisere denne bindingen ved & bruke reagensene som falger med deteksjonssystemet. Ved & bruke disse produktene i
kombinasjon med det automatiserte BOND-systemet (herunder BOND-MAX systemet, BOND-III systemet og BOND-PRIME-systemet),
reduseres muligheten for menneskelig feil og iboende variabilitet som falge av individuell reagensfortynning, manuell pipettering og
reagenspafering.

Medfglgende reagenser

Wilms’ Tumor (WT49) er et anti-humant monoklonalt antistoff fra mus produsert som en vevskultursupernatant, og leveres i tris-bufret
saltvann med baereprotein og 0,35 % ProClin™ 950 som konserveringsmiddel.

Totalvolum =7 ml.

Klon
WT49.

Immunogen
Et prokaryotisk, rekombinant protein som inneholder 1-181 aminosyrer fra N-terminalen av Wilms’ Tumor-proteinet.

Spesifisitet
Humant Wilms’ Tumor WT1-genprodukt.

Underklasse
1gG1.

Total proteinkonsentrasjon
Ca. 10 mg/ml.

Antistoffkonsentrasjon
Starre enn eller lik 2,3 mg/l som fastslatt av ELISA.

Fortynning og blanding
Wilms’ Tumor (WT49) primzert antistoff er optimalt uttynnet for bruk pa BOND-systemet (inkluderer BOND-MAX-systemet, BOND-III-
systemet og BOND-PRIME-systemet). Rekonstitusjon, blanding, fortynning eller titrering av denne reagensen er ikke ngdvendig.

Nedvendige materialer som ikke felger med

Se «Bruk av BOND-reagenser» i din BOND-brukerdokumentasjon, eller seksjon 1 og 3 i din BOND-PRIME-brukerdokumentasjon, for
en komplett liste over materialer som kreves for prgvebehandling og immunhistokjemisk farging ved hjelp av BOND-systemet (inkludert
BOND-MAX-systemet, BOND-IlI-systemet og BOND-PRIME-systemet).

Oppbevaring og stabilitet

Oppbevares ved 2-8 °C. Ma ikke brukes etter utlgpsdatoen angitt pa beholderens etikett.

Tegnene som indikerer kontaminering og/eller ustabilitet i Wilms’ Tumor (WT49) er: turbiditet av lasningen, luktutvikling og
tilstedeveerelse av bunnfall.

Sett tilbake til 2-8 °C umiddelbart etter bruk.
Andre oppbevaringsforhold enn de som er angitt ovenfor ma verifiseres av brukeren'.

Sikkerhetsforanstaltninger

« Dette produktet er beregnet for in vitro-diagnostisk bruk.

« Konsentrasjonen av ProClin™ 950 er 0,35 %. Det inneholder den aktive ingrediensen 2-metyl-4-isotiazolin-3-on, og kan forarsake
irritasjon pa hud, @yne, slimhinner og gvre Iuftveier. Bruk engangshansker ved handtering av reagenser.

« For a fa en kopi av sikkerhetsdatabladet for materialer kan du ta kontakt med din lokale forhandler eller regionale kontor for Leica
Biosystems, eller alternativt ga til Leica Biosystems’ nettside, LeicaBiosystems.com.
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« Prgvematerialer, for og etter fiksering, og alle materialer som er utsatt for dem, skal behandles som om de kan overfgre smitte og
avhendes med riktige forholdsregler?. Reagenser skal aldri pipetteres med munnen, og unnga at reagenser eller prgvematerialer
kommer i kontakt med hud eller slimhinner. Hvis reagenser eller praver kommer i kontakt med falsomme omrader, skyll med rikelige
mengder vann. Kontakt lege.

« Se lokale, regionale eller statlige forskrifter for avfallshandtering av eventuelle potensielle giftkomponenter.

* Minimer mikrobiell kontaminering av reagenser, ellers kan det forekomme en gkning i uspesifikk farging.

« Demaskering, inkuberingstider eller temperaturer annet enn det som er angitt, kan gi ungyaktige resultater. Enhver slik endring ma
valideres av brukeren.

Bruksanvisning

Wilms’ Tumor (WT49) primzert antistoff er utviklet til bruk pa det automatiserte BOND-systemet (inkluderer BOND-MAX-system, BOND-

I1l-system og BOND-PRIME-system) i kombinasjon med BOND Polymer Refine Detection og BOND-PRIME Polymer DAB Detection
System. Den anbefalte fargingsprotokollen og epitopdemaskering for Wilms’ Tumor (WT49) primeert antistoff er beskrevet i Tabell 1.

Tabell 1: Protokollparametere for hvert BOND-system.
BOND-III

BOND-MAX BOND-PRIME

Epitop demaskering

Varmeindusert epitopdemaskering
ved a bruke BOND Epitope
Retrieval Solution 2 i 30 minutter

Varmeindusert epitopdemaskering
ved a bruke BOND Epitope
Retrieval Solution 2 i 30 minutter

Varmeindusert epitopdemaskering
ved & bruke BOND-PRIME Epitope
Retrieval Solution 2 i 30 minutter

Fargingsprotokoll *IHC Protocol F *IHC Protocol F *IHC Protocol F

Resultater forventet (generert med *IHC Protocol F pa plattform BOND-III ved bruk av BOND Polymer Refine Detection-systemet)

Normale vev
Klon WT49 paviste Wilms’ Tumor-antigen i kjernen av stromalceller i ovarier, livmor og livmorhals, i Sertoli-celler i testikler og i podocytter
og glomeruli i nyrene. Klon WT49 farger ikke endotelceller. (Totalt antall tilfeller evaluert = 139).

Tumor Tissues

Klon WT49 farget 4/85 nyretumorer (inkludert 4/9 Wilms' svulster, 0/32 klarecellekarsinomer, 0/18 overgangscellekarsinomer, 0/10
papilleere nyrecellekarsinomer, 0/5 plateepitelkarsinomer, 0/2 samlekanalkarsinomer, 0/2 udifferensierte karsinomer, 0/4 metastatiske
klarcellekarsinomer, 0/1 metastatisk kromofobe karsinom og 0/2 hyperplasier), 4/5 nyrebetennelsestilstander (inkludert 2/3 interstitiell
nefritt, 1/1 kronisk pyelonefritt og 1/1 akutt pyelonefritt) og 5/7 ovarietumorer (inkludert 4/4 sergse svulster, 1/1 endometrioid
adenokarsinom, 0/1 adenokarsinom og 0/1 granulosacelletumor). Ingen farging ble sett i lungesvulster (0/5), skjoldbruskkjertelsvulster
(0/5), karsinomer i livmorhalssvulster (0/4), tykktarmssvulster (0/4), hepatocelluleere karsinomer (0/4), brystsvulster (0/4), hjernesvulster
(0/4), lymfomer (0/3), binyretumorer (0/2), bleeresvulster (0/2), spisergrssvulster (0/2), gastriske svulster (0/2), svulster i tynntarmen
(0/2), rektale svulster (0/3), metastatiske svulster (0/3), svulster i hode og nakke (0/2), prostatasvulster (0/2), spyttkjertel svulster (0/2),
seminomer (0/2), et kondrosarkom (0/1), et melanom (0/1), en tungesvulst (0/1), en bukspyttkjertelsvulst (0/1), en hudsvulst (0/1) og en
hyperplastisk prostata (0/1). (Totalt antall unormale tilfeller evaluert = 160).

Produktspesifikke begrensninger

Wilms’ Tumor (WT49) har blitt optimalisert hos Leica Biosystems til bruk med BOND Polymer Refine Detection, BOND-hjelpereagenser,
BOND-PRIME Polymer DAB Detection System og BOND-PRIME-hjelpereagenser. Brukere som avviker fra de anbefalte
testprosedyrene ma ta ansvaret for tolkningen av pasientresultatene under disse forholdene. Protokolltidene kan variere pga.

variasjon i vevsfiksering og effekten av antigenforsterkningen, og ma fastslas empirisk. Det skal brukes negative reagenskontroller nar
demaskeringsforhold og protokolltider optimeres.

Feilsgking
Se referanse 3 for utbedringstiltak.
Kontakt din lokale forhandler eller regionale kontor for Leica Biosystems for rapportering av uvanlig misfarging.

Mer informasjon

Mer informasjon om immunfarging med BOND-reagenser, under overskriftene Prinsipp for prosedyren, Nedvendige materialer,
Pravepreparering, Kvalitetskontroll, Analyseverifisering, Tolkning av farging, Symbolforklaring pa etiketter og Generelle begrensninger,
finner du under "Bruk av BOND-reagenser" i BOND-brukerdokumentasjonen.

Bibliografi
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:e347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 er et varemerke for Supelco, en del av Sigma-Aldrich Corporation.
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BOND Kullanima Hazir Primer Antikor
Wilms Tiimorii (WT49)
Katalog No: PA0562

Kullanim Amaci
Bu reaktif, in vitro diagnostik kullanim igindir.

Wilms TUmori (WT49) monoklonal antikorunun, formalinle fikse edilmis, parafine gémilmis dokuda insan Wilms Tumaérd WT1
gen Urliniinlin otomatik BOND sistemi (BOND-MAX sistemi, BOND-III sistemi ve BOND-PRIME sistemini igerir) kullanilarak
imminohistokimyasal boyama yoluyla, 1sik mikroskopisinde nitel belirlenmesi igin kullaniimasi amaglanmistir.

Herhangi bir boyamanin veya boyama yoklugunun klinik yorumu, morfolojik ¢alismalar ve uygun kontrollerle tamamlanmalidir ve nitelikli
bir patolog tarafindan hastanin klinik 6ykisu ve diger tani testleri baglaminda degerlendirilmelidir.

Ozet ve Agiklama

immiinohistokimyasal teknikler doku ve hiicrelerde antijen varligini géstermek amaciyla kullanilabilir (BOND kullanici belgelerinizdeki
“BOND Reaktiflerinin Kullanimi” bélimiine bakiniz). Wilms Timéri (WT49) primer antikor, BOND Polymer Refine Detection sistemi
(DS9800) ve BOND-PRIME Polymer DAB Detection System (DS9284) ile kullanim igin optimize edilmis, kullanima hazir bir Griinddr.
Insan Wilms Tiimérii WT1 gen Griiniiniin gésterimi, éncelikle Wilms Tamériiniin (WT49) kesite baglanmasinin saglanmasi ve ardindan
saptama sisteminde verilen reaktifler kullanilarak bu baglanmanin gériintilenmesiyle elde edilir. Bu Uriinlerin otomatik BOND sistemi
(BOND-MAX sistemi, BOND-III sistemi ve BOND-PRIME sistemini igerir) ile birlikte kullaniimasi bagimsiz reaktif seyreltme, manuel
pipetleme ve reaktif uygulama islemlerinde meydana gelebilecek insan hatalari ve degisken sonuglar olasiligini azaltir.

Saglanan Reaktifler
Wilms TUmori (WT49), doku kiiltiir spernatanti olarak Uretilmis bir fare anti insan monoklonal antikordur ve koruyucu olarak %0,35
ProClin™ 950 igeren, taslyici proteinli Tris tamponlu salinde tedarik edilir.

Toplam hacim =7 ml.

Clone

WT49.

immiinojen

Wilms TUmori proteini N terminalinin 1-181 amino asitlerini igeren prokaryotik rekombinant protein.
Ozgiilliik

Insan Wilms Timéri WT1 gen drini.

Alt sinif
1gG1.

Toplam Protein Konsantrasyonu
Yaklasik 10 mg/ml.

Antikor Konsantrasyonu
ELISA tarafindan belirlendigi gibi 2,3 mg/I'ye esit veya bu degerden yiiksek.

Seyreltme ve Karigtirma
Wilms TUmori (WT49) primer antikoru BOND sisteminde (BOND-MAX sistemi, BOND-III sistemi ve BOND-PRIME sistemini igerir)
kullaniimak tizere optimum olarak seyreltilmistir. Bu reaktif i¢in sulandirma, karistirma, seyreltme veya titrasyon gerekli degildir.

Gereken Ancak Saglanmayan Materyaller

BOND sistemini (BOND-MAX sistemi, BOND-III sistemi ve BOND-PRIME sistemini igerir) kullanilarak érnek muamelesi ve
imminohistokimyasal boyama igin gerekli materyallerin tam bir listesi igin BOND kullanici belgelerinizin “BOND Reaktiflerinin Kullanimi”
béliimiine ya da BOND-PRIME kullanici belgelerinin 1. ve 3. Béliimlerine bakin.

Saklama ve Stabilite
2-8 °C’de saklayin. Kaptaki etikette belirtilen son kullanma tarihi gegctiyse kullanmayin.

Wilms Tumori (WT49) kontaminasyona ve/veya instabiliteye isaret eden belirtiler sunlardir: Gézeltide bulaniklasma, koku ve presipitat
olusumu.

Kullandiktan hemen sonra 2-8 °C’ye dondiiriin.
Yukarida belirtilenlerin digindaki saklama kosullari kullanici tarafindan dogrulanmalidir’.

Onlemler
« Bu Urln, in vitro diagnostik kullanim igindir.

« ProClin™ 950 konsantrasyonu %0.35'tir. Etkin madde olarak 2-metil-4-izotiazolin-3-bir igerir ve ciltte, gozlerde, mukoza
membranlarinda ve Ust solunum yolunda iritasyona neden olabilir. Reaktifleri kullanirken tek kullanimlik eldiven takin.

* Malzeme Bilgi Glvenlik Formunun bir kopyasi icin yerel distribitoriiniizle veya Leica Biosystems boélge ofisiyle iletisime gegin ya da
Leica Biosystems’in web sitesini ziyaret edin: LeicaBiosystems.com.
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« Fiksasyondan 6nce ve sonra érnekler ve bunlara maruz kalmis biitiin materyaller, enfeksiyon yayabilecekmis gibi islem gormelidir ve
gerekli dnlemler alinarak imha edilmelidir?. Reaktifleri higbir zaman agizla pipetlemeyin. Cildin ve mukoz membranlarin reaktifler ve
orneklerle temas etmesini 6nleyin. Reaktifler veya 6rnekler hassas bolgelere temas ederse bol miktarda suyla yikayin. Tibbi yardim
isteyin.

« Potansiyel olarak toksik bilesenlerin atilmasiyla ilgili yerel, ulusal veya bélgesel diizenlemeleri dikkate alin.

* Reaktiflerin mikrobik kontaminasyonunu minimize edin, aksi takdirde spesifik olmayan boyamada bir artis meydana gelebilir.

« Belirtilenlerin disindaki geri kazanim, inklibasyon sireleri veya sicakliklar hatali sonuglara neden olabilir. Bu tir herhangi bir degisiklik
kullanici tarafindan dogrulanmalidir.

Kullanim Talimatlar

Wilms Timori (WT49) primer antikoru, otomatik BOND sisteminde (BOND-MAX sistemi, BOND-III sistemi ve BOND-PRIME sistemini

icerir) BOND Polymer Refine Detection ve BOND-PRIME Polymer DAB Detection System ile birlikte kullanim igin gelistirilmistir. Wilms
Tumoru (WT49) primer antikoru icin dnerilen boyama protokolii ve epitop geri kazanimi Tablo 1’de verilmistir.

Tablo 1: Her BOND Sistemi igin Protokol Parametreleri.
BOND-III

BOND-MAX BOND-PRIME

Epitop Geri Kazanimi

BOND Epitope Retrieval Solution
2 kullanilarak 30 dakika sureyle isi
indUkIU epitop alimi

BOND Epitope Retrieval Solution
2 kullanilarak 30 dakika sureyle isi
indUkIU epitop alimi

BOND-PRIME Epitope Retrieval
Solution 2 kullanilarak 30 dakika
slreyle 1s1 indiklu epitop alimi

Boyama Protokolii *IHC Protocol F *IHC Protocol F *IHC Protocol F

Ongériilen Sonuglar (BOND Polymer Refine Detection sistemi kullanilarak BOND-III platformu iizerinde *IHC Protocol F ile
olusturulur)

Normal Dokular

Clone WT49; yumurtalik, uterus ve serviksteki stromal hiicrelerin gekirdeklerinde, testisin Sertoli hiicrelerinde ve bébregin podositlerinde
ve glomerillerinde Wilms timori antijenini tespit etmistir. Clone WT49, endotelyal hiicreleri boyamaz. (Degerlendirilen toplam vaka
sayisl = 139).

Timor Dokulari

Clone WT49; 4/85 bobrek timarleri (4/9 Wilms timorleri, 0/32 berrak hucreli karsinomlar, 0/18 transizyonel hiicreli karsinomlar, 0/10
papiller renal hiicreli karsinomlar, 0/5 skuamoéz hiicreli karsinomlar, 0/2 toplayici kanal karsinomlari, 0/2 farklilasmamis karsinomlar, 0/4
metastatik berrak hiicreli karsinomlar, 0/1 metastatik kromofob karsinom ve 0/2 hiperplaziler dahil), 4/5 renal inflamatuvar durumlari (2/3
interstisyel nefrit, 1/1 kronik piyelonefrit ve 1/1 akut piyelonefrit dahil) ve 5/7 yumurtalik timorleri (4/4 ser6z timorler, 1/1 endometrioid
adenokarsinom, 0/1 adenokarsinom ve 0/1 graniloza hiicreli timar dahil) boyamistir. Akciger timérleri (0/5), tiroid timérleri (0/5), serviks
tumoru karsinomlari (0/4), kolon timorleri (0/4), hepatoseliiler karsinomlar (0/4), meme timorleri (0/4), beyin timérleri (0/4), lenfomalar
(0/3), bobrek Ustii bezi timérleri (0/2), mesane tiimorleri (0/2), 6zofagus tlimérleri (0/2), mide timérleri (0/2), ince bagirsak timérleri
(0/2), rektal timarler (0/3), metastatik timorler (0/3), bas ve boyun tiimérleri (0/2), prostatik timérler (0/2), tiikiirik bezi timérleri (0/2),
seminomlar (0/2), kondrosarkom (0/1), melanom (0/1), dil timard (0/1), pankreatik timar (0/1), cilt timaord (0/1) ve hiperplastik prostatta
(0/1) boyama gérilmemistir. (Degerlendirilen toplam vaka sayisi = 160).

Uriine Ozgii Sinirlamalar

Wilms Timori (WT49) BOND Polymer Refine Detection, BOND yardimci reaktifler, BOND-PRIME Polymer DAB Detection System
ve BOND-PRIME yardimci reaktiflerle kullaniimak (izere Leica Biosystems'ta optimize edilmistir. Onerilen test prosediirlerinden sapan
kullanicilar bu sartlar altinda hasta sonuglarinin yorumlanmasinin sorumlulugunu almalidir. Doku fiksasyonu ve antijen aliminin
etkinligindeki degiskenlikler nedeniyle protokol siireleri degisiklik gosterebilir ve bu siireler ampirik olarak belirlenmelidir. Geri kazanim
kosullari ve protokol sireleri optimize edilirken negatif reaktif kontrolleri kullaniimahdir.

Sorun Giderme
lyilestirici islem icin referans 3’e bakin.
Olagan disi bir boyamay: bildirmek igin yerel distriblitoriiniizle veya Leica Biosystems bolge ofisiyle iletisime gegin.

Daha Fazla Bilgi

BOND reaktifleri ile immiin-boyama hakkinda daha fazla bilgi BOND kullanici belgelerinizde “BOND Reaktiflerinin Kullanimi”
béliimiindeki Principle of the Procedure (Prosedir Ilkesi), Materials Required (Gereken Materyaller), Specimen Preparation (Numune
Hazirlama), Quality Control (Kalite Kontrol), Assay Verification (Miktar Tayini Dogrulama), Interpretation of Staining (Boyanmanin
Yorumlanmasi), Key to Symbols on Labels (Etiketlerdeki Semboller i¢in Anahtar) ve General Limitations (Genel Sinirlamalar) basliklari
altinda bulunabilir.

Kaynakca
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
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Degisiklik Gegmisi

Revizyon: Yayin
Tarihi

Revizyonun Ayrintilan
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Degisiklik Gegmisi: Degisiklik Gegmisi tablosu ve Revizyonu igeren yeni bolimin eklenmesi: Yayin Tarihi.
Revizyon / Yayin Tarihi: Yayin Tarihinden itibaren bolimiin bashginin degistirilmesi.

Genel Degisiklikler: www. ifadesinin LeicaBiosystems.com’dan kaldirimasi.

Ongériilen Sonuglar: Degerlendirilen dokular ve verilerle giincellendi.

On Sayfa: Sadece Rx'in Kaldiriimasi.

Arka Sayfa: EC REP ayrintilarinin ve semboliiniin eklenmesi.

ABD adresi glincellendi. ABD ve Kanada telefon numarasi glincellendi. Avustralya telefon numarasi
kaldirildi. AB temsilcisinin adi ve adresi glincellenmistir, Kanada isletmesinin adi diizeltilmistir.
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T'oTroBo 3a ynorpeda nbpBru4YHO aHTUTI0 32 BOND
Wilms’ Tumor (WT49)
Karano:xen Ne: PA0562

MpeaHasHavyeHue

Toau peareHT e 3a ynotpeba npw in vitro anarHocTuka.

MoHoknoxanHoto aHTuTsino Wilms’ Tumor (WT49) e npegHasHayeHo 3a kayecTBeHaTa naeHTUdmKaums Ypes onTuiHa MUKPOCKONUS
Ha YOBELLKM reHeH NpoAyKT Ha Tymop Ha Bunmc WT1 BbB chukcupaHa BbB hopManuH, BrpageHa B napadyvH TbkaH 4pes
MMYHOXVCTOXMMUYHO OLBETSIBaHE, KaTo Ce U3nonasa aBTomatusmpaHata cuctema BOND (Bknioua cuctema BOND-MAX, cuctema
BOND-III u cuctema BOND-PRIME).

KnuHuyHaTa HTepnpetaums Ha BCSKO OLBETSIBAHE UMW Herosata nunca cneaga Aa Gbe AoMbIHEHaA OT MOPOMOrNyHU NPOyYBaHUs
1 CbOTBETHUTE KOHTPOMU M [1a Ce OLEHsIBA B KOHTEKCTA Ha KIIMHUYHATA UCTOPUS Ha NauveHTa v Apyrv AMarHOCTUYHM U3CNEABaHNS OT
KBanMuLMpaH naTonor.

KpaTko onucaHue u o6sicHeHue

Morat ga 6baar 13non3eaHy UMyHOXUCTOXUMWUYHU TEXHWUKM 32 AEMOHCTPUPaHE Ha HaNMYMeTO Ha aHTUreHN B TbKaHTa W KNeTkute
(BuxTe ,Ynotpeba Ha peareHT BOND® BbB BallaTta AokymeHTaums 3a notpebutens Ha BOND). MbpBuyHoTo aHtutsano Wilms’ Tumor
(WT49) e rotos 3a ynoTtpeba npogyKT, KOUTO € ONTUMM3UPaH 3a nanonssaHe cbe cuctemata BOND Polymer Refine Detection (DS9800)
1 BOND-PRIME Polymer DAB Detection System (DS9284). Noka3BaHeTo Ha YOBELLKU reHeH NPOAYKT Ha Tymop Ha Bunmc WT1 ce
nocTura, kato MbpBO ce No3BonsiBa cebpasaHeTo Ha Wilms’ Tumor (WT49) ¢ y4acTbka, cnep KoeTo ToBa CBbp3BaHe ce BU3yanuaupa,
KaTo ce U3Non3BaT peareHTUTe, NPejocTaBeHn B CCTeMaTa 3a OTkpuBaHe. YnotpebaTa Ha Tesn NpodyKTh 3aeHO C aBToMaTu3npaHara
cuctema BOND (BkntoyBa cuctema BOND-MAX, cuctema BOND-III n cuctema BOND-PRIME) HamansiBa BEpOATHOCTTa OT YOBELLKA
rpeLLka v NpucbLaTa M3MEHYMBOCT B PE3ynTaT Ha OTAENHO paspex/aaHe Ha peareHTU, pbYHO NUNETUpaHe 1 NpunaraHe Ha peareHTy.

MpepocTaBeHW peareHTU
Wilms’ Tumor (WT49) e Mu1LLe aHTUYOBELLKO MOHOKIOHAMHO aHTUTAMO, MOMYyYEHO KaTo CynepHaTaHT OT TbKaHHa KynTypa v JOCTaBeHO B
TpomeTamuH-6ycbepupaH husnonornyeH pasTeop ¢ NPoTeNHOB HocuTen, cbabpxall 0,35% ProClin™ 950 kaTo KOHCepBaHT.

06w, obem =7 mL.

KnoHunr
WT49.

WUmyHoreH
MpokapuoTeH pekoOMBUHaAHTEH NPOTENH, cbabpxaly 1-181 ammHokucenuHn ot N-kpasi Ha NpoTenHa Ha Tymopa Ha Bunmc.

CneuundunyHocT
YoBeLLKM reHeH NpoayKT oT Tymop Ha Bunme WT1.

Mopknac
1gG1.

KoHueHTpauusa Ha o6 6enTbk
MpubnusntenHo 10 mg/mL.

KoHueHTpauusa Ha aHTuTena
Mo-Bucoka nunu paeHa Ha 2,3 mg/L, kakTo e onpegeneHo ot ELISA.

PaspexpaaHe u cmecBaHe

MbpBuyHoTO anTuTANo Wilms’ Tumor (WT49) e onTumanHo paspefeHo 3a ynotpeba cbe cuctemata BOND (BkntouBa cuctema BOND-
MAX, cuctema BOND-III n cuctema BOND-PRIME). He ce usncksa Bb3cTaHOBsIBaHe, CMeCBaHe, paspexaaHe unm TutpupaHe Ha To3u
peareHT.

HeOﬁXOAVIMVI, HO HenpeaocTaBeHU maTtepuanu

BwxTte ,Ynotpeba Ha peareHT BOND® BbB Ballata AoKyMeHTaums 3a notpedutens Ha BOND vnu pasgenu 1 1 3 BbB Baluata
AoKkyMeHTauus 3a notpebutens Ha BOND-PRIME 3a nbneH cnncebk Ha MatepuanuTe, Heo6xoaMMm 3a TpeTupaHe Ha CnecuMeHmn 1
MMYHOXUCTOXMMWUYHO OLIBETSIBAHE, KaTo ce manonsea cuctemata BOND (BkniouBa cuctema BOND-MAX, cuctema BOND-III n cuctema
BOND-PRIME).

CbXxpaHeHue u ctabunHoct
[a ce cbxpaHsiBa npu Temnepatypa 2 — 8°C. He usnonasainTe crnep cpoka Ha roAHOCT, yKasaH Ha eTukeTa Ha KOHTelHepa.

MpusHaumTe 3a 3ambpcsiBaHe n/unu HectabunHoct Ha Wilms’ Tumor (WT49) ca: MbTHOCT Ha pa3TBopa, MPosiBa Ha MUPUC W Hanu4me Ha
yTanka.

[a ce BbpHe Ha Temnepatypa 2 — 8°C BegHara cnep ynotpeba.
[pyrute ycnosusi Ha CbxpaHeHue, OCBEH NOCOYeHUTE no-rope, Tpsabsa aa Gbaat nposepeHu ot notpebutens’.
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MpeanasHun mepkn

« Tosn NnpoaykT e npeaHasHadeH 3a in Vitro anarHocTuka.

« KoHueHTpauusTa Ha ProClin™ 950 e 0,35%. Cbabpxa akTWBHaTa CbCTaBka 2-MeTUn-4-n30TasonmnH-3-0H 1 MOXe Aa NPUYnHA
[ApasHeHe Ha KoxaTta, ounTe, IMraBULMTE U ropHUTE AuxaTenHn mbTuwa. Mpu paboTa ¢ peareHTUTe [a ce HOCAT pbkaBULM 3a
eflHokpaTHa ynoTpeba.

+ 3a ga nony4nte Konve Ha MHPOPMALIMOHHUSA ICT 3a 6e30NacHOCT Ha MaTepuanuTe, ce CBbpXeTe C Baluus MecTeH AncTpubyTop
nnu pernoHaneH ocuc Ha Leica Biosystems unu nocetete yeb caita Ha Leica Biosystems LeicaBiosystems.com.

« CnecvumeHuUTe Npeay 1 crep hukcauusl, KakTo U BCUYKM MaTepuanu, U3NoXeH! Ha TSXHOTO BrusiHue, TpsibBa Aa 6baat TpeTupanmn
KaTo cnocobHu Aa Npeaaaar UHdekuUs 1 Aa GbaaT U3XBLPIEHH, KaTo ce Npunarar CbOTBETHUTE NpeanasHn Mepki?. Hukora He
nuneTupanTe peareHTV ¢ ycTa 1 n3bsrsaiiTe KOHTaKT Ha koXata v NiuraBuLuTe C peareHTu Unu cnecmenu. Mpu KOHTaKT Ha peareHTn
VMY CNIECUMEHH C YYBCTBUTENHU 30HU N3MUITE 30HUTE C 0BUIHO KONMYecTBo BoAa. [oTbpceTe MeauLUMHCKa MOMOLL.

« KoHcynTupaiite ce ¢ cheaepanHuTe, AbpKaBHATE UMK MECTHUTE PETMAaMEHTU OTHOCHO U3XBBPIISIHETO Ha MOTEHLMAMHO TOKCUYHI
KOMMOHEHTH.

+ CsexpgaiiTe 4O MMHUMYM MUKpOGHaTa KOHTaMUHALWS HA peareHTUTe, B MPOTUBEH CIlyyail MOXe [Ja Ce MosiBY yBennyaBaHe Ha
HecneundUYHOTO oLBEeTABaHe.

*  W3BnuyaHeTo, MHKyBGaLMOHHUTE BpeMeHa Ui TemnepaTypy, pasfimiHm OT NOCOYeHUTe, MoraT [ja foBeaaT Ao NorpeLlHn pesynTaTu.
Bcskaksu nogo6Hu npoMeHun Tpsibea fa 6baat BanuavupaHu ot notpebutens.

MHCprKLlMM 3a yno1'pe6a

MbpBuYHoTO aHTUTANo Wilms’ Tumor (WT49) e pa3paboTeHo 3a ynotpeba ¢ aBTomaTtuaunparara cuctema BOND (BkntoyBalla cuctema
BOND-MAX, cuctema BOND-III u cuctema BOND-PRIME ) B kom6uHauums ¢ BOND Polymer Refine Detection n BOND-PRIME Polymer
DAB Detection System. MpenopbYuTeNnHUAT NPOTOKON 3a OLBETABAHE U U3BMUYAHE Ha ENUTON 3a MbPBUYHOTO aHTUTANO Wilms’ Tumor
(WT49) e onucaH noapo6Ho B Tabnuua 1.

Tabnwuua 1: MapameTpu Ha npoTokona 3a Besika cuctema BOND.

BOND-MAX BOND-IIl BOND-PRIME
M3BnnyaHe Ha TepMUYHO MHOYLMpaHO u3BnMyaHe | TepMUYHO MHAYLIMPAHO U3BNUYaHe | TepMUYHO MHAYLMPAHO N3BMNYaHe
enuTon Ha enuton upe3 BOND Epitope Ha enuton upe3 BOND Epitope Ha enwuTon 4pe3 BOND-PRIME
Retrieval Solution 2 3a 30 MuHyTH Retrieval Solution 2 3a 30 MuHyTH Epitope Retrieval Solution 2 3a 30
MUHYTU
MpoTokon 3a ouge- *IHC Protocol F *IHC Protocol F *IHC Protocol F
TsiBaHe

OyvakBaHMW pe3ynTaTy (reHepupatu ¢ *IHC Protocol F Ha nnatchopma BOND-III ¢ usnonasaHe Ha cuctema BOND Polymer Refine
Detection)

Hopmanhu Tbkanu

KnoHuHr WT49 oTkpyBa aHTUreH Ha TymMop Ha Bunmc B sigpata Ha CTpoManHuTe KNeTKu B SiiYHMKa, MaTkaTta 1 LepBuKkca, B KNeTkuTe Ha
CepTonu B TecTuca v B NogoLMTUTE 1 rnomepynute Ha 6b6peunte. KnonnHr WT49 He ougetsiBa eHgoTenuanim knetku. (06w 6poit Ha
oueHeHuTe cniydam = 139).

TyMOpHM TbKaHu

KnonuHrsT WT49 oueTsiBa 4/85 6b6peyHn Tymopa (BkntounTenHo 4/9 Tymopa Ha Bunmc, 0/32 cBeTnokneTbyHu kapuuHoma, 0/18
NpexoAHOKNEeTbYHM kapuuHoma, 0/10 nanunapHu 6b6peyHoKNeTbYHM kapuuHoma, 0/5 NnockokneTbYHM kapumHoma, 0/2 kapuuHoma

Ha cbbupaTtenHuTe kaHanyeta, 0/2 HeaudepeHumpanu kapuvHoma, 0/4 MeTacTaTUyHU CBETNOKNETbYHM kapumHoma, 0/1 meTactaTuyeH
xpomocoGeH kapuyHom n 0/2 xunepnnaaum), 4/5 6b6pe"HN Bb3NanuTENHN CbCTOSHUS (BKMIOYUTENHO 2/3 UHTepCTULMAnHN HedppuTy,
1/1 XpOHWUYHU NuenoHedpuTv 1 1/1 ocTpy nuenoHedpuTn) n 5/7 Tymopa Ha ARYHULMTE (BKNOYMTENHO 4/4 cepoaHu Tymopa, 1/1
apeHokapuvHoma Ha eHgomeTpuyma, 0/1 ageHokapuvHom u 0/1 rpaHynosHokneTbyYeH Tymop). He ce Habniogasa ouBeTsBaHe nNpu
6enoapo6Hu Tymopm (0/5), Tymopy Ha wmTtoBmnaHaTa xrnesa (0/5), kapuMHOMM Ha LuniikaTa Ha maTkata (0/4), Tymopu Ha 060AHOTO YepBO
(0/4), xenatouenynapHu kapuuHomu (0/4), Tymopu Ha repaata (0/4), Mo3buHu Tymopw (0/4), numdomu (0/3), Tymopwu Ha Haab6bbpeuHaTa
xnesa (0/2), Tymopu Ha nukoyHust mexyp (0/2), Tymopm Ha xpaHonposoaa (0/2), Tymopw Ha ctomaxa (0/2), TyMopu Ha TbHKUTE YepBa
(0/2), pektanHu Tymopu (0/3), metactatnyHm Tymopwm (0/3), Tymopm Ha rnaeata v wusTa (0/2), Tymopwu Ha npoctatarta (0/2), Tymopu Ha
cnioHyeHarta xnesa (0/2), cemuHomu (0/2), xoHapocapkom (0/1), menaHom (0/1), Tymop Ha eauka (0/1), Tymop Ha nankpeaca (0/1), Tymop
Ha koxarta (0/1) v xunepnnasus Ha npoctarata (0/1). (O6w 6poit Ha oueHeHuTe cnyydan = 160).

MNpoaykTeT Wilms’ Tumor (WT49) ce npenopb4Ba 3a OTKPUBAHETO Ha MPOTEUH HA Tymopa Ha BunmMc B HopmanHu u TymopHu

TbKaHu

CneundryHN orpaHn4eHUs Ha NnpoAayKTa

MpoaykTsT Wilms’ Tumor (WT49) e ontumunanpaH B Leica Biosystems 3a ynotpe6a ¢ BOND Polymer Refine Detection, cnomaratentu
peareHT BOND, BOND-PRIME Polymer DAB Detection System u cnomaratenHu peareHtu BOND-PRIME. MoTpebutenute, kouto
ce OTKIIOHSIBAT OT MpenopbYaHnTe NpoLieaypu 3a TecTBaHe, TpsibBa Aa noemart OTFoBOPHOCT 3a WHTeprpeTaLuusiTa Ha pesynTtatute Ha
nauueHTuTe npu Tean obctosTencTea. BpemeTpaeHeTo Ha NPOTOKONMTE MOXe Aia Bapupa nopaauv BapuaumsTa BbB ukcaumsTa Ha
TbKaHTa 1 ePeKTVBHOCTTA Ha YCUNBAHETO Ha aHTUreHa 1 TpsibBa Aa ce onpeaeny emnupuyHo. TpsabBa fa ce 13nonaeaT HeraTuBHN
KOHTPOMY Ha peareHTUTe Npu ONTUMU3NPaHe Ha YCIIOBUSTA Ha U3BMWYaHe 1 BPEeMETPAEHETO Ha MPOTOKONUTE.

OTCcTpaHsBaHe Ha HeU3NPaBHOCTH
Pasrnepaite pecepeHums 3 3a kopuripaLlo AeicTauve.
Cebpxerte ce ¢ Bawms mecteH auctpmbyTop unu pervoHanHus ocuc Ha Leica Biosystems, 3a na cbobLyuTe 3a HeobuyarHo oLBeTABaHe.
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[OonbnHuTenHa nHgopmauums
[onbnHutenHa nHcopmaums 3a MMyHooLBeTsBaHe ¢ peareHTn BOND moxeTe fa HamepuTe B ,Ynotpeba Ha peareHT BOND*

BbB BallaTa [JoKyMeHTauus 3a notpebutens Ha BOND nog 3arnasusTa ,[puHumMn Ha npoueaypara“, ,Heobxogumu martepuanmu®,

,MpuroTtesiHe Ha cnecumen”, ,KoHTpon Ha kayecTBoTO", ,[oTBbpXKAABaHE Ha aHanusa“, ,MIHTepnpeTaums Ha ouBeTsiBaHeTo", JlereHaa Ha
cuMMBONUTE Ha eTukeTuTe” 1 ,O6LWM orpaHnyeHuns”.

Bubnuorpadus
Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

1.
2.

3.
4.

5.

Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious

diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.
Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.
Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;

127:e347-e348

Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 e TbproBcka Mapka Ha Supelco, YacT ot Sigma-Aldrich Corporation.

Xpouonorvm Ha NnpoMeHuTe

Pepakuums: [lata Ha
n3naBsaHe

Moapo6HocTH 3a peaakuusTa

17 okTomBpM 2022

XpoHonorus Ha npomeHuTe: BkrtoyBaHe Ha HOB pasfen, Cbabpxall Tabnuua ,XpoHonorus Ha
npomenute” n ,Pegakumns”: [lata Ha usgasaHe.

P,

P InaTa Ha u ie: MNpomsAHa Ha 3arnaBneTo Ha pasaen ot Jlata Ha n3gasaxe”.
O6wwm npomeHu: NpemaxsaHe Ha www. oT LeicaBiosystems.com.

OuakBaHW pe3ynTaTh: AKTYanuampaHo C OLIEHEHN TbKaHU 1 AaHHN.

MbpBa cTpaHuua: NMpemaxsaHe Ha ,Camo Rx".

3apHa ctpaHuua: [lo6aBsiHe Ha AaHHK 1 cumeon 3a EC REP.

Axtyanusupan agpec B CALL. Aktyanusunpanu tenedoHHn Homepa 3a CAL n Kanaga. MpemaxHat
aBcTpanuiicku TenedoHeH Homep. VIMeTo 1 agpechT Ha npeacTaBuTens Ha EC ca akTyanusupany,
KOPEKLWS Ha UMETO Ha KaHafCKOTO opUaNYECKO NnLe.
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BOND hasznalatra kész elsédleges antitest
Wilms’ Tumor (WT49)
Katalogusszam: PA0562

Alkalmazasi teriilet
Ez a reagens in vitro diagnosztikai hasznalatra szolgal.

A Wilms’ Tumor (WT49) monoklonalis antitest a human Wilms-tumor WT1 géntermék fénymikroszképos vizsgalattal torténd kvalitativ
azonositasara szolgal formalinban fixalt, paraffinba agyazott szévetben, immunhisztokémiai festés utjan, automata BOND rendszer
hasznalataval (ideértve a BOND-MAX, a BOND-IIl és a BOND-PRIME rendszereket).

Minden festédés meglétének vagy hidanyanak klinikai értelmezését morfolégiai vizsgalatokkal és megfeleld kontrollokkal kell kiegésziteni,
valamint az értékelést a beteg klinikai kortorténete és egyéb diagnosztikai vizsgalatok figyelembevételével, képzett patologusnak kell
elvégeznie.

Osszefoglalas és magyarazat

Az immunhisztokémiai médszerek antigének jelenlétének kimutatasara szolgalnak szdvetekben és sejtekben (lasd a ,BOND reagensek
hasznalata” cimii részt a BOND felhasznaldi dokumentacidban). A Wilms’ Tumor (WT49) elsédleges antitest egy hasznalatra kész
termék, amelyet arra optimalizaltak, hogy hasznalhato legyen a BOND Polymer Refine Detection rendszerrel (DS9800) és a BOND-
PRIME Polymer DAB Detection System rendszerrel (DS9284). A human Wilms-tumor WT1 géntermék kimutatasa gy térténik, hogy
elébb lehet6vé kell tenni a Wilms’ Tumor (WT49) kétédését a metszethez, majd ez a kétddés megjelenithetd a detektald rendszerben
talalhato reagensekkel. Ha ezeket a termékeket automata BOND rendszerrel egyiitt hasznaljak (igy a BOND-MAX rendszerrel, a BOND-
Il rendszerrel és a BOND-PRIME rendszerrel), cs6kken az emberi hibak lehetésége, valamint mérsékelheték az egyes reagensek
higitasabol, a manudlis pipettazasbol és a reagensek alkalmazasabol szarmazo eredendd eltérések.

Biztositott reagensek
A Wilms’ Tumor (WT49) egér eredeti, antihuman monoklondlis antitest, amelyet szovettenyészet felliliszoként allitanak el6.
Kiszerelése: tris-pufferelt séoldatban, hordozéfehérjével, amely tartdsitészerként 0,35% ProClin™ 950-et tartalmaz.

Teljes mennyiség = 7 ml.
Klén
WT49:

Immunogén

A Wilms-tumor fehérje N-terminalisanak 1-181. aminosavat tartalmazé prokariéta rekombinans fehérje.
Specificitas

Human Wilms-tumor WT1 géntermék.

Alosztaly
IgG1:

Osszfehérje-koncentracio
Kb. 10 mg/ml.

Antitest-koncentracio

Legalabb 2,3 mg/l, ELISA médszerrel meghatarozva.

Higitas és elegyités

A Wilms’ Tumor (WT49) elsédleges antitest higitasa optimalis a BOND rendszerrel (igy a BOND-MAX rendszerrel, a BOND-III
rendszerrel és a BOND-PRIME rendszerrel) valé hasznalathoz. Nem sziikséges a reagens feloldasa, elegyitése, higitasa vagy titralasa.

Sziikséges, de nem biztositott anyagok

A minta kezeléséhez és a BOND rendszerrel (igy a BOND-MAX rendszerrel, a BOND-III rendszerrel és a BOND-PRIME rendszerrel)
végzett immunhisztokémiai festéshez sziikséges anyagok teljes listajat lasd a BOND felhasznaléi dokumentécié ,BOND reagensek
hasznalata” cimii részében vagy a BOND-PRIME felhasznaléi dokumentacidjanak 1. és 3. szakaszaban.

Tarolas és stabilitas

2-8 °C-on tarolandé. Ne haszndlja fel a tartaly cimkéjén feltintetett lejarati datum utan.

A Wilms’ Tumor (WT49) szennyezettségére és/vagy instabilitasara utalo jelek a kovetkezok: az oldat zavarossaga, szag kialakulasa és
csapadék jelenléte.

Felhasznalas utan azonnal tegye vissza 2—-8 °C k6z6tti hdmérsékletre.

A fentiekben elSirtaktol eltérs tarolasi feltételeket a felhasznalonak ellendriznie kell'.

Ovintézkedések

« Ezatermék in vitro diagnosztikai hasznalatra szolgal.

* AProClin™ 950 koncentracioja 0,35%. A termék 2-metil-4-izotiazolin-3-on hatéanyagot tartalmaz, amely a bér, a szem, a
nyalkahartyak és a fels6 légutak irritacidjat okozhatja. A reagensek kezeléséhez viseljen egyszer hasznalatos keszty(it.

« Az anyagbiztonsagi adatlap igényléséhez forduljon a Leica Biosystems helyi forgalmazéjahoz vagy regionalis irodajahoz, vagy
keresse fel a Leica Biosystems weboldalat a LeicaBiosystems.com cimen.

PA0562
Rev B 2026/05/08
Page 41



« A mintakat fixalas el6tt és utan, valamint a vellik érintkez6 6sszes anyagot fertézések terjesztésére képes anyagként kell kezelni, és
megfelels korlltekintéssel kell artalmatlanitani2. Soha ne pipettazza szajjal a reagenseket, tovabba keriilje a bér és a nyalkahartyak
érintkezését a reagensekkel és a mintakkal. Ha a reagensek vagy mintak érzékeny terilettel érintkeznek, b6 vizzel mossa le az
érintett terliletet. Forduljon orvoshoz.

+ Minden potencialisan toxikus 6sszetevé artalmatlanitasaval kapcsolatban kdvesse a szovetségi, allami és helyi eldirasokat.
« Minimalisra kell csokkenteni a reagensek mikrobialis szennyezdését, kiildnben megndvekedhet a nem specifikus festédés.

« A megadottaktol eltérd feltarasi kortilmeények, inkubacios idék és hémérsékletek hibas eredményekhez vezethetnek. A felhasznalonak
minden ilyen jellegli valtoztatast validalnia kell.

Hasznalati atmutaté

A Wilms’ Tumor (WT49) elsédleges antitest automata BOND rendszerrel (igy a BOND-MAX rendszerrel, a BOND-IIl rendszerrel és

a BOND-PRIME rendszerrel), valamint a BOND Polymer Refine Detection kittel €&s BOND-PRIME Polymer DAB Detection System

rendszerrel vald egylttes hasznalatra lett kifejlesztve. Az ajanlott festési protokollt és epitdpfeltarast a Wilms’ Tumor (WT49) elsédleges
antitestre vonatkozoéan az 1. tablazat részletezi.

1. tdblazat: Protokollparaméterek az egyes BOND rendszerekhez.

BOND-MAX BOND-III BOND-PRIME

Epitopfeltaras

Héindukalt epitopfeltaras BOND
Epitope Retrieval Solution 2 oldat
30 percig tart6 alkalmazasaval

Héindukalt epitopfeltaras BOND
Epitope Retrieval Solution 2 oldat
30 percig tart6 alkalmazasaval

Héindukalt epitopfeltaras
BOND-PRIME Epitope Retrieval
Solution 2 oldat 30 percig tarté

alkalmazasaval
*IHC Protocol F

*IHC Protocol F *IHC Protocol F

Festési protokoll

Varhaté eredmények (*IHC Protocol F alapjan BOND-III platform és BOND Polymer Refine Detection rendszer hasznalataval
készitve)

Normal szévetek
A WT49 kién kimutatta a Wilms-tumor antigént a petefészek, méh és méhnyak sztrémasejtjeinek sejtmagjaban, a herék Sertoli-sejtjeiben
és a vese podocitaiban és glomerulusaiban. A WT49 kl6n nem festi meg a hamsejteket. (Vizsgalt esetek dsszesitett szama = 139).

Tumorszévetek

A WT49 klon megfestett 4/85 vesedaganatot (beleértve 4/9 Wilms-tumort, 0/32 vilagossejtes karcinomat, 0/18 atmeneti sejtes
karcinomat, 0/10 papillaris vesesejtes karcindmat, 0/5 laphamsejtes karcinomat, 0/2 gy(jtécsatorna-karcinomat, 0/2 nem

differencialt karcinomat, 0/4 metasztatikus vilagossejtes karcindmat, 0/1 metasztatikus kromoféb karcinomat és 0/2 hiperplaziat),

4/5 gyulladasos vesebetegséget (beleértve 2/3 intersticialis nefritiszt, 1/1 kronikus pielonefritiszt és 1/1 akut pielonefritiszt), valamint
5/7 petefészek-daganatot (beleértve 4/4 szerdzus daganatot, 1/1 endometrioid adenokarcinémat, 0/1 adenokarcinémat és 0/1
granulosasejtes daganatot). Nem volt festédés észlelheté tidédaganatok (0/5), pajzsmirigydaganatok (0/5), méhnyaki karcinomak
(0/4), vastagbéldaganatok (0/4), hepatocellularis karcinémak (0/4), emlédaganatok (0/4), agydaganatok (0/4), limfémak (0/3),
mellékvese-daganatok (0/2), hugyhdlyagdaganatok (0/2), nyelécsédaganatok (0/2), gyomordaganatok (0/2), vékonybél-daganatok (0/2),
végbéldaganatok (0/3), metasztatikus daganatok (0/3), fej- és nyaki daganatok (0/2), prosztatadaganatok (0/2), nyalmirigy-daganatok
(0/2), szeminémak (0/2), chondroszarkéma (0/1), melanéma (0/1), nyelvdaganat (0/1), hasnyalmirigy-daganat (0/1), bérdaganat (0/1)
és prosztata-hiperplazia (0/1) esetén. (Vizsgalt esetek dsszesitett szama = 160).

Termékspecifikus korlatozasok

A Wilms’ Tumor (WT49) terméket a Leica Biosystems a BOND Polymer Refine Detection kittel, BOND segédreagensekkel,
BOND-PRIME Polymer DAB Detection System rendszerrel és BOND-PRIME segédreagensekkel valé hasznalatra optimalizalta.

A tesztelési eljarasoktol valo eltérés esetén a felhasznalo feleldssége a betegeredmények értelmezése az adott korilmények kozott.
A protokoll végrehajtasahoz sziikséges id6 a szovet fixalasanak és az antigén-erésités hatékonysaganak eltérései miatt valtozo
lehet, ezért tapasztalati alapon térténé meghatarozast igényel. A feltarasi kériilmények és a protokollidék optimalizalasakor negativ
reagenskontrollokat kell hasznalni.

Hibaelharitas

Ajavité intézkedéseket lasd a 3. hivatkozasban.

Szokatlan festédés bejelentéséhez forduljon a Leica Biosystems helyi forgalmazojahoz vagy regionalis irodajahoz.

Tovabbi informaciok

A BOND reagensekkel végzett immunfestésre vonatkozé tovabbi informacidkat a BOND felhasznaléi dokumentacié ,BOND reagensek

hasznalata” cim(i részében talal a kdvetkezd szakaszokban: Az eljaras elve, Sziikséges anyagok, A mintak el6készitése, Min6ség-
ellendrzés, A teszt ellendrzése, A festédés értelmezése, A cimkéken szerepl6 szimbélumok magyarazata és Altalanos korlatozasok.

Szakirodalom
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348
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Valtoztatasi el6zmények

Médositas: Kiadas

. Médositas részletei
datuma

2022. oktober 17. | Valtoztatasi elézmények: Uj rész hozzaadva, amely tartalmazza a Valtoztatasi el6zmények tablazatot és
a Modositas: Kiadas datuma részt.

Médositas/Kiadas datuma: A Kiadas datuma résztél kezdve a cim modositasa.

Altalanos miikodés: A www. eltavolitasa a LeicaBiosystems.com cimbdl.

Varhat6 eredmények: Frissités a kiértékelt szovetekkel és adatokkal.

Cimoldal: Az Rx Only eltavolitasa.

Hatsé borité: Az EC REP (Eurdpai képvisel) adatainak és szimbolumanak hozzaadasa.

B | Amerikai egyesiilt allamokbeli cim frissitve. Amerikai egyestlt allamokbeli és kanadai telefonszamok
frissitve. Ausztréliai telefonszam eltavolitva. Az eurépai képviseld nevének és cimének frissitése, a
kanadai szervezet nevének javitasa.
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Anticorp primar gata de utilizare BOND
Wilms’ Tumor (WT49)
Nr. catalog: PA0562

Utilizare prevazuta
Acest reactiv este destinat utilizarii pentru diagnosticare in vitro.

Anticorpul monoclonal Wilms’ Tumor (WT49) este destinat utilizarii pentru identificarea calitativa, prin intermediul microscopiei optice, a
produsului genei umane Wilms’ Tumor WT1 din tesut fixat in formalina, incorporat in parafina, prin colorare imunohistochimica utilizand
sistemul automatizat BOND (care include sistemul BOND-MAX, sistemul BOND-III si sistemul BOND-PRIME).

Interpretarea clinica a oricarei coloratii sau a absentei acesteia trebuie verificata prin studii morfologice, folosind proceduri de control
adecvate, si trebuie evaluata in contextul istoricului clinic al pacientului, precum si al altor teste de diagnosticare efectuate de catre un
patolog calificat.

Rezumat si explicatie

Pot fi utilizate tehnici imunohistochimice pentru a demonstra prezenta antigenilor in tesut si celule (consultati ,Utilizarea reactivilor
BOND?” din documentatia de utilizare BOND). Anticorpul primar Wilms’ Tumor (WT49) este un produs gata de utilizare care a fost
optimizat pentru utilizarea cu sistemul BOND Polymer Refine Detection (DS9800) si cu BOND-PRIME Polymer DAB Detection System
(DS9284). Demonstrarea prezentei produsului genei umane Wilms’ Tumor WT1 este realizatd mai intai prin permiterea legarii Wilms’
Tumor (WT49) la sectiune si apoi prin vizualizarea acestei legari utilizand reactivii furnizati in sistemul de detectie. Utilizarea acestor
produse, in combinatie cu sistemul automatizat BOND (care include sistemul BOND-MAX, sistemul BOND-III si sistemul BOND-PRIME),
reduce posibilitatea producerii erorii umane si variabilitatea inerenta care rezulta din dilutia individuala a reactivului, pipetarea manuala si
aplicarea reactivului.

Reactivi furnizati

Wilms’ Tumor (WT49) este un anticorp monoclonal anti-uman de soarece produs ca supernatant de cultura tisulara purificat si furnizat in
solutie salind tamponata cu trometamina cu proteina purtatoare, care contine 0,35 % ProClin™ 950 drept conservant.
Volum total = 7 ml.

Clona
WT49.

Imunogen
O proteina procariotica recombinanta continand 1-181 aminoacizi din N-terminalul proteinei Tumorii lui Wilms.

Specificitate
Produs al genei WT1 umane a Tumorii lui Wilms.

Sub-clasa
IgG1.

Concentratie proteina totala
Aproximativ 10 mg/ml.

Concentratie anticorpi
Mai mare sau egala cu 2,3 mg/l, asa cum este determinata prin ELISA.

Diluare si amestecare

Anticorpul primar Wilms’ Tumor (WT49) este diluat in mod optim pentru utilizare pe sistemul BOND (care include sistemul BOND-MAX,
sistemul BOND-III si sistemul BOND-PRIME). Reconstituirea, amestecarea, diluarea sau titrarea acestui reactiv nu sunt necesare.

Materiale necesare, dar care nu sunt furnizate

Consultati ,Utilizarea reactivilor BOND” din documentatia dumneavoastra de utilizare a sistemului BOND sau Sectiunile 1 si 3 din
documentatia dumneavoastra de utilizare a sistemului BOND-PRIME pentru o listd completa a materialelor necesare pentru tratarea
specimenelor si colorarea imunohistochimica utilizand sistemul BOND (care include sistemul BOND-MAX, sistemul BOND-III si sistemul
BOND-PRIME).

Depozitare si stabilitate
A se depozita la 2-8 °C. A nu se utiliza dupa data expirérii indicata pe eticheta recipientului.

Semnele care indica contaminarea si/sau instabilitatea Wilms’ Tumor (WT49) sunt: turbiditatea solutiei, formarea de mirosuri si prezenta
precipitatului.

A se readuce la 2-8 °C imediat dupa utilizare.
Alte conditii de depozitare decét cele specificate mai sus trebuie verificate de catre utilizator”.

Precautii
« Acest produs este destinat utilizarii pentru diagnosticare in vitro.

« Concentratia de ProClin™ 950 este 0,35 %. Acesta contine ingredientul activ 2-metil-4-izotiazolin-3-ona si poate cauza iritarea pielii,
ochilor, membranelor mucoase si tractului respirator superior. Purtati manusi de unica folosinta atunci cand manipulati reactivii.
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« Pentru a obtine o copie a fisei tehnice de securitate a materialului, luati legatura cu distribuitorul dvs. local sau cu biroul regional al
Leica Biosystems sau, ca alternativa, vizitati site-ul web al Leica Biosystems, LeicaBiosystems.com.

- Specimenele, inainte si dupa fixare, precum si toate materialele expuse la acestea, trebuie manipulate ca si cand ar avea potentialul
de a transmite infectii si trebuie eliminate luand méasurile de precautie adecvate?. Nu pipetati niciodata reactivii cu gura si evitati
contactul reactivilor si probelor cu pielea si membranele mucoase. Daca reactivii sau probele vin in contact cu suprafetele sensibile,
spalati cu apa din abundenta. Solicitati asistentd medicala.

« Consultati reglementarile nationale, judetene sau locale pentru informatii privind eliminarea oricaror componente cu potential toxic.

« Reduceti la minimum contaminarea microbiana a reactivilor, in caz contrar poate aparea o crestere a colorarii nespecifice.

« Timpii sau temperaturile de recuperare, incubare care difera de valorile specificate pot genera rezultate eronate. Orice astfel de
modificare trebuie validata de catre utilizator.

Instructiuni de utilizare

Anticorpul primar Wilms’ Tumor (WT49) a fost dezvoltat pentru utilizarea pe sistemul automatizat BOND (care include sistemul BOND-
MAX, sistemul BOND-III si sistemul BOND-PRIME) in combinatie cu BOND Polymer Refine Detection si BOND-PRIME Polymer DAB
Detection System. Protocolul de colorare recomandat si recuperarea epitopilor pentru anticorpul primar Wilms’ Tumor (WT49) sunt
detaliate in Tabelul 1.

Tabel 1: Parametrii de protocol pentru fiecare sistem BOND.

Retrieval Solution 2 timp de 30

Retrieval Solution 2 timp de 30

BOND-MAX BOND-IIl BOND-PRIME
Recuperarea Recuperarea indusa de caldura a Recuperarea indusa de caldura a Recuperarea indusa de caldura a
epitopilor epitopilor utilizand BOND Epitope epitopilor utilizand BOND Epitope epitopilor utilizand BOND-PRIME

Epitope Retrieval Solution 2 timp

de 30 de minute
*IHC Protocol F

de minute
*IHC Protocol F

de minute
*IHC Protocol F

Protocol de colorare

Rezultate preconizate (generate cu *IHC Protocol F pe platforma BOND-III, utilizand sistemul BOND Polymer Refine Detection)

Tesuturi normale
Clona WT49 a detectat antigenul tumorii lui Wilms in nucleele celulelor stromale din ovar, uter si colul uterin, in celulele Sertoli ale testiculului
si in podocitele si glomerulele rinichilor. Clona WT49 nu coloreaza celulele endoteliale. (Numarul total al cazurilor evaluate = 139).

Tesuturi tumorale

Clona WT49 a colorat 4/85 tumori renale (incluzand 4/9 tumori ale lui Wilms, 0/32 carcinoame cu celule clare, 0/18 carcinoame cu celule
tranzitionale, 0/10 carcinoame papilare cu celule renale, 0/5 carcinoame cu celule scuamoase, 0/2 carcinoame ale canalului colector,
0/2 carcinoame nediferentiate, 0/4 carcinoame metastatice cu celule clare, 0/1 carcinom cromofob metastatic si 0/2 hiperplazii), 4/5 stari
inflamatorii renale (incluzand 2/3 nefrita interstitiala, 1/1 pielonefrita cronica si 1/1 pielonefrita acuta) si 5/7 tumori ovariene (incluzand 4/4
tumori seroase, 1/1 adenocarcinom endometrioid, 0/1 adenocarcinom si 0/1 tumoare cu celule granuloase). Nu s-a observat colorare la
tumori pulmonare (0/5), tumori tiroidiene (0/5), carcinoame ale colului uterin (0/4), tumori ale colonului (0/4), carcinoame hepatocelulare
(0/4), tumori mamare (0/4), tumori cerebrale (0/4), limfoame (0/3), tumori suprarenale (0/2), tumori ale vezicii urinare (0/2), tumori
esofagiene (0/2), tumori gastrice (0/2), tumori ale intestinului subtire (0/2), tumori rectale (0/3), tumori metastatice (0/3), tumori ale
capului si gatului (0/2), tumori prostatice (0/2), tumori ale glandei salivare (0/2), seminoame (0/2), un condrosarcom (0/1), un melanom
(0/1), o tumoare a limbii (0/1), o tumoare pancreatica (0/1), o tumoare a pielii (0/1) si o hiperplazie de prostata (0/1). (Numarul total al
cazurilor evaluate = 160).

Wilms’ Tumor (WT49) este recomandat pentru detectarea proteinei tumorii lui Wilms in tesuturi normale si tumorale

Restrictii specifice produsului

Wilms’ Tumor (WT49) a fost optimizata la Leica Biosystems pentru utilizare cu BOND Polymer Refine Detection, reactivii auxiliari BOND,
BOND-PRIME Polymer DAB Detection System si reactivii auxiliari BOND-PRIME. Utilizatorii care se abat de la procedurile de testare
recomandate trebuie sa accepte responsabilitatea pentru interpretarea rezultatelor pacientului in aceste circumstante. Timpii protocolului
pot varia, datorita variatiei in fixarea tesutului si eficacitatii intensificarii antigenului, si trebuie sa fie determinati empiric. Atunci cand se
optimizeaza conditiile de recuperare si timpii protocolului, trebuie sa fie utilizati reactivi de control negativ.

Rezolvarea problemelor
Consultati referinta 3 pentru actiuni de remediere.
Contactati distribuitorul dumneavoastra local sau biroul regional al Leica Biosystems pentru raportarea colorérii neobisnuite.

Informatii suplimentare

Informatii suplimentare referitoare la imunocolorarea cu reactivii BOND, sub titlurile Principiul procedurii, Materiale necesare, Pregatirea
specimenului, Controlul calitatii, Verificarea analizei, Interpretarea colorérii, Codul simbolurilor de pe etichete si Limitari generale pot fi
gasite in ,Utilizarea reactivilor BOND” din documentatia dumneavoastra de utilizare a sistemului BOND.
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Istoricul modificarilor

Versiune: Data

.~ .. | Detaliile versiunii
publicarii

17 octombrie 2022 | Istoricul modificarilor: Includerea noii sectiuni care include tabelul Istoricul modificarilor si Versiune: Data
publicarii.

Versiune/Data publicarii: Modificarea titlului sectiunii din Data publicarii.

Modificari generale: Stergerea www. din LeicaBiosystems.com.

Rezultate preconizate: Actualizat cu tesuturile si datele evaluate.

Prima pagina: Stergerea Rx Only.

Ultima pagina: Adaugarea detaliilor si a simbolului EC REP.

B | Adresa din SUA a fost actualizata. Numarul de telefon pentru SUA si Canada a fost actualizat. Numarul de
telefon din Australia a fost eliminat. Numele si adresa reprezentantului UE au fost actualizate; corectie in
numele entitatii din Canada.
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IlepBruHOE aHTHTET0, TOTOBOE K NPUMeHeHHI0 B cucteme BOND
Wilms’ Tumor (WT49)
Homep no karagaory: PA0562

HasHauenue

OTOT peakTMB NpeaHasHayeH Ans AnarHoCTUku in vitro.

MoHoknoHanbHble aHTuTena Wilms’ Tumor (WT49) npegHasHaveHbl Ans kKadecTBeHHOro onpeaenexust npoaykta reHa WT1 onyxonu
BunbmMca YenoBeka METOLOM CBETOBOW MUKPOCKOMUN B (PUKCUPOBAHHBIX (DOPMANMHOM 1 3annTbiX B NapacuH obpasuiax TkaHemn nocne
MMMYHOMMCTOXMMWNYECKOTO OKpaluMBaHKs B aBTomMaTtnanposaHHol cucteme BOND (Bknitovatoeit cuctemy BOND-MAX, cuctemy BOND-
11l v cuctemy BOND-PRIME).

KnuHudeckasi UHTepnpeTauus no6oro okpalumBaH1s Uin ero OTCYTCTBUS AOIMKHA BbITb JOMOMHEHA MOPONOrNYecKUMM
UCCrEefoBaHUAMY C HAANEKALUMMU KOHTPOMSMU U [OMKHA BbiTb OLiEHEHa KBaNUMULMPOBaHHBLIM NaTOIOTOM C YHETOM UCTOpPUM GOnesHu
nauveHTa 1 pyrux AMarHoCTUYECKUX TECTOB.

KpaTKoe U3rnoXxeHue u nosicCHeHue

MMMyHOrMcToxmMmuyeckme MeTofbl MOryT MCNONb30BATLCS ANS BbISBNEHWSt aHTUTEHOB B TKaHSAX U KNeTkax (CMoTpuTe MoHorpaduio
«MpumeHeHne peaktnsos BOND» B fokymeHTaumu nonb3osatenst BOND). MepsuyHble aHtutena Wilms’ Tumor (WT49) sisnstotcs
rOTOBBLIMM K MPUMEHEHMIO MPOAYKTaMK, ONTUMU3NPOBAaHHBIMU ANst ncnonbk3osaHus ¢ cuctemorn BOND Polymer Refine Detection
(DS9800) n cuctemort BOND-PRIME Polymer DAB Detection System (DS9284). MoaTeepxaeHne npucyTcTBus npogykra reHa WT1
onyxonu BunbMmca Yyenoseka gocturaeTcs, Bo-nepBbiX, 3a cHeT casizbiBaHus Wilms’ Tumor (WT49) co cpesom TkaHu ¢ nocrneaytoLlen
BU3yanu3aLmein yqacTka CBA3bIBaHWS, YTO OCYLLECTBIISETCA C UCMOMb30BaHNEM PeakT1BOB, KOTOPbIE NPeayCMOTPEHbI CUCTEMOI
oBHapyxeHus. MNprMeHeHne aTUX NPOAYKTOB B COYETaHUM C aBToMaTM3npoBaHHou cuctemoit BOND (Bkntovatowen cuctemy BOND-
MAX, cuctemy BOND-III n cuctemy BOND-PRIME) cHwkaeT BEpOATHOCTb YenoBeveckon owmnbkm 1 BapmabenbHOCTb, MPUCYLLY0
npoueccam pasBefeHus OTAemNbHbIX PeakTUBOB, PyYHOTO MUNETUPOBAHUS U BHECEHWSI PEaKTUBOB.

PeaKTMBbI, BXoAsue B KOMMJIEKT NOCTaBKU

Wilms’ Tumor (WT49) npeactaensiet coboii npenapaT MOHOKMOHamNbHbIX @aHTUTEN MbILIW K aHTUFeHaM YerioBeka, KOTopbilii BbinyckaeTcs
B (hopMe cynepHaTaHTa KynbTypbl TKaHV 1 NOCTaBMAETCs B TPUC-CornieBoM BydepHoM pacTBope, copepxallem 6enok-HocuTenb, a Takke
0,35 % ProClin™ 950 B kayecTBe KOHCEpPBaHTa.

O6wuin obvem = 7 mn.

Knon
WT49.

WUmMmmyHoreH
PekoMBUHaHTHbIN 6enok 13 NPoKapMoTUYECKNX KIETOK, coaepxalumii 1-181 amuHokucnoty us N-koHLEeBOo o6nacT NpoTenHa onyxonu
Bunbmca.

CneunduyHoCcTb
[eHHbI NnpoaykT WT1 onyxonu Bunbmca yenoseka.

Mopknacc
1gG1.

O6was koHueHTpauus 6enka
MpumepHo 10 Mr/mn.

KOHLleHTpaLlMﬂ aHTuTena
KoHueHTpauws BbilLe unu 3KkBMBaneHTHa 2,3 Mr/n npu onpeaeneHnn metogom NOA.

PasBeaeHue n cmellmBaHue

MepBuyHble aHTuTena Wilms’ Tumor (WT49) umetoT onTuManbHoe pasBefeHve Ans npuMeHenns B cucteme BOND (BkntovatoLen
cuctemy BOND-MAX, cuctemy BOND-III u cuctemy BOND-PRIME). 3TOT peakTuB He Hy)XaaeTcsi B BOCCTAHOBMEHWUW, CMELLMBAHW,
pasBeeHUN NN TUTPOBaHWN.

Heo6xoauMble maTepuansbl, He BXoAsiLMe B KOMMIIEKT NOCTaBKU

B pasgene «[MpumeHenne peaktnsos BOND» fokymeHTauum nonb3osatens cuctembl BOND, a Takke B pasgenax 1 v 3 gokymeHTauum
nonb3osatens BOND-PRIME npepacTtaBneH nosHbIf Cncok Matepuanos, Heobxoaumblx Ans 06paboTku U MIMMYHOTUCTOXMMUYECKOTO
okpaLumBaHus o6pasLos ¢ ncrnone3oaHnem cuctembl BOND (BkntovatoLent cuctemy BOND-MAX, cuctemy BOND-III u cuctemy BOND-
PRIME).

XpaHeHue n cTabunbHOCTb

XpaHuTe npu Temnepatype 2—-8 °C. He ucnonb3yiiTe No UCTe4eHUM Cpoka roAHOCTU, KOTOPbIN yKasdaH Ha STUKETKE EMKOCTU.
MpusHakamu, KOTOpPbIE YKa3biBAKT HA KOHTaMUHaLMIO u/unu HectabuneHocTb Wilm’s Tumor (WT49), siBnsitoTcsi: NOMyTHEHME pacTeBopa,
NosiBIEHNE 3anaxa 1 Hanu4ve ocagka.

Mocne ucnonb3oBaHUs He3ameAnNUTENbHO BEPHYTb Ha XpaHeHue npu Temnepartype 2—8 °C.

YCroBusi XpaHeHWs1, OTAIMYAIOLMECS OT yKasaHHbIX BbILLE, AOMKHbI GbiTb BEpUULMPOBaHbI Nosb3osatenem’.
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Mepbl NPeaoCTOPOXHOCTU

+ [aHHas npoayKums npeaHasHaveHa aAns AMarHoCTUKW in vitro.

«  KoHueHTpaums ProClin™ 950 coctaenset 0,35 %. MNpoayKT cogepXuT akTUBHbIN KOMMOHEHT 2-MeTWI-4-130TNasonnH-3-0H N MOXET
pasgpaxatb KOXYy, rnasa, CrimancTble 060MouKM 1 BepXHUe AbixaTerbHble nyTu. Mpu paboTe ¢ peakTuBamu HageBaiTe ogHOPa3soBble
nepyartku.

« [ns nony4exusi konum nacnopta 6e3onacHocT MaTepuana obpaTUTeCch k MECTHOMY UCTPUBBLIOTOPY MU B PerMoHanbHbIn orc
komnanum Leica Biosystems nu6o nocetute Be6-caint komnaHum Leica Biosystems: LeicaBiosystems.com.

« C obpasuamu (0o v nocne rkcaLmm) 1 BCemu MaTepuanamu, Ha KoTopble OHU BO3AECTBYIOT, creayeT obpallaTbes Kak ¢
noTeHunarnbHO CnocoBHbLIMU K Nepeaaye UHMEKLMU 1 YTUNN3MPOBaTb, COBM0AAst COOTBETCTBYIOLLME MEPbI NMPEAOCTOPOKHOCTHZ.
Hukorga He HabupaiiTe peakTuBbI B NUNETKY pTOM. MaGeraiTe KOHTaKTa peakT1BOB 1 06pasLOB C KOXel 1 CNU3CTbIMK 0BomnoYkamu.
B criyyae koHTaKkTa peakTMBOB UMK 06Pa3LioB C YyBCTBUTENbHBIMI 30HaMV MPOMOWTE UX GOMbLLMM KONMU4ecTBOM Bofbl. O6patunTech
3@ MeAULIMHCKOM MOMOLLbIO.

+ o Bonpocam yTununaaLmm nobbix BOBMOXHO TOKCUYECKIX KOMMOHEHTOB BbINOSHANTE TpeboBaHus deaepanbHbIX, perMoHanbHbIX
VMM MECTHBIX HOPMAaTUBHbIX [JOKYMEHTOB.

« CBoguTe K MMHUMYMY MUKPOGHOE 3arpsi3HeHVe peakT1BOB BO U3GexaHue YCUNeHnst Hecneum@rieckoro okpalumBaHusl.

* HapylweHwue ykasaHHbIX B MIHCTPYKLMM NpaBWI1 6MackUpOBKM, BPeMeHU NHKyGaLum n Tepmmyeckoii 06paboTkn MOXeET NpUBECTU K
oWKnBoYHbIM pesynbTatam. Niobble Noao6HbIE N3MEHEHNs AOMKHbI BbiTb BannaMpoBaHb! Nonb3oBaTernem.

MHCprKLlMﬂ no NpUMeHeHur

MepeuyHble aHTUTena Wilms’ Tumor (WT49) 6binu paspaboTaHbl ANs UCMONb30BaHUsA B aBTOMaTnanpoBaHHom cucteme BOND
(Bkntovatowent cuctemy BOND-MAX, cuctemy BOND-III n cuctemy BOND-PRIME) B coyetanumn ¢ BOND Polymer Refine Detection n
BOND-PRIME Polymer DAB Detection System. PekomeHayeMmbIii NPOTOKOI OKpaLluMBaHWs U NpoLeaypa AeMackupoBKu anuTona Ans
nepeuyHbIX aHTuTen Wilms’ Tumor (WT49) npeactasneHsl B Tabnuue 1.

Tabnuua 1: MapameTpbl NnpoTokona Ans kaxaon cuctemsl BOND.

nemackuposku BOND Epitope
Retrieval Solution 2 B TeyeHne

BOND-MAX BOND-IIl BOND-PRIME
[emackuposaHvie Tennosas aemackmpoBka anuTona | Tennosas AemackupoBka anutona | Tennosas AemackupoBka anuTona
anuTona C UCMOsb30BaHKEM pacTBopa Ansd | C MCMonb3oBaHMeM pacTeBopa Afd | C UCMonb3oBaHWeM pacTeopa ans

nemackuposku BOND Epitope
Retrieval Solution 2 B Te4eHne

nemackuposku BOND-PRIME
Epitope Retrieval Solution 2 B

30 MUHYT
*IHC Protocol F

30 MUHYT
*IHC Protocol F

TeyeHue 30 MUHYT
*IHC Protocol F

MpoTokon okpaLun-
BaHuA

Oxupaembie pe3ynbTaThbl (nonyyeHHble ¢ nomolwbio *IHC Protocol F Ha nnatdopme BOND-III ¢ ucnonb3osaHuem cuctembl BOND
Polymer Refine Detection)

HopmanbHble TkaHu

KnoHn WT49 o6Hapy»xun aHTureH k onyxonu Bunbmca B sapax cTpoMarnbHbIX KNETOK SIMYHUKA, MaTKW U LIENKN MaTku, B kneTkax Cepronu
CEMEHHWKOB ¥ B NofoumTax u kiyboukax noyek. KnoH WT49 He okpalumsaet kneTku aHgotenus. (ObLee Yncno uccnenoBaHHbIx
N3MeHeHHbIX obpasuos = 139).

TkaHu onyxonei

KnoH WT49 okpacun 4/85 cnyyaes onyxonu noyek (Bkntovasi 4/9 cnyyaes onyxonv Bunbmca, 0/32 cnyyaeB CBETNOKIETOYHOM
KapumHombl, 0/18 cnyyaeB nepexofHO-KNeTo4HoM kapLuHoMbl, 0/10 cnyyaes nanunnspHoOi NOYEYHO-KNETOYHOM KapLUHOMBI,

0/5 cny4aeB NMOCKOKNETOYHOM KapuuHoMbl, 0/2 criyyaes kapLMHOMbI cobupatoLLyx npoTokos, 0/2 cnyvaeB HeandhepeHLMpoBaHHO
KapumHombl, 0/4 cnyyaeB MeTacTaTUYecKol CBETNOKMETOMHON KapLumHoMbl, 0/1 cnyyasi MeTacTaTuyeckoi XpomMoo6GHON KapLMHOMbI

n 0/2 cnyyaeB runepnnasuu), 4/5 cnyyaes BocrnanuTernbHbIX 3aboneBaHuii noyek (Bkntoyas 2/3 cnyyaes MHTEpPCTULMANbHOTO HedpuTa,
1/1 cnyyas xpoHuyeckoro nuenoxedputa n 1/1 cnyyas octporo nuenoHedpuTa) u 5/7 cny4yaes onyxonen AMYHUKOB (BKMoYas

4/4 cny4aeB cepo3Hbix onyxonen, 1/1 cnyyas SHAOMETPUOUAHON aaeHokapumHoMbl, 0/1 cnyyast ageHokapuuHombl 1 0/1 cnyyast
rpaHynesokneTo4Hol onyxonu). OkpalumBaHus He Habnganock Npu onyxonsx nerkux (0/5), onyxonsix WutouaHow xenessl (0/5),
KapuuHomax wwevikv matku (0/4), onyxonsx ToncToi kuwkw (0/4), renatouennionspHbix kapumHomax (0/4), onyxonsix MOnoYHoOw xenesb!
(0/4), onyxonsix ronosHoro mMo3ra (0/4), numdomax (0/3), onyxonsx HaanoveyHukos (0/2), onyxonsx mo4eBoro ny3bips (0/2), onyxonsx
nuwieBoaa (0/2), onyxonsix xenyaka (0/2), onyxonsix ToHkow kuku (0/2), onyxonsix npsimoit kuwku (0/3), MetacTaTM4ecknx onyxonsix
(0/3), onyxonsix ronosbl 1 Wwewn (0/2), onyxonsx npoctatsl (0/2), onyxonsx croHHoM xenesbl (0/2), cemmHomax (0/2), xoHapocapkomax
(0/1), menaHomax (0/1), onyxonsix siablka (0/1), onyxonsx nompkenynoyHon xenessl (0/1), onyxonsx koxwu (0/1) v runepnnasuv npoctatbl
(0/1). (O6Lyee Ymcno nccnenoBaHHbIX U3MeHeHHbIX obpasuoB = 160).

Peaktus Wilms’ Tumor (WT49) pekomeHa0BaH ANsA o6HapyXeHUa nNpoTenHa onyxonu Bunbmca B 310pOBbIX U NOPaXeHHbIX

onyXonb TKaHAX.

OrpaHuyeHus, cneunduyHbie Ana 3Toro npoaykKra

Wilms’ Tumor (WT49) 6bin onTuMmusnpoBaH komnaHueii Leica Biosystems ans ncnons3oeanus ¢ cuctemoit BOND Polymer Refine
Detection, gononHutensHbiMu peaktneamm BOND, cuctemoin BOND-PRIME Polymer DAB Detection System n gononHutensHbimu
peakTmBamu BOND-PRIME. Monb3oBaTtenu, OTKIOHSIOLLMECS OT peKOMEHA0BaHHbIX NPOLEAyp aHanusa, AomkHbI 6paTtb Ha cebs
OTBETCTBEHHOCTb 3a MHTEpMpeTaLyio Pe3ynsTaToB UCCMefoBaHNii NaLMEHTOB, BbINOMHEHHBIX B TaKUX YCMOBUsIX. [POAOmKUTENBHOCTL
BbIMOMHEHVs NpoTOKOMNa A0MKHa ObiTb ONpeaeneHa onbITHbIM NMyTEM W MOXET pasnuyaTbesl B CBSA3W C BapuabenbHOCTbIo ukcaumm
TKaH1 N 3HPEeKTUBHOCTY YCUNeHNsi aHTureHa. MNpn onTMMMU3aLmMmn yCnoBsuii 1eMackMpoBKY U ANUTENbHOCTM NPOTOKONa creayeT
MCMonb30BaTh OTpULIATENbHbIE KOHTPOMNW PEaKTUBOB.
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Mowuck n ycTpaHeHne Henonaaok
[eiicTBKS NO yCTPaHEHMIO HeNonaaoK onucaxbl B (3).

C co06LLeHNIMM 0 HeOBbIYHOM OKpaLLMBaHUM OBpalLaiTec k CBOeMy MECTHOMY AUCTPUBBLIOTOPY WU B PETMOHanbHbIN 0OMC KOMMaHUM
Leica Biosystems.

[OononHutenbHas uHdopmMaumnsa

[lononHuTtenbHas HopMaLus Mo UMMYHOTVCTOXMMUYECKOMY OkpallmBaHuio peakTueamm BOND copepxuTcs B noapasaenax
«MpuHumMn metogar, «Heobxoanmble matepuans!y, «MoarotoBka 06pa3uoBy», «KoHTponb kadyecTBar, «[poBepka 4OCTOBEPHOCTH
aHanusay, «/HTepnpeTaums okpalumMBaHusy, «3Ha4eHNst CUMBOMOB Ha 3TukeTkax» U «ObLme orpaHnyeHns» pasaena «lpuverHeHne
peakTtnBoB BOND» gokymeHTaumm nonb3osatens cuctems BOND.

Cnucok nutepartypbl

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 — ToproBasi Mapka koMnaHum Supelco, BxoasiLen B coctaB kopropauuu Sigma-Aldrich.

UcTopusa nameHeHumn

Pepakuus: flata

]
BLINyCKa Hdopmaums o pegakumm

17 okTa6ps 2022 | UcTopua nameHeHuin: BkrtoyeH HOBbIV pasaen, coaepxaliuii Tabnuuy ucTopumn UsMeHeHUin 1 peaakumio:
[arta Bbinycka.

Penakuus / [lata Bbinycka: MiameHeHve Ha3BaHWs pasgena ¢ JaTbl Bbinycka.

O6wue n3ameHeHusn: YaaneHsl 6yksbl www. 13 LeicaBiosystems.com.

Oxupaemble pe3ynbratbl: OGHOBNEHO OLEHEHHBIMW TKaHSIMU U AaHHLIMU.

TuTynbHas cTpaHuua: YaaneHue Tonbko Rx.

O6opoTtHas cTpanuua: [lobasneHune ceegexnin n cumeona EC REP.

B | O6HoeneH agpec B CLUA. O6HoBneH Homep TenedoHa anst CLUA n Kanaabl. YaoaneH Homep TenedgoHa
ansa ABCTpaJ'IVIVI. QOGHOBMEHbI HasBaHue n ajpec npencrasutens B EC, wnucnpasneHo HassaHue
noapasaenexus B Kanape.
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Gotowe do uzycia przeciwcialo pierwszorzedowe BOND
Wilms’ Tumor (WT49)
Nr katalogowy: PA0562

Przeznaczenie
Ten odczynnik jest przeznaczony do stosowania w diagnostyce in vitro.

Przeciwciato monoklonalne Wilms’ Tumor (WT49) stuzy do identyfikacji jako$ciowej z zastosowaniem mikroskopii $wietlnej ludzkiego
produktu genowego WT1 wystepujacego w guzie Wilmsa w tkance utrwalonej w formalinie i zatopionej w parafinie za pomoca barwienia
immunohistochemicznego przy uzyciu automatycznego systemu BOND (obejmujacego system BOND-MAX, system BOND-III i system
BOND-PRIME).

Kliniczng interpretacje wybarwienia lub jego braku nalezy uzupeti¢ badaniami morfologicznymi oraz odpowiednimi kontrolami. Ocene
powinien przeprowadzi¢ wykwalifikowany patolog w kontekscie historii choroby pacjenta oraz innych badan diagnostycznych.

Podsumowanie i objasnienie

W celu wykazania obecnosci antygenéw w tkankach i komérkach (zob. ,Korzystanie z odczynnikéw BOND” w dokumentacji uzytkownika
BOND) mozna skorzysta¢ z technik immunohistochemicznych. Przeciwciato pierwszorzgdowe Wilms’ Tumor (WT49) jest gotowym

do uzycia produktem, zoptymalizowanym pod katem stosowania z systemem BOND Polymer Refine Detection (DS9800) i BOND-
PRIME Polymer DAB Detection System (DS9284). Obecnos$¢ ludzkiego produktu genowego WT1 wystepujacego w guzie Wilmsa

jest wykazywana w pierwszej kolejnosci przez umozliwienie wigzania Wilms’ Tumor (WT49) ze skrawkiem, a nastepnie wizualizacje
tego wigzania za pomocg odczynnikéw dostarczonych w systemie detekcji. Uzywanie tych produktéw, w potgczeniu z automatycznym
systemem BOND (obejmujgcym system BOND-MAX, system BOND-III i system BOND-PRIME), redukuje mozliwo$¢ wystapienia btedu
cztowieka i wtasciwej zmienno$ci wynikajgcej z indywidualnego rozcienczania odczynnikdw, recznego pobierania pipetg i stosowania
odczynnikéw.

Odczynniki znajdujace si¢ w zestawie

Wilms’ Tumor (WT49) jest mysim anty-ludzkim przeciwciatem monoklonalnym, produkowanym jako oczyszczony supernatant hodowli
tkankowej i dostarczonym w roztworze soli fizjologicznej buforowanej roztworem Tris z biatkiem no$nikowym, konserwowanym 0,35%
ProClin™ 950.

taczna objetos¢ =7 ml.

Klon
WT49.

Immunogen
Prokariotyczne rekombinowane biatko zawierajgce 1-181 aminokwaséw N-konca biatka guza Wilmsa.

Swoistos¢
Ludzki produkt genowy WT1 wystepujgcy w guzie Wilmsa.

Podklasa
1gG1.

Catkowite stezenia biatka
Okoto 10 mg/ml.

Stezenie przeciwciat
Wigksze lub réwne 2,3 mg/L oznaczone za pomocg testu ELISA.

Rozcienczanie i mieszanie

Przeciwciato pierwszorzedowe Wilms’ Tumor (WT49) jest optymalnie rozcienczone pod katem uzycia w systemie BOND (w tym system
BOND-MAX, system BOND-III i system BOND-PRIME). W przypadku tego odczynnika nie jest konieczne dodawanie wody, mieszanie,
rozcienczanie ani miareczkowanie.

Wymagane materialy niedotagczone do zestawu

Peing liste materiatow wymaganych do obrébki prébek i barwienia immunohistonemicznego przy uzyciu systemu BOND mozna znalez¢
w rozdziale ,Korzystanie z odczynnikéw BOND” w dokumentacji uzytkownika BOND, lub w sekcjach 1 i 3 dokumentacji uzytkownika
BOND-PRIME (w tym system BOND-MAX, system BOND-III i system BOND-PRIME).

Przechowywanie i trwatos¢
Przechowywac¢ w temperaturze 2-8°C. Nie uzywac¢ po uptywie daty waznosci podanej na etykiecie pojemnika.

Oznaki skazenia i/lub niestabilno$ci przeciwciata Wilms’ Tumor (WT49) sg nastgpujgce: zmetnienie roztworu, pojawienie sie zapachu i
obecno$¢ osadu.

Niezwiocznie po uzyciu ponownie umiesci¢ w temperaturze 2-8°C.
Przechowywanie w warunkach innych od wskazanych powyzej wymaga weryfikacji uzytkownika.

Srodki ostroznosci
« Test jest przeznaczony do stosowania w diagnostyce in vitro.
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« Stezenie ProClin™ 950 wynosi 0,35%. Zawiera sktadnik czynny 2-metylo-4-izotiazolon-3-jeden i moze powodowac¢ podraznienie
skéry, oczu, bton $luzowych i gornych drég oddechowych. Podczas pracy z odczynnikami nalezy nosi¢ rekawice jednorazowego
uzytku.

« Aby otrzymac¢ egzemplarz karty charakterystyki, nalezy skontaktowac sig¢ z lokalnym dystrybutorem lub regionalnym biurem Leica
Biosystems, lub odwiedzi¢ strone internetowa LeicaBiosystems.com.

« Probki przed i po utrwaleniu oraz wszelkie materiaty narazone na kontakt z nimi nalezy traktowac jak materiaty potencjalnie zakazne i
nalezy je utylizowac z zachowaniem odpowiednich $rodkéw ostroznosci?. Podczas pobierania pipetg nie wolno zasysa¢ odczynnikow
ustami i nalezy unika¢ kontaktu odczynnikéw i preparatéw ze skérg oraz btonami $luzowymi. W razie kontaktu odczynnikéw lub
prébek ze szczegdlnie narazonymi miejscami przemy¢ miejsce kontaktu duzg iloscig wody. Nalezy zasiegna¢ porady lekarza.

« Wszelkie potencjalnie toksyczne sktadniki nalezy utylizowac zgodnie z krajowymi lub lokalnymi przepisami.

« Chroni¢ odczynniki przed skazeniem drobnoustrojami, poniewaz moze ono doprowadzi¢ do zwigkszonego barwienia
niespecyficznego.

« Zastosowanie czaséw odmaskowywania, inkubacji lub temperatur innych niz podano w instrukcji moze spowodowac btedne wyniki.
Wszelkie zmiany tego typu muszg zosta¢ zweryfikowane przez uzytkownika.

Instrukcja stosowania

Przeciwciato pierwszorzedowe Wilms’ Tumor (WT49) zostato opracowane z myslg o zastosowaniu w automatycznym systemie BOND
(obejmujgcym system BOND-MAX, system BOND-III i system BOND-PRIME) w potgczeniu z systemem BOND Polymer Refine
Detection i BOND-PRIME Polymer DAB Detection System. Zalecany protokét barwienia i odmaskowywanie epitopu dla przeciwciata
pierwszorzedowego Wilms’ Tumor (WT49) wyszczegdlniono w Tabeli 1.

Tabela 1: Parametry protokotu dla kazdego systemu BOND.

BOND-MAX BOND-IIl BOND-PRIME

Odmaskowywanie Zaleca sig cieplne Zaleca sie cieplne Zaleca sie cieplne

epitopu odmaskowywanie epitopu przy odmaskowywanie epitopu przy odmaskowywanie epitopu przy
uzyciu roztworu BOND Epitope uzyciu roztworu BOND Epitope uzyciu roztworu BOND-PRIME
Retrieval Solution 2 przez 30 Retrieval Solution 2 przez 30 Epitope Retrieval Solution 2 przez
minut. minut. 30 minut.

Protokét barwienia *IHC Protocol F *IHC Protocol F *IHC Protocol F

Spodziewane rezultaty (wygenerowane przy pomocy *IHC Protocol F na platformie BOND-III z uzyciem systemu BOND Polymer
Refine Detection)

Tkanki prawidtowe

Klon WT49 wykryt antygen guza Wilmsa w jadrach komérek stromalnych w jajnikach, macicy i szyjce macicy, w komérkach Sertolego
w jadrach oraz w podocytach i kiebuszkach nerkowych. Klon WT49 nie wybarwia komérek $rédbtonka. (Laczna liczba ocenionych
przypadkéw = 139).

Tkanki nowotworowe

Klon WT49 wybarwit 4/85 guzy nerki (w tym 4/9 guzy Wilmsa, 0/32 rakéw jasnokomorkowych, 0/18 rakéw przejéciowokomoérkowych,
0/10 rakéw brodawkowatych nerki, 0/5 rakéw ptaskonabtonkowych, 0/2 rakéw kanalikéw zbiorczych, 0/2 rakéw niezréznicowanych,

0/4 rakow jasnokomoérkowych przerzutowych, 0/1 raka chromofobowego przerzutowego 0/2 hiperplazji), 4/5 stanéw zapalnych nerek (w
tym 2/3 $rodmigzszowe zapalenia nerek, 1/1 przewlekte odmiedniczkowe zapalenie nerek i 1/1 ostre odmiedniczkowe zapalenie nerek)
oraz 5/7 guzéw jajnika (w tym 4/4 guzy surowicze, 1/1 gruczolakoraka endometrium typu endometrioidalnego, 0/1 gruczolakorakéw

i 0/1 guzéw z komorek ziarnistych). Nie stwierdzono barwienia w przypadku guzéw ptuc (0/5), guzéw tarczycy (0/5), rakow szyjki
macicy (0/4), guzéw jelita grubego (0/4), rakéw watrobowokomorkowych (0/4), guzéw sutka (0/4), guzéw mdzgu (0/4), chioniakéw (0/3),
guzdw nadnerczy (0/2), guzdw pecherza moczowego (0/2), guzdw przetyku (0/2), guzéw zotadka (0/2), guzéw jelita cienkiego (0/2),
guzoéw odbytnicy (0/3), guzéw przerzutowych (0/3), guzy gtowy i szyi (0/2), guzy prostaty (0/2), guzéw $linianki (0/2), nasieniakow (0/2),
chrzestniakomigsaka (0/1), czerniaka (0/1), guza jezyka (0/1), guza trzustki (0/1), guza skoéry (0/1) i zmian hiperplastycznych prostaty
(0/1). (kaczna liczba ocenionych przypadkéw = 160).

nowotworowych

Szczegolne ograniczenia dla produktu

Wilms’ Tumor (WT49) zostato zoptymalizowane w Leica Biosystems pod katem stosowania z BOND Polymer Refine Detection,
odczynnikami pomocniczymi BOND, BOND-PRIME Polymer DAB Detection System, i odczynnikami pomocniczymi BOND-PRIME.

W tych okoliczno$ciach uzytkownicy, ktérzy postepujg niezgodnie z zalecanymi procedurami testowymi muszg wzig¢ odpowiedzialno$¢
za interpretacje wynikéw chorego. Czasy protokotu moga by¢ rézne w zwigzku ze zréznicowaniem w zakresie utrwalenia tkanek i
skutecznosci wzmocnienia przez przeciwciato i nalezy je okresli¢c doswiadczalnie. Odczynniki kontroli negatywnej nalezy stosowaé
podczas optymalizacji warunkéw odmaskowywania i czaséw protokotu.

Rozwigzywanie probleméw

W celu uzyskania dalszych informacji o dziataniu zaradczym zob. odsytacz 3.

W celu zgtoszenia nietypowego barwienia nalezy skontaktowac¢ sie z lokalnym dystrybutorem lub z regionalnym biurem firmy
Leica Biosystems.

Dodatkowe informacje

Dodatkowe informacje dotyczace immunobarwienia przy uzyciu odczynnikéw BOND opisanego w dziatach ,Zasady postepowania”,
,Wymagane materiaty”, ,Przygotowanie prébek”, ,Kontrola Jakosci”, ,Weryfikacja testu”, ,Interpretacja barwienia”, ,Objasnienie symboli
na etykietach” i ,Ograniczenia ogélne” mozna znalez¢ w punkcie ,Stosowanie odczynnikéw BOND” w dokumentacji uzytkownika
systemu BOND.
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Historia zmian

Zmiana: Data
publikacji

Szczegotowy opis zmiany

17 pazdziernika
2022r.

Historia zmian: Wigczenie nowego rozdziatu zawierajgcego tabele historii zmian oraz wprowadzenie
zmian: Data publikacji.

Zmiana / Data publikacji: Zmiana tytutu rozdziatu od Daty publikacji.

Zmiany ogo6lne: Usuniecie www. z LeicaBiosystems.com.

Oczekiwane wyniki: Aktualizacja obejmujgca ocenione tkanki i dane.

Pierwsza strona: Usuniecie oznaczenia ,Tylko na recepte”.

Ostatnia strona: Dodanie szczeg6téw i symbolu EC REP.

Zaktualizowano adres w Stanach Zjednoczonych. Zaktualizowano numery telefonéw w Stanach
Zjednoczonych oraz Kanadzie. Usunieto numer telefonu w Australii. Zaktualizowano nazwe i adres
przedstawiciela na terenie UE, poprawiono nazwe podmiotu w Kanadzie.
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Pripravljeno primarno protitelo BOND
Wilms’ Tumor (WT49)
Kataloska §t.: PA0562

Predvidena uporaba
Ta reagent je namenjen diagnosti¢ni uporabi in vitro.

Monoklonsko protitelo Wilms’ Tumor (WT49) je namenjeno kvalitativni identifikaciji humanega produkta gena Wilmsovega tumorja
WT1 s svetlobno mikroskopijo v tkivih, fiksiranih s formalinom in vstavljenih v parafin, z imunohistokemijskim barvanjem z uporabo
avtomatiziranega sistema BOND (vkljucuje sistem BOND-MAX, sistem BOND-III in sistem BOND-PRIME).

Kliniéno razlago kakrSnega koli obarvanja ali odsotnosti le-tega morajo dopolnjevati morfoloSke Studije in ustrezni kontrolni vzorci, ki jih v
okviru klinicne anamneze bolnika in drugih diagnosti¢nih testov oceni usposobljen patolog.

Povzetek in razlaga

Imunohistokemijske tehnike se lahko uporabijo za prikaz prisotnosti antigenov v tkivih in celicah (glejte »Uporaba reagentov BOND«

v prilozeni dokumentaciji za uporabnike sistema BOND). Primarno protitelo Wilms’ Tumor (WT49) je vnaprej pripravljen izdelek, ki je

bil posebej optimiziran za uporabo s sistemom za izpopolnjeno polimerno zaznavanje BOND Polymer Refine Detection (DS9800) in
sistemom za zaznavanje BOND-PRIME Polymer DAB Detection System (DS9284). Prikaz molekule humanega gena WT1 Wilmsovega
tumorja se doseze tako, da se najprej dovoli vezava protitelesa Wilms’ Tumor (WT49) na rezino, nato pa se ta vezava prikaZe z uporabo
reagentov v sistemu za zaznavanje. Uporaba teh izdelkov skupaj z avtomatiziranim sistemom BOND (vkljucuje sistem BOND-MAX,
sistem BOND-III in sistem BOND-PRIME) zmanj$a moznost ¢loveske napake in variabilnosti, ki sama po sebi izhaja iz redéenja
posameznega reagenta, rocnega pipetiranja in nanosa reagenta.

PriloZeni reagenti
Wilms’ Tumor (WT49) je mi§je monoklonsko protitelo, usmerjeno proti humanim antigenom, ki je izdelano kot supernatant tkivne kulture
in je dobavljeno v fizioloski raztopini s pufrom tris, nosilno beljakovino in 0,35 % konzervansa ProClin™ 950.

Skupna prostornina = 7 ml.

Klon
WT49

Imunogen
Prokariontski rekombinantni protein, ki vsebuje 1-181 aminokislin N-terminalnega konca proteina Wilmsovega tumorja.

Specificnost
Izdelek z genom WT1 humanega Wilmsovega tumorja.

Podrazred
1gG1

Skupna koncentracija beljakovin
Priblizno 10 mg/ml.

Koncentracija protiteles
Visja ali enaka 2,3 mg/l, dolo¢ena s testom ELISA.

Redcenje in mesanje
Primarno protitelo Wilms’ Tumor (WT49) je optimalno razred¢eno za uporabo na sistemu BOND (vkljucuje sistem BOND-MAX, sistem
BOND-III in sistem BOND-PRIME). Rekonstitucija, me$anje, redc¢enje ali titracija tega reagenta niso potrebni.

Potrebni materiali, ki niso prilozeni

Glejte »Uporaba reagentov BOND« v priloZeni dokumentaciji za uporabnike sistema BOND ali poglavji 1 in 3 v priloZzeni dokumentaciji
za uporabnike sistema BOND-PRIME za popoln seznam materialov, ki so potrebni za obdelavo vzorcev in imunohistokemijsko barvanje
pri uporabi sistema BOND (vkljuCuje sistem BOND-MAX, sistem BOND-III in sistem BOND-PRIME).

Shranjevanje in stabilnost

Hraniti pri temperaturi 2-8 °C. Ne uporabljajte po datumu izteka roka uporabnosti, navedenem na oznaki na vsebniku.

Znaki, ki kazejo kontaminacijo in/ali nestabilnost protitelesa Wilms’ Tumor (WT49), so: motnost raztopine, prisotnost vonja in oborina.
Takoj po uporabi ohladite na temperaturo 2-8 °C.

Uporabnik mora potrditi ustreznost pogojev shranjevanja, ¢e se ti razlikujejo od zgoraj navedenih'.

Previdnostni ukrepi

« Taizdelek je namenjen za diagnosti¢no uporabo in vitro.

« Koncentracija konzervansa ProClin™ 950 je 0,35 %. Vsebuje aktivno ucinkovino 2-metil-4-izotiazolin-3-on in lahko povzroci drazenje
koZe, odi, sluznice ter zgornjih dihalnih poti. Kadar delate z reagenti, nosite rokavice za enkratno uporabo.

« Kopijo varnostnega lista lahko dobite pri lokalnem distributerju ali regionalni pisarni druzbe Leica Biosystems ali na spletnem mestu
druzbe Leica Biosystems: LeicaBiosystems.com.
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« Zvzorci, pred fiksiranjem in po njem, in vsemi materiali, s katerimi so prisli v stik, morate rokovati, kot da bi lahko prenasali okuzbe, in
pri njihovem odstranjevanju upostevati ustrezne previdnostne ukrepe.? Nikoli ne pipetirajte reagentov skozi usta; pazite, da reagenti
ali vzorci ne pridejo v stik s koZo in sluznicami. Ce reagenti ali vzorci pridejo v stik z ob&utljivimi deli, jih izperite z obilo vode. Poiagite
zdravnisko pomo¢.

 Sledite zveznim, drzavnim ali lokalnim predpisom za odstranjevanje katerih koli morebitno strupenih sestavin.

« Pazite, da ne pride do mikrobne okuzbe reagentov, saj lahko povzroci nespecificno barvanje.

« Ce uporabite &as ali temperature razkrivanja in inkubacije, ki se razlikujejo od navedenih, lahko pridobite napagne rezultate.
Uporabnik mora validirati morebitne spremembe.

Navodila za uporabo

Primarno protitelo Wilms’ Tumor (WT49) je bilo razvito za uporabo na avtomatiziranem sistemu BOND (vklju€uje sistem BOND-MAX,
sistem BOND-III in sistem BOND-PRIME) skupaj s sistemom za polimerno zaznavanje BOND Polymer Refine Detection in sistemom za
polimerno zaznavanje BOND-PRIME Polymer DAB Detection System. Priporogeni protokol barvanja in pridobivanje epitopov za Wilms’
Tumor (WT49) sta podrobno opredeljena v tabeli 1.

Tabela 1: Parametri protokola za vsak sistem BOND.

Retrieval Solution 2 za 30 minut.

BOND-MAX BOND-III BOND-PRIME
Pridobivanje Toplotno pridobivanje epitopa z Toplotno pridobivanje epitopa z Toplotno pridobivanje epitopa z
epitopov uporabo raztopine BOND Epitope uporabo raztopine BOND Epitope uporabo raztopine BOND-PRIME

Retrieval Solution 2 za 30 minut.

Epitope Retrieval Solution 2 za

30 minut.
*IHC Protocol F

*IHC Protocol F *IHC Protocol F

Protokol barvanja

Pricakovani rezultati (pridobljeni s protokolom *IHC Protocol F na platformi BOND-III z uporabo sistema za izpopolnjeno polimerno
zaznavanje BOND Polymer Refine Detection)

Normalna tkiva
Klon WT49 je zaznal antigen Wilms’ tumor v jedrih stromalnih celic v jajéniku, maternici in materni¢nem vratu, v Sertolijevih celicah
testisa ter v podocitih in glomerulih ledvic. Klon WT49 ne obarva endotelijskih celic. (Skupno $tevilo ocenjenih primerov = 139).

Tumorska tkiva

Klon WT49 je obarval 4/85 ledvi¢nih tumorjev (vkljuéno s 4/9 Wilmsoviih tumorjev, 0/32 svetloceli¢nih karcinomov, 0/18 prehodnoceli¢nih
karcinomov, 0/10 papilarnih ledvi¢noceli¢nih karcinomov, 0/5 plo$¢atoceli¢nih karcinomov, 0/2 karcinomov zbiralnega kanala, 0/2
nediferenciranih karcinomov, 0/4 metastatskih svetloceli¢nih karcinomov, 0/1 metastatskega kromofobnega karcinoma in 0/2 hiperplazij),
4/5 ledvicnih vnetnih stanj (vklju¢no z 2/3 intersticijskih nefritisov, 1/1 kroni¢nega pielonefritisa in 1/1 akutnega pielonefritisa) in 5/7
tumorjev jajénikov (vkljuéno s 4/4 seroznih tumorjev, 1/1 endometrioidnega adenokarcinoma, 0/1 adenokarcinoma in 0/1 tumorja
granuloznih celic). Obarvanje ni bilo opazeno pri plju¢nih tumorjih (0/5), tumorjih $¢itnice (0/5), karcinomih materni¢nega vratu (0/4),
tumorjih debelega crevesa (0/4), hepatocelularnih karcinomih (0/4), tumorjih dojk (0/4), moZganskih tumorjih (0/4), limfomih (0/3),
tumorjih nadledvi¢ne Zleze (0/2), mehurja (0/2), poziralnika (0/2), zelodca (0/2), tumorjih tankega ¢revesa (0/2), tumorjih danke

(0/3), metastatskih tumorjih (0/3), tumorjih glave in vratu (0/2), tumorjih prostate (0/2), tumorjih Zlez slinavk (0/2), seminomih (0/2),
hondrosarkomu (0/1), melanomu (0/1), tumorju jezika (0/1), tumorju trebu$ne slinavke (0/1), tumorju koZe (0/1) in hiperplasti¢ni prostati
(0/1). (Skupno Stevilo ocenjenih primerov = 160).

Specificne omejitve izdelka

Wilms’ Tumor (WT49) je bil v druzbi Leica Biosystems optimiziran za uporabo s sistemom za izpopolnjeno polimerno zaznavanje

BOND Polymer Refine Detection, pomoznimi reagenti BOND, sistemom za polimerno zaznavanje BOND-PRIME Polymer DAB
Detection System in pomoznimi reagenti BOND-PRIME. Uporabniki, ki odstopijo od priporocenih preizkusnih postopkov, morajo prevzeti
odgovornost za razlago bolnikovih rezultatov pod temi pogoji. Trajanje protokola se lahko spremeni zaradi razlik pri fiksiranju tkiv in
ucinkovitosti izboljSave antigena ter se mora dologiti empiri¢no. Uporabiti morate negativne kontrolne reagente, kadar optimizirate pogoje
razkrivanja in trajanje protokola.

Odpravljanje tezav
Glejte 3. navedbo za ukrep za odpravljanje napake.
Ce zelite porocati o nenavadnem obarvaniju, se obrnite na svojega lokalnega distributerja ali regionalno pisarno druzbe Leica Biosystems.

Dodatne informacije

Dodatne informacije o imunoloskem barvanju z reagenti BOND lahko najdete v prilozeni dokumentaciji za uporabnike sistema BOND
»Uporaba reagentov BOND« v poglavjih Nacelo postopka, Potrebni materiali, Priprava vzorcev, Kontrola kakovosti, Verifikacija testa,
Tolmacenje obarvanja, Legenda za simbole na oznakah in Splo$ne omejitve.

Literatura
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 je blagovna znamka druzbe Supelco, ki je del druzbe Sigma-Aldrich Corporation.
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Zgodovina sprememb

Revizija: Datum

R Podrobnosti o reviziji
izdaje

17. oktober 2022 | Zgodovina sprememb: Vkljucitev novega razdelka s tabelo zgodovine sprememb in revizijo: Datum izdaje
Revizija/datum izdaje: Sprememba imena razdelka Datum izdaje

Splosne spremembe: Odstranitev www. iz naslova LeicaBiosystems.com.

Pri¢akovani rezultati: Posodobljeno z ocenjenimi tkivi in podatki.

Naslovna stran: Odstranitev samo Rx.

Hrbtna stran: Dodatek podrobnosti EC REP in simbola

B | Posodobljen naslov v ZDA. Posodobljena telefonska Stevilka za ZDA in Kanado. Odstranjena telefonska
Stevilka za Avstralijo. Posodobljena ime in naslov predstavnika EU ter popravek imena kanadskega
subjekta.
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Primarni protilitka BOND pripravena k pouziti
Wilms’ Tumor (WT49)
Kat. ¢.: PA0562

Zamyslené pouziti
Tato reagencie je uréena k diagnostickému pouziti in vitro.

Monoklonalni protilatka Wilms’ Tumor (WT49) je urena k pouziti pfi kvalitativnim stanoveni lidského genového produktu Wilmsova
tumoru WT1 svételnou mikroskopii ve tkani fixované formalinem a zalité v parafinu imunohistochemickym barvenim pomoci
automatizovaného systému BOND (véetné systému BOND-MAX, systému BOND-III a systému BOND-PRIME).

Klinickou interpretaci jakéhokoliv barveni nebo jeho nepfitomnosti je nutné doplnit morfologickym vySetfenim a pouzitim spravnych
kontrol a zhodnotit je musi kvalifikovany patolog v kontextu s klinickou anamnézou pacienta a jinymi diagnostickymi testy.

Souhrn a vysvétleni

Imunohistochemické techniky Ize pouzit k prikazu pfitomnosti antigenti ve tkani a v burikach (viz ,Pouziti reagencii BOND" v
uzivatelské dokumentaci BOND). Primarni protilatka Wilms’ Tumor (WT49) je pfedpfipraveny produkt, ktery byl optimalizovan pro
pouziti se systémem BOND Polymer Refine Detection (DS9800) a systémem BOND-PRIME Polymer DAB Detection System (DS9284).
Prukazu lidského genového produktu Wilms’ Tumor WT1 se dosahne tim, Ze se nejprve umozni vazba protilatky Wilms’ Tumor (WT49)
na fezu a poté se tato vazba vizualizuje pomoci reagencii dodanych v detekénim systému. Pouziti téchto produktt v kombinaci

s automatizovanym systémem BOND (véetné systému BOND-MAX, systému BOND-III a systému BOND-PRIME) sniZuje moznost
lidské chyby a inherentni variability v disledku fedéni jednotlivych reagencii, manualniho pipetovani a pouziti reagencii.

Dodavané reagencie

Protilatka Wilms’ Tumor (WT49) je mysi monoklonalni protilatka proti lidskym antigentm vyrabéna jako supernatant z tkariové kultury
a dodavana v tris pufrovaném fyziologickém roztoku s pfenasejicim proteinem, obsahuijici jako konzervaéni prostfedek 0,35%
ProClin™ 950.

Celkovy objem =7 ml.

Klon
WT49.

Imunogen
Prokaryoticky rekombinantni protein obsahujici 1-181 aminokyselin z N-konce proteinu Wilmsova nadoru.

Specificita
Produkt lidského genu Wilmsova nadoru WT1.

Podtrida
1gG1.

Koncentrace celkového proteinu
Pfiblizn& 10 mg/ml.

Koncentrace protilatek

2,3 mg/l nebo vys$i, stanovena metodou ELISA.

Redéni a michani

Primarni protilatka Wilms’ Tumor (WT49) je optimalné nafedéna k pouziti v systému BOND (véetné systému BOND-MAX, systému
BOND-III a systému BOND-PRIME). Rekonstituce, michani, fedéni ani titrace této reagencie nejsou nutné.

Potrebny material, ktery neni souc¢asti dodavky

Uplny seznam materiali potfebnych ke zpracovani vzorku a provedeni imunohistochemického barveni pomoci systému BOND (v&etné
systému BOND-MAX, systému BOND-III a systému BOND-PRIME) viz ,Pouziti reagencii BOND* ve vas$i uzivatelské dokumentaci

k systému BOND nebo v sekcich 1 a 3 vasi uzivatelské dokumentace k syst¢ému BOND-PRIME.

Skladovani a stabilita

Uchovavejte pii teploté 2—-8 °C. Nepouzivejte po uplynuti data exspirace uvedeného na $titku nadoby.

Znamky signalizujici kontaminaci a/nebo nestabilitu protilatky Wilms’ Tumor (WT49) jsou: zkaleni roztoku, vznik zapachu a pfitomnost
precipitatu.

Okamzité po pouziti vratte do prostfedi s teplotou 2—-8 °C.

Podminky skladovani jiné nez vyse uvedené musi uZivatel' validovat.

Bezpecnostni opatieni

« Tento produkt je uréen pouze pro diagnostické pouZiti in vitro.

« Koncentrace pfipravku ProClin™ 950 je 0,35 %. Obsahuje aktivni slozku 2-methyl-4-isothiazolin-3-on a mize zplsobit podrazdéni
klze, oéi, sliznic a hornich cest dychacich. Pfi manipulaci s reagenciemi pouzivejte rukavice na jedno pouziti.

« Vytisk bezpe¢nostniho listu materialu ziskate od mistniho distributora nebo oblastni kancelafe spole¢nosti Leica Biosystems,
pfipadné muzete navstivit webové stranky Leica Biosystems: LeicaBiosystems.com.
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« Se vzorky, pred fixaci i po fixaci, a se vSemi materialy, které s nimi pfisly do kontaktu, je nutno zachazet, jako by mohly prenaset
infekci, a zlikvidovat je s pouzitim pfislusnych bezpe&nostnich opatfeni2. Nikdy reagencie nepipetujte Usty a zabrarite kontaktu
reagencii a vzorku s kuzi a sliznicemi. Pokud se reagencie nebo vzorky dostanou do kontaktu s citlivymi oblastmi, omyjte je velkym
mnozstvim vody. Vyhledejte Iékafskou pomoc.

« Udaje o likvidaci jakychkoli potencialné toxickych komponent prostuduijte ve federalnich, statnich nebo mistnich nafizenich.

+ Minimalizujte mikrobialni kontaminaci reagencii, mohlo by dojit ke zvy$eni vyskytu nespecifického barveni.

« Ziskavani, inkubaéni doby nebo teploty jiné nez specifikované mohou vést k chybnym vysledkim. VSechny takové zmény musi byt
uzivatelem validovany.

Navod k pouziti

Primarni protilatka Wilms’ Tumor (WT49) byla vyvinuta pro pouZziti s automatizovanym syst¢émem BOND (v¢etné systému BOND-MAX,
systému BOND-III a systému BOND-PRIME) v kombinaci se systtmem BOND Polymer Refine Detection a systtmem BOND-PRIME
Polymer DAB Detection System. Doporuceny protokol barveni a odmaskovani epitopu pro primarni protilatku Wilms’ Tumor (WT49) je
podrobnéji popsan v tabulce 1.

Tabulka 1: Parametry protokolu pro vSechny systémy BOND.

Epitope Retrieval Solution 2 po

Epitope Retrieval Solution 2 po

BOND-MAX BOND-III BOND-PRIME
Odmaskovani Teplem indukované odmaskovani Teplem indukované odmaskovani Teplem indukované odmaskovani
epitopu epitopu s pouzitim roztoku BOND | epitopu s pouzitim roztoku BOND | epitopu s pouzitim roztoku BOND-

PRIME Epitope Retrieval Solution

dobu 30 minut
*IHC Protocol F

dobu 30 minut
*IHC Protocol F

2 po dobu 30 minut
*IHC Protocol F

Barvici protokol

Ocekavané vysledky (ziskané podle protokolu *IHC Protocol F na platform& BOND-IIl pomoci systému BOND Polymer Refine
Detection System)

Normalni tkané
Klon WT49 detekoval antigen Wilmsova tumoru v jadrech stromalnich bunék ve vaje¢niku, déloze a v déloznim hrdle, v Sertoliho burikach
varlete a v podocytech a glomerulech ledviny. Klon WT49 nebarvi endoteliaini buriky. (Celkovy pocet hodnocenych pFipadu = 139).

Néadorové tkané

Klon WT49 zbarvil 4/85 nadoru ledvin (véetné 4/9 Wilmsovych tumort, 0/32 svétlobunéénych karcinomu, 0/18 urotelidinich bunéénych
karcinomu, 0/10 papilarnich renalnich bunéénych karcinomt, 0/5 spinocelularnich karcinoma, 0/2 karcinoma sbérnych kanalkd,

0/2 nerozlisenych karcinom(, 0/4 metastatickych svétlobunéénych karcinom(, 0/1 metastatickych chromofébnich karcinomu a 0/2
hyperplazie), 4/5 renalnich zanétlivych stavu (véetné 2/3 intersticialnich nefritid, 1/1 chronické pyelonefritidy a 1/1 akutni pyelonefritidy)
a 5/7 nador vajecnikl (véetné 4/4 seroznich nadort, 1/1 endometriainiho adenokarcinomu, 0/1 adenokarcinomu a 0/1 nadoru z
bunék granulozy). Barveni nebylo zjisténo u nadort plic (0/5), nadoru $titné zlazy (0/5), karcinoml nador( délozniho hrdla (0/4),
nador( traéniku (0/4), hepatocelularnich karcinomu (0/4), nadort prsu (0/4), nadort mozku (0/4), lymfomu (0/3), adrenalnich nador(
(0/2), nadort mocového méchyfe (0/2), nador jicnu (0/2), nadort zaludku (0/2), nadorl tenkého stieva (0/2), nadort konecéniku

(0/3), metastatickych nadort (0/3), nadort hlavy a krku (0/2), nadort prostaty (0/2), nadoru slinnych zlaz (0/2), seminomu (0/2),
chondrosarkomu (0/1), melanomu (0/1), nadoru jazyka (0/1), nadoru slinivky (0/1), nadoru kize (0/1) a hyperplastické prostaty (0/1).
(Celkovy pocet hodnocenych pfipadu = 160).

Omezeni specificka pro tento produkt

Protilatka Wilms’ Tumor (WT49) byla optimalizovana spole¢nosti Leica Biosystems pro pouziti se systtmem BOND Polymer Refine
Detection, s pomocnymi reagenciemi BOND, se systémem BOND-PRIME Polymer DAB Detection System a s pomocnymi reagenciemi
BOND-PRIME. Uzivatelé, ktefi se pfi vySetieni odchyli od doporu¢eného postupu, musi za téchto okolnosti pfijmout odpovédnost za
interpretaci vysledku u pacienta. Doby uvedené v protokolu se mohou lisit v dusledku odchylek pfi fixaci tkani a G€innosti pfi zvyraznéni
antigenu a musi byt stanoveny empiricky. PFi optimalizaci podminek pfi ziskavani a dob v protokolu musi byt pouzity reagencie pro
negativni kontrolu.

Reseni problém

Napravna opatfeni jsou uvedena v odkaze 3.

S hlaSenim neobvyklého barveni kontaktujte mistniho distributora nebo oblastni kancelaF spoleénosti Leica Biosystems.

Dalsi informace

Dalsi informace o imunobarveni reagenciemi BOND naleznete pod nazvy Princip metody, Potfebné materidly, Pfiprava vzorku, Kontrola
kvality, Ovéreni testl, Interpretace barveni, Vysvétleni symbolt na $titcich a Obecna omezeni v uZivatelské dokumentaci BOND, v bodé
,Pouziti reagencii BOND".

Literatura

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.
2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.
3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.
4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:e347-e348
5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 je ochranna znamka spolecnosti Supelco, ktera je sou¢asti Sigma-Aldrich Corporation.
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Historie zmén

Revize: Datum vydani | Detail revize

17. fijna 2022 | Historie zmén: Zafazeni nové Casti obsahujici tabulku historie zmén a revize: Datum vydani.
Revize/Datum vydani: Zména nazvu ¢asti z Data vydani.

Obecné zmény: Odstranéni www. z LeicaBiosystems.com.

Ocekavané vysledky: Aktualizovany o hodnocené tkané a udaje.

Predni strana: Odstranéni Rx Only.

Zadni strana: Pfipojeni podrobnosti o EC REP a symbolu.

B | Adresa v USA aktualizovana. Telefonni ¢islo pro USA a Kanadu aktualizovano. Australské telefonni ¢islo
odstranéno. Aktualizovano jméno a adresa zastupce pro EU, oprava nazvu kanadské entity.
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Primarna protilatka na priame pouZzitie pre systém BOND
Wilms’ Tumor (WT49)
Katalogové ¢.: PA0562

Zamyslané pouzitie

Toto ¢inidlo je uréené na diagnostické pouzitie in vitro.

Monoklonalna protilatka Wilms’ Tumor (WT49) je uréena na pouzitie pri kvalitativnej identifikacii génového produktu ludského
Wilmsovho tumoru (Wilms’ Tumor) WT1 svetelnou mikroskopiou v tkanive fixovanom formalinom a zaliatom v parafine prostrednictvom
imunohistochemického farbenia s pouzitim automatizovaného systému BOND (zahffia systémy BOND-MAX, BOND-IIl a BOND-PRIME).

Klinicka interpretacia akéhokolvek zafarbenia alebo jeho absencie musi byt kombinovana s morfologickymi vysetreniami a
zodpovedajucimi kontrolami. Vysledky je nutné vyhodnotit' v kontexte klinickej anamnézy pacienta a dalSich diagnostickych testov
vedenych kvalifikovanym patolégom.

Zhrnutie a vysvetlenie

Imunohistochemické techniky mozno pouzit na preukazanie pritomnosti antigénov v tkanivach a bunkach (pozrite si ¢ast' ,Pouzivanie
¢inidiel BOND* v pouzivatel'skej dokumentacii k systému BOND). Primarna protilatka Wilms’ Tumor (WT49) je vyrobok pripraveny

na okamzité pouzitie, ktory bol optimalizovany na pouzitie so systémom BOND Polymer Refine Detection (DS9800) a systémom
BOND-PRIME Polymer DAB Detection System (DS9284). Preukazanie ludského génového produktu Wilmsonovho tumoru WT1 sa
vykonava tak, Ze najskor sa umozni vazba pripravku Wilms’ Tumor (WT49) na rez a tato vazba sa nasledne vizualizuje pomocou ¢inidiel
poskytnutych v detekénom systéme. Pouzitie tychto vyrobkov v spojitosti s automatizovanym systémom BOND (zahiria systémy BOND-
MAX, BOND-IIl a BOND-PRIME) zniZuje moznost ludskej chyby a inherentnej variability vyplyvajlcej z individualneho nariedenia ¢inidla,
manualneho pipetovania a aplikéacie ¢inidla.

Dodané ¢inidla

Wilms’ Tumor (WT49) je mysia anti-ludska monoklonalna protilatka vyprodukovana ako supernatant bunkovych kultir a dodavana v tris-
pufrovanom fyziologickom roztoku s transportnym proteinom, obsahujiica 0,35 % pripravku ProClin™ 950 ako konzervacnej latky.
Celkovy objem =7 ml.

Klon
WT49.

Imunogén
Prokaryoticky rekombinantny protein obsahujici 1 — 181 aminokyselin N-koncovky proteinu Wilmsovho tumoru.

Specificita
Génovy produkt ludského Wilmsovho tumoru WT1.

Podtrieda
1gG1.

Celkova koncentracia proteinov
Cca 10 mg/ml.

Koncentracia protilatok
\/yssia alebo rovnaka ako 2,3 mg/l podla ELISA.

Riedenie a mieSanie

Primarna protilatka Wilms’ Tumor (WT49) je optimalne zriedena na pouzitie v systéme BOND (zahffia systémy BOND-MAX, BOND-III
a systém BOND-PRIME). Rekonstitlicia, mieSanie, riedenie ani titracia tohto ¢inidla nie s potrebné.

Pozadovany nedodany material

Uplny zoznam materiélov potrebnych na spracovanie vzorky a imunohistochemické farbenie pomocou systému BOND (zahffia systémy
BOND-MAX, BOND-IIl a BOND-PRIME) si pozrite v €asti ,Pouzivanie ¢inidiel BOND* v pouzivatelskej dokumentacii systému BOND
alebo v Castiach 1 a 3 vo vasej pouzivatelskej dokumentacii BOND-PRIME.

Uskladnenie a stabilita

Uchovavaijte pri teplote 2 — 8 °C. Nepouzivajte po uplynuti datumu exspiracie uvedeného na $titku zasobnika.

Znamky signalizujuce kontaminaciu a/alebo nestabilitu pripravku Wilms’ Tumor (WT49) su: zakalenost roztoku, vznik zapachu a
pritomnost zrazeniny.

Okamzite po pouZziti vratte do teploty 2 — 8 °C.

Iné nez vyssie uvedené podmienky skladovania si vyzaduju validaciu pouzivatelom'.

Bezpecénostné opatrenia

« Tento produkt je uréeny na diagnostické pouzitie in vitro.

+ Koncentracia produktu ProClin™ 950 je 0,35 %. Obsahuje aktivnu zlozku 2-metyl-4-izotiazolin-3-6n a moze sposobit podrazdenie
koze, o¢i, sliznic a hornych dychacich ciest. Pri manipulacii s ¢inidlami pouzZivajte jednorazové rukavice.

« Materidlovy bezpecnostny list vdm poskytne miestny distributor alebo regiondlna pobocka spolo¢nosti Leica Biosystems, pripadne
navstivte webovu lokalitu spolo¢nosti Leica Biosystems, LeicaBiosystems.com.
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+ So vzorkami pred fixaciou a po nej a vSetkymi materialmi, ktoré s nimi prisli do kontaktu, je nutné manipulovat ako s potencialne
infek&nymi a zlikvidovat ich pri dodrzani zodpovedajtcich bezpe&nostnych opatrni2. Cinidla nikdy nepipetujte Ustami a zabrarite
kontaktu ¢inidiel a vzoriek s koZou a sliznicami. Ak sa ¢inidla alebo vzorky dostanu do kontaktu s citlivymi oblastami, umyte ich
velkym mnoZstvom vody. Vyhladajte lekarsku pomoc.

« Likvidaciu pripadnych potencialne toxickych stcasti definuju federalne, Statne alebo miestne predpisy.

* Minimalizujte mikrobialnu kontaminaciu cinidiel. V opaénom pripade méze dojst k zvyseniu nespecifického zafarbenia.

+ Nedodrzanie predpisanych déb zachytu, inkuba¢nych dob alebo teplot moze viest k nespravnym vysledkom. VSetky takéto zmeny si
vyZaduju validaciu pouzivatefom.

Navod na pouzitie

Primarna protilatka Wilms’ Tumor (WT49) bola vyvinuta na pouZzitie v automatizovanom systéme BOND (zahftia systémy BOND-MAX,

BOND-IIl a BOND-PRIME) v kombinacii so systtmom BOND Polymer Refine Detection a systtmom BOND-PRIME Polymer DAB Detection.
QOdporucany protokol farbenia a zachyt epitopov pre primarnu protilatku Wilms’ Tumor (WT49) st podrobne popisané v Tabulke €. 1.

Tabulka 1: Parametre protokolu u kazdého systému BOND.

BOND-MAX BOND-III BOND-PRIME
Zachyt epitopov Zachyt epitopov s tepelnou Zachyt epitopov s tepelnou Zachyt epitopov s tepelnou
indukciou pomocou pripravku indukciou pomocou pripravku indukciou pomocou pripravku
BOND Epitope Retrieval Solution 2 | BOND Epitope Retrieval Solution 2 | BOND-PRIME Epitope Retrieval
po dobu 30 minat po dobu 30 minat Solution 2 po dobu 30 minat
Protokol farbenia *IHC Protocol F *IHC Protocol F *IHC Protocol F

Ocakavané vysledky (generované pomocou *IHC Protocol F na platforme BOND-IIl pomocou systému BOND Polymer Refine Detection)

Normaélne tkaniva

Klon WT49 detekoval pritomnost antigénu Wilmsovho tumoru v jadrach stromalnych buniek vaje¢nikov, maternice a kréka maternice,
v Sertoliho bunkach semennikov a v podocytoch a glomeruloch obli¢iek. Klon WT49 nezafarbil endotelové bunky. (Celkovy pocet
vySetrenych pripadov = 139).

Néadorové tkaniva

Klon WT49 zafarbil 4/85 nadorov oblic¢iek (vratane 4/9 Wilmsovych tumorov, 0/32 karcinémov zo svetlych buniek, 0/18 karcinémov

z prechodnych buniek, 0/10 papilarnych karcinémov z obli¢kovych buniek, 0/5 karcindmov zo skvaméznych buniek, 0/2 karcinémov
zbernych kanalikov, 0/2 nediferencovanych karcindmov, 0/4 metastatickych karcinémov zo svetlych buniek, 0/1 metastaticky
chromofébny karciném a 0/2 hyperplazie), 4/5 zapalovych stavov obli¢iek (vratane 2/3 intersticidlnej nefritidy, 1/1 chronickej
pyelonefritidy a 1/1 akutnej pyelonefritidy) a 5/7 nadorov vaje¢nikov (vratane 4/4 ser6znych nadorov, 1/1 endometrioidného
adenokarcinému, 0/1 adenokarcinému a 0/1 nadoru z buniek granulézy). Farbenie nebolo pozorované u nadorov pluc (0/5), stitnej
zlazy (0/5), karcindmov kréka maternice (0/4), nadorov hrubého ¢reva (0/4), hepatocelularnych karcinémov (0/4), nadorov prsnika (0/4),
nadorov mozgu (0/4), lymfémov (0/3), nadorov nadobliciek (0/2), nadorov mocového mechura (0/2), nadorov pazeraka (0/2), nadorov
zaludka (0/2), nadorov tenkého creva (0/2), nadorov koneénika (0/3), metastatickych nadorov (0/3), nadorov hlavy a krku (0/2), nadorov
prostaty (0/2), nadorov slinnych Zliaz (0/2), seminémov (0/2), chondrosarkémov (0/1), melanémov (0/1), nadorov jazyka (0/1), nadorov
pankreasu (0/1), nadorov koze (0/1) a pro hyperplastickej prostate (0/1). (Celkovy pocet vySetrenych pripadov = 160).

Specifické obmedzenia pre tento vyrobok

Spolo¢nost Leica Biosystems optimalizovala protilatku Wilms’ Tumor (WT49) na pouzitie so systémom BOND Polymer Refine Detection,
pomocnymi ¢inidlami BOND, so systémom BOND-PRIME Polymer DAB Detection a s pomocnymi ¢inidlami BOND-PRIME. Pouzivatelia,
ktori sa odchylia od odpori€anych testovacich postupov, musia akceptovat zodpovednost za interpretaciu vysledkov pacienta za tychto
okolnosti. Casy podra protokolu sa mozu ligit z dévodu odchylok vo fixacii tkaniva a Gginnosti zvyraznenia antigénu a musia sa zistit
empiricky. Pri optimalizacii podmienok zachytu a ¢asov podla protokolov je potrebné pouzit negativne kontroly ¢inidlom.

Riesenie problémov

Pri naprave moéze byt napomocna referencia 3.

Neobvyklé zafarbenie ohlaste miestnemu distributorovi alebo regionalnej pobocke spolo¢nosti Leica Biosystems.

Dalsie informacie

Dalsie informacie o imunofarbeni s &inidlami BOND najdete v &astiach Princip postupu, PoZadované materialy, Priprava vzorky,
Kontrola kvality, Overenie testu, Interpretacia zafarbenia, Legenda k symbolom na oznaceni a VS§eobecné obmedzenia v pouzivatelskej
dokumentacii k systému BOND ,Pouzivanie ¢inidiel BOND".
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Zmenit’ historiu

Revizia: Datum
vydania

Detail revizie

17. oktébra 2022

Histéria zmien: Zahrnutie novej ¢asti obsahujuicej tabulku Histéria zmien a revizie: Datum vydania.
Revizia / Datum vydania: Zmena nazvu ¢asti od Datumu vydania.

Vseobecné zmeny: Odstranenie webového sidla www. from LeicaBiosystems.com.

Ocakavané vysledky: Aktualizované o vyhodnotené tkaniva a udaje.

Predna strana: Odstranenie iba Rx.

Zadna strana: Doplnenie Gdajov a symbolu ES REP.

Adresa v USA bola aktualizovana. Telefénne ¢islo v USA a Kanade bolo aktualizované. Telefénne
&islo v Australii bolo odstranené. Aktualizovany nazov/meno a adresa zastupcu EU, oprava v nazve
kanadského subjektu.
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Primarno antitelo BOND spremno za upotrebu
Wilms’ Tumor (WT49)
Kataloski broj: PA0562

Namena
Ovaj reagens namenijen je za in vitro dijagnosticku upotrebu.

Monoklonsko antitelo Wilms” Tumor (WT49) namenjeno je za primenu u kvalitativnoj identifikaciji svetiosnom mikroskopijom pomoc¢u
humanog genskog proizvoda Wilms’ Tumor (WT1) u tkivu fiksiranom formalinom i utopljenom u parafin putem imunohistohemijskog
bojenja uz upotrebu automatizovanog sistema BOND (obuhvata sistem BOND-MAX, sistem BOND-III i sistem BOND-PRIME).

Klinicko tumacenje bilo kog bojenja ili njegovo odsustvo treba da bude dopunjeno morfoloskim studijama i pravim kontrolama, a
kvalifikovani patolog treba da ga proceni u kontekstu klini¢ke istorije pacijenta i drugih dijagnostickih testova.

Kratak pregled i objasnjenje

Imunohistohemijske tehnike mogu se upotrebiti kako bi se pokazalo prisustvo antigena u tkivu i ¢elijama (pogledajte ,Upotreba reagensa
BOND* u svojoj korisni¢koj dokumentaciji). Primarno antitelo Wilms’ Tumor (WT49) spremno je za upotrebu proizvoda koji je optimizovan
za upotrebu sa sistemom BOND Polymer Refine Detection (DS9800) i BOND-PRIME Polymer DAB Detection System (DS9284).
Prikazivanje humanog proizvoda gena WT1 Wilms’ Tumor postize se tako $to se prvo dozvoli vezivanje Wilms’ Tumor (WT49) za

presek, a onda se vizuelizuje to vezivanje primenom reagensa koji se isporu¢uju sa sistemom za detekciju. Upotreba ovih preparata,

u kombinaciji sa automatizovanim sistemom BOND (obuhvata sistem BOND-MAX, sistem BOND-III i sistem BOND-PRIME), smanjuje
mogucnost ljudske greske i inherentnu varijabilnost koja je rezultat razblazenja individualnog reagensa, ruénog pipetiranja i primene
reagensa.

Reagensi koji se isporuc¢uju
Wilms’ Tumor (WT49) jeste mi§je antihumano monoklonsko antitelo koje se proizvodi kao supernatant kulture tkiva, i isporu€uje u Tris
puferovanom fizioloSkom rastvoru sa proteinom nosacem, i sadrzi 0,35% ProClinTM™ 950 kao konzervans.

Ukupna zapremina = 7 ml

Klon
WT49.

Imunogen
Prokariotski rekombinantni protein koji sadrzi 1-181 aminokiselina N-terminala proteina Wilms’ Tumor.

Specificnost
Humani genski proizvod Wilms’ Tumor WT1.

Potklasa
1gG1.

Ukupna koncentracija proteina
Oko 10 mg/ml.

Koncentracija antitela
Veca ili jednaka 2,3 mg/l kako je odredeno testom ELISA.

Razblazivanje i mesanje
Primarno antitelo Wilms’ Tumor (WT49) je optimalno razblazeno za upotrebu u sistemu BOND (obuhvata sistem BOND-MAX, sistem
BOND-III i sistem BOND-PRIME). Rekonstitucija, mesanje, razblaZivanje ili titracija ovog reagensa nisu potrebni.

Potrebni materijali koji se ne isporucuju

Pogledajte ,Upotreba reagensa BOND” u svojoj korisnickoj dokumentaciji BOND ili odeljke 1 i 3 u svojoj korisnickoj dokumentaciji
BOND-PRIME radi kompletne liste materijala koji su potrebni za tretiranje uzoraka i imunohistohemijsko bojenje pomocu sistema BOND
(obuhvata sistem BOND-MAX, sistem BOND-III i sistem BOND-PRIME).

Skladistenje i stabilnost

Cuvaijte na 2-8 °C. Nemojte da koristite nakon datuma isteka roka upotrebe navedenog na oznaci na posudi.

Znaci koji ukazuju na kontaminaciju odnosno nestabilnost Wilms’ Tumor (WT49) jesu zamuéenost rastvora, pojava (neprijatnog) mirisa i
prisustvo taloga.

Vratite na 2—8 °C odmah nakon upotrebe.

Korisnik mora da verifikuje uslove skladistenja koji se razlikuju od ovih prethodno navedenih.

Mere predostroznosti

« Ovaj preparat namenjen je za in vitro dijagnosti¢ku upotrebu.

« Koncentracija ProClin™ 950 jeste 0,35%. Sadrzi aktivni sastojak 2-metil-4-izotiazolin-3-jedan, i moze da izazove iritaciju koze, o€iju,
sluzokozZe i gornjeg respiratornog trakta. Nosite rukavice za jednokratnu upotrebu kada rukujete reagensima.

« Da biste dobili primerak ,Bezbednosnog lista”, obratite se svom lokalnom distributeru ili regionalnoj kancelariji kompanije Leica
Biosystems ili posetite internet stranicu Leica Biosystems: LeicaBiosystems.com.
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« Uzorcima, pre i posle fiksiranja, i svim materijalima koji su njima izloZeni, treba rukovati kao da mogu da prenesu infekciju i treba ih
odlagati uz odgovarajuce mere predostroznosti2. Nikada nemojte da pipetirate reagense ustima i izbegavaijte da reagensi ili uzorci
dodu u dodir sa kozom i sluzokoZzom. Ukoliko reagensi ili uzorci dodu u dodir sa osetljivim delovima, dobro isperite obilnom koli¢inom
vode. Potrazite medicinski savet.

* Za odlaganje svih potencijalno toksi¢nih komponenti, pogledajte savezne, drzavne ili lokalne propise.

* Moze doci do minimalne mikrobne kontaminacije reagensa ili pojacanog nespecificnog bojenja.

« Demaskiranje, vremena inkubacije ili temperature koje se razlikuju od navedenih mogu dati pogre$ne rezultate. Svaku takvu promenu
mora da validira korisnik.

Uputstvo za upotrebu
Primarno antitelo Wilms’ Tumor (WT49) izradeno je za upotrebu u automatizovanom sistemu BOND (obuhvata sistem BOND-MAX,
sistem BOND-III i sistem BOND-PRIME) u kombinaciji sa sistemom BOND Polymer Refine Detection i BOND-PRIME Polymer DAB

Detection System. Preporuceni protokol bojenja i demaskiranje epitopa za primarno antitelo Wilms’ Tumor (WT49) detaljno su navedeni
u Tabeli 1.

Tabela 1: Parametri protokola za svaki sistem BOND.

BOND-III

BOND-MAX BOND-PRIME

Demaskiranje
epitopa

Termicko demaskiranje epitopa
uz primenu rastvora 2 za
demaskiranje epitopa BOND u
periodu od 30 minuta

Termicko demaskiranje epitopa
uz primenu rastvora 2 za
demaskiranje epitopa BOND u
periodu od 30 minuta

Termic¢ko demaskiranje epitopa
uz primenu rastvora 2 za
demaskiranje epitopa BOND-
PRIME u periodu od 30 minuta.

*IHC Protocol F *IHC Protocol F *IHC Protocol F

Protokol bojenja

Ocekivani rezultati (generisani uz *IHC Protocol F na platformi BOND-III kori§éenjem sistema BOND Polymer Refine Detection)

Normalna tkiva
Klon WT49 detektuje antigen Wilms’ Tumor u jedru stromalnih ¢elija jajnika, materice i grli¢éa materice, u Sertolijevim celijama testisa i u
podocitima i glomerulima bubrega. Klon WT49 ne boji endotelijalne ¢éelije. (Ukupan broj normalnih procenjenih slu¢ajeva = 139).

Tkiva tumora

Klon WT49 je obojio 4/85 tumora bubrega (uklju¢ujuc¢i 4/9 Wilms’ Tumor, 0/32 karcinoma svetlih ¢elija, 0/18 karcinoma prelaznih
¢éelija, 0/10 papilarnih karcinoma ¢elija bubrega, 0/5 papilarnih karcinoma celija bubrega, 0/2 karcinoma kolektorskih kanala, 0/2
nediferenciranih karcinoma, 0/4 metastatskih karcinoma svetlih ¢elija, 0/1 metastatskih hromofobnih karcinoma i 0/2 hiperplaziju),

4/5 zapaljenskih stanja bubrega (ukljucujuci 2/3 intersticijski nefritis, 1/1 hronicni filonefritis i 1/1 akutni filonefritis), i 5/7 tumora

jajnika (ukljuCuju¢i 4/4 ozbiljna tumora, 1/1 endometrioidni adenokarcinom, 0/1 adenokarcinoma i 0/1 granuloza ¢elijskih tumora).

Nije primeceno bojenje kod tumora na plu¢ima (0/5), tireoidnih tumora (0/5), karcinoma grli¢éa materice (0/4), tumora debelog creva
(0/4), hepatocelularnih karcinoma (0/4), tumora dojke (0/4), tumora na mozgu (0/4), limfoma (0/3), tumora nadbubrezne Zlezde (0/2),
tumora besike (0/2), ezofagijalnih tumora (0/2), gastrickih tumora (0/2), tumora tankog creva (0/2), rektalnih tumora (0/3), metastatskih
tumora (0/3), tumora glave i vrata (0/2), tumora prostate (0/2), tumora pljuva¢ne Zlezde (0/2), seminoma (0/2), a hondrosarkoma (0/1),
melanoma (0/1), tumora jezika (0/1), tumora pankreasa (0/1), tumora koze (0/1) i hiperplasti¢ne prostate (0/1). (Ukupan broj normalnih
procenjenih slu¢ajeva = 160).

Ograni¢enja koja se odnose na konkretan preparat

Wilms’ Tumor (WT49) je optimizovan u kompaniji Leica Biosystems za upotrebu sa sistemom BOND Polymer Refine Detection,
pomocnim reagensima BOND, sistemom BOND-PRIME Polymer DAB Detection System i pomo¢nim reagensima BOND-PRIME.
Korisnici koji odstupaju od preporucenih postupaka moraju da prihvate odgovornost za tumacenje rezultata pacijenata pod tim
okolnostima. Vremena protokola mogu varirati, zbog varijacije u fiksaciji tkiva i delotvornosti pojacanja antigena i moraju se empirijski
odrediti. Treba koristiti negativne kontrole reagensa prilikom optimizacije uslova za demaskiranje i vremena protokola.

Resavanje problema
Da biste otklonili problem, pogledaijte referencu br. 3.
Obratite se svom lokalnom distributeru ili regionalnoj kancelariji kompanije Leica Biosystems da biste prijavili neuobi¢ajeno bojenje.

Dodatne informacije

Dodatne informacije o imunobojenju reagensima BOND, pod naslovima Princip postupka, Potrebni materijali, Priprema uzoraka,
Kontrola kvaliteta, Verifikacija testa, Tumacenje bojenja, Objasnjenje simbola na etiketama i Op$ta ograni¢enja mozete naci u svojoj
korisni¢koj dokumentaciji ,Upotreba reagensa BOND*.

Bibliografija
1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 jeste zastitni znak kompanije Supelco, koja je deo korporacije Sigma-Aldrich.
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Prethodne promene

Revizija: Datum
izdavanja

Detalji revizije

17 oktobar 2022

Prethodne promene: Uklju¢ivanje novog odeljka koji sadrzi tabelu Prethodne promene i Reviziju: Datum
izdavanja.

Revizija / datum izdavanja: Promena naziva odeljka od datuma izdavanja.

Opste izmene: Uklanjanje www. from LeicaBiosystems.com.

Ocekivani rezultati: AZzurirano procenjenim tkivima i podacima.

Prednja strana: Uklanjanje samo Rx.

Zadnja strana: Dodatni EC REP detalji i simbol.

Americka adresa je azurirana. Broj telefona za SAD i Kanadu je azuriran. Australijski broj telefona je
uklonjen. Ime i adresa predstavnika EU aZurirani, ispravka imena kanadskog entiteta.
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BOND lietoSanai gatava primara antiviela
Wilms’ Tumor (WT49)
Numurs kataloga: PA0562

Paredzétais lietojums
Sis reagents ir domats in vitro diagnostikai.

Wilms’ Tumor (WT49) monoklonala antiviela ir paredzéta cilvéka Vilmsa tumora WT1 géna produkta kvalitativai identifikacijai ar gaismas
mikroskopiju formalina fiksétos, parafina iegulditos audos ar imanhistokimisku iekrasojumu, izmantojot automatizéto BOND sistému
(ietver BOND-MAX sistému, BOND-III sisttmu un BOND-PRIME sistému).

Jebkada krasojuma vai ta trakuma kliniskais skaidrojums jasagatavo, izmantojot morfologisko izpéti un atbilstosas kontroles, ka arf to ir
janoverte kvalificetam patologam, nemot véra ari pacienta slimibas vésturi un citas diagnostiskas parbaudes.

Kopsavilkums un skaidrojums

Lai apliecinatu antigénu klatbatni audos un §lnas, var izmantot imunohistokimiskas metodes (skatiet BOND lietotaja dokumentacijas
nodalu “BOND reagentu lieto$ana”). Wilms’ Tumor (WT49) primara antiviela ir lieto$anai sagatavots produkts, kas ir optimizéts
izmanto$anai BOND Polymer Refine Detection sistéma (DS9800) un BOND-PRIME Polymer DAB Detection System (DS9284). Cilvéka
Wilms’ Tumor WT1 géna produkta uzradiSanu panak, vispirms laujot Wilms’ Tumor (WT49) saistities ar preparatu un tad vizualizéjot

$0 saistidanos, izmantojot noteik§anas sistéma ieklautos reagentus. So produktu izmanto$ana kopa ar automatisko BOND sistému
(ietver BOND-MAX sistému, BOND-III sisttmu un BOND-PRIME sistému) samazina iesp&jamas cilvéka pielautas klidas un raksturigo
mainigumu, ko izraisa atsevisku reagentu atskaidisana, manuala pipetésana un reagentu izmanto$ana.

leklautie reagenti
Wilms’ Tumor (WT49) ir peles pret cilvéka monoklonéla antiviela, kas izstradata ka audu kultdras virs&jais slanis un kas tiek piegadata
trisbuferéta fiziologiskaja $kiduma ar neséjproteinu, kas ka konservantu satur 0,35% ProClin™ 950.

Kopéjais tilpums = 7 ml.

Klons
WT49.

Antigéns
Prokariotisks rekombinants proteins, kas satur 1-181 aminoskabes no Wilms’ Tumor proteina N gala.

Specifiskums
Cilvéka Wilms Tumor WT1 géna produkts.

Apaksklase
1gG1.

Kopéja proteinu koncentracija
Apméram 10 mg/ml.

Antivielu koncentracija
Lielaka par vai vienada ar 2,3 mg/l saskana ar ELISA prasibam.

AtsSkaidiSana un sajaukS$ana
Wilms’ Tumor (WT49) primara antiviela ir optimali atSkaidita izmanto$anai BOND sistéma (ietver BOND-MAX sistému, BOND-III sistému
un BOND-PRIME sistému). Sim reagentam nav nepiecie$ama sagatavo$ana lietodanai, sajauk$ana, atSkaidiSana vai titréSana.

NepiecieSamie materiali, kas nav ieklauti

Visu paraugu apstradei un imiinhistokimiskai iekraso$anai BOND sistéma (ietver BOND-MAX sistému, BOND-III sisttmu un BOND-
PRIME sistému) nepiecieS$amo materialu sarakstu skatiet BOND lietotaja dokumentacijas sadala “BOND reagentu lieto$ana” vai BOND-
PRIME lietotaja dokumentacijas 1. un 3. sadala.

Uzglabasana un stabilitate
Uzglabat 2—-8 °C temperatiira. Nelietojiet péc tvertnes uzlimé noradita deriguma termina beigu datuma.

Wilms’ Tumor (WT49) kontaminacijas un/vai nestabilitates pazimes ir $adas: Skiduma dulkainiba, aromata veidoSanas un dalinu
klatbatne.

Pé&c izmanto$anas nekavéjoties novietojiet atpakal 2—-8 °C temperatra.
Par uzglabasanas apstakliem, kas atskiras no ieprieks minétajiem, ir japarliecinas pasam lietotajam’.

Drosibas pasakumi

«  Sis produkts ir paredzéts in vitro diagnostiskajai lieto$anai.

« ProClin™ 950 koncentracija ir 0,35%. Satur aktivo sastavdalu 2-metil-4-izotiazolina-3-onu un var izraisit adas, acu, glotu membranu
un augséjo elposanas celu kairindgjumu. Kad rikojaties ar reagentiem, uzvelciet vienreizlietojamos cimdus.

« Laiiegttu materialu drosibas datu lapas kopiju, sazinieties ar vietéjo izplatitaju, Leica Biosystems regionalo biroju vai apmekligjiet
Leica Biosystems timekla vietni LeicaBiosystems.com.
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« Ar paraugiem pirms un péc fiksacijas un to ietekmétajiem materialiem ir jarikojas ta, it ka tie varétu parnésat infekciju, un no tiem
ir jaatbrivojas, ievérojot pienacigus drosibas pasakumus?. Nekad nenemiet pipeté reagentus, izmantojot muti, ka arf izvairieties no
adas un glotu membranu saskarsmes ar reagentiem vai paraugiem. Ja reagenti vai paraugi nonak saskarsmé ar jutigam zonam,
nomazgajiet tas ar lielu daudzumu Gdens. Meklgjiet medicinisko palidzibu.

« Informaciju par atbrivo$anos no jebkadiem potenciali bistamiem komponentiem skatiet federalajos, valsts vai vietéjos tiesibu aktos.

* Maksimali samaziniet reagentu bakterialo piesarnojumu, jo pretéja gadijuma var rasties nespecifisks iekrasojums.

« Jatiek izmantotas Seit nenoraditas paraugu izgti$anas metodes, inkubécijas laiks vai temperatra, var tikt iegati klGdaini rezultati.
Jebkadas $adas izmainas ir jaapstiprina lietotajam.

LietoSanas noradijumi

Wilms’ Tumor (WT49) primara antiviela ir izstradata izmanto$anai automatiskaja BOND sistéma (ietver BOND-MAX sistému, BOND-III

sistemu un BOND-PRIME sistému) kopa ar BOND Polymer Refine Detection un BOND-PRIME Polymer DAB Detection System. Wilms’
Tumor (WT49) primaras antivielas iekraso$anai ieteicamais protokols un epitopu izgt$ana ir aprakstiti 1. tabula.

1. tabula. Protokola parametri katrai BOND sistémai.
BOND-III

BOND-MAX BOND-PRIME

Epitopu izgt$ana

Termiska epitopa izgi$ana
30 mindtes, izmantojot Skidumu
BOND Epitope Retrieval

Termiska epitopa izgG$ana
30 mindtes, izmantojot Skidumu
BOND Epitope Retrieval

Termiska epitopa izgt$ana
30 mindtes, izmantojot Skidumu
BOND-PRIME Epitope Retrieval

Solution 2.
*IHC Protocol F

Solution 2.
*IHC Protocol F

Solution 2.
*IHC Protocol F

Kraso8anas pro-
tokols

Gaidamie rezultati (iegati ar *IHC Protocol F BOND-III platforma, lietojot BOND Polymer Refine Detection sistému)

Normali audi
Klons WT49 Vilmsa tumora antigénu noteica olnicu, dzemdes un dzemdes kakla stromas $tnu kodolos, séklinieku Sertoli $Ginas un
nieru podocTtos un glomerulos. Klons WT49 neiekraso endotélija $tnas. (Novértéto normalu paraugu kopéjais skaits = 139).

Audzéju audi

Klons WT49 iekrasoja 4/85 nieru audzéjiem (tostarp 4/9 Vilmsa audzéjiem, 0/32 gaiSo $tnu audzé&jiem, 0/18 parejas $tnu karcinomam,
0/10 papilaram nieru $anu karcinomam, 0/5 plakanstnu karcinomam, 0/2 savacéjkanalinu karcinomam, 0/2 nediferencétam
karcinomam, 0/4 metastatiskam gai$o $nu karcinomam, 0/1 metastatiskas hromofobas karcinomas un 0/2 hiperplazijam), 4/5 nieru
iekaisuma stavokliem (tostarp 2/3 intersticialiem nefritiem, 1/1 hroniska pielonefrita un 1/1 akdta pielonefita) un 5/7 olnicu audzéjiem
(tostarp 4/4 seroziem audzé&jiem, 1/1 endometrija adenokarcinomas, 0/1 adenokarcinomas un 0/1 granulozo $0nu audzé&ja). Plausu
audzéju (0/5), vairogdziedzera audzéju (0/5), dzemdes kakla karcinomu (0/4), resnas zarnas audzéju (0/4), hepatocelularu karcinomu
(074), krats audzeju (0/4), smadzenu audzéju (0/4), limfomu (0/3), virsnieru audzéju (0/2), urinpasla audzéju (0/2), baribas vada audzéju
(0/2), kunga audzgju (0/2), tievas zarnas audzéju (0/2), taisnas zarnas audzéju (0/3), metastatisku audzé&ju (0/3), galvas un kakla
audzéju (0/2), prostatas audzé&ju (0/2), siekalu dziedzeru audzéju (0/2), seminomu (0/2), hondrosarkomas (0/1), melanomas (0/1), méles
audzéja (0/1), aizkunga dziedzera audzéja (0/1), adas audzéja (0/1) un hiperplastiskas prostatas (0/1) iekraso$anas netika novérota.
(Novértéto normalu paraugu kopéjais skaits = 160).

ilveka Wilm j ik8anai normal

Produktam raksturigie ierobezojumi

Wilms’ Tumor (WT49) ir optimizéts Leica Biosystems lietoSanai ar BOND Polymer Refine Detection, BOND paligreagentiem, BOND-
PRIME Polymer DAB Detection System un BOND-PRIME paligreagentiem. Lietotaji, kuri pilniba neievéro ieteiktas parbaudes
proceddras, $ados gadijumos uznemas atbildibu par pacienta rezultatu skaidrojumu. Protokola laiki var mainities atkariba no audu
fiksacijas un antigéna iedarbibas pastiprinasanas efektivitates atSkirtbam, un tie janosaka empiriski. Optimizéjot izgiSanas apstak|us un
protokola izpildes laiku, jaizmanto negativi reagentu kontrolmateriali.

Problému novérsana

Ja nepiecieSami korektivi pasakumi, skatiet 3. atsauci.

Lai zinotu par neparastu krasojumu, sazinieties ar vietéjo izplatitaju vai Leica Biosystems regionalo biroju.

Plasaka informacija

Plasaku informaciju par imtinkraso$anu ar BOND reagentiem var atrast BOND lietotaja dokumentacijas nodala “BOND reagentu

lietoSana” zem virsrakstiem Procediras princips, NepiecieSamie materiali, Parauga sagatavosana, Kvalitates kontrole, Skaitliskas
analizes paraugu apstiprina$ana, Krasojuma skaidrojums, Uzlimju simbolu skaidrojums un Vispargjie ierobeZojumi.

Izmantotas literatiras saraksts

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. Churchill Livingstone, New York. 1996.

4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:e347-e348

5. Lee SB, Haber DA. Wilms tumor and the WT1 gene. Experimental Cell Research. 2001;264(1):74-99.
ProClin™ 950 ir Supelco, Sigma-Aldrich Corporation dalas, pre¢u zime.
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Izmainu vésture

Parskatijums:

lzdoanas datums Detalizéta informacija par parskatijumu

2022. gada 17. | Izmainu vésture: leklauta jauna sadala, kas satur izmainu véstures tabulu un vienumu “Parskatijums:
oktobris izdoSanas datums”.

Parskatijums/izdo$anas datums: sadalas virsraksta nomaina no “lzdo8anas datums”.

Visparigas izmainas: “www.” nonemsana no LeicaBiosystems.com.

Gaidamie rezultati: atjauninats ar novértétajiem audiem un datiem.

Priek$éja lapa: iznemts “Tikai pret recepti”.

Aizmuguréja lapa: pievienota parstavja Eiropas Kopiena informacija un simbols.

B | Atjauninata ASV adrese. Atjauninats ASV un Kanadas talruna numurs. Nonemts Australijas talruna
numurs. Atjauninats ES parstavniecibas nosaukums un adrese, labojums Kanadas uznémuma
nosaukuma.
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ParuoStas naudoti BOND pirminis antikiinas
» Wilms’ Tumor* (WT49)
Katalogo Nr. PA0562

Paskirtis
Sis reagentas skirtas in vitro diagnostikai.

L,Wilms’ Tumor* (WT49) monokloninis antikiinas skirtas Zzmogaus Vilmso naviko WT1 geny produktui kokybiskai identifikuoti naudojant
Sviesos mikroskopijg formalinu fiksuotuose, parafinuotuose audiniuose imunohistocheminio dazymo biidu automatizuota BOND sistema
(iskaitant sistemas BOND-MAX, BOND-III ir BOND-PRIME).

Klinikinj bet kokio dazymo ar jo nebuvimo aiSkinima turéty papildyti morfologiniai tyrimai ir tinkamos kontrolés priemonés, ir jj turéty
jvertinti kvalifikuotas patologas, atsizvelgdamas j paciento klinikine istorijg ir kitus diagnostinius tyrimus.

Santrauka ir paaiSkinimas

Imunohistocheminiai metodai gali bati naudojami siekiant jrodyti, kad audinyje ir Igstelése yra antigeny (zr. BOND naudotojo dokumenty
dalj ,BOND reagenty naudojimas®). ,Wilms’ Tumor* (WT49) pirminis antik@inas yra paruostas naudoti, sistemai ,BOND Polymer Refine
Detection* (DS9800) ir ,BOND-PRIME Polymer DAB Detection System* (DS9284) pritaikytas produktas. Zmogaus Vilmso naviko WT1
geny produktas gaunamas pirmiausia leidziant ,Wilms’ Tumor” (WT49) susijungti su pjaviu ir paskui vizualizuojant §j rysj pasitelkus
aptikimo sistemoje pateikiamus reagentus. Naudojant Siuos produktus kartu su automatizuota BOND sistema (jskaitant sistemas
BOND-MAX, BOND-III ir BOND-PRIME), sumazinama zmogiskujy klaidy ir neiSvengiamo kintamumo, atsirandanciy dél atskiry reagenty
praskiedimo, rankinio lasinimo pipete ir reagento taikymo, tikimybée.

Pateikti reagentai

L,Wilms’ Tumor (WT49)" yra peliy antiZmogaus monokloninis antikiinas, pagamintas kaip audinio kultdros supernatantas ir tiekiamas
,Tris" buferiniame fiziologiniame tirpale su pernasos baltymu, kurio sudétyje yra 0,35 % konservanto ,ProClin™ 950*.

Bendras taris = 7 ml.

Klonas
WT49.

Imunogenas
Prokariotinis rekombinantinis baltymas, turintis Vilmso naviko N galinés dalies 1-181 aminoragstis.

SpecifiSkumas
Zmogaus Vilmso naviko WT1 geny produktas.

Poklasis
1gG1.

Bendra baltymy koncentracija
Mazdaug 10 mg/ml.

Antikiiny koncentracija
Didesné arba lygi 2,3 mg/l, nustatyta ELISA badu.

Skiedimas ir maiSymas
L,Wilms’ Tumor “ (WT49) pirminis antikGinas yra optimaliai praskiestas naudoti BOND sistemoje (jskaitant sistemas BOND-MAX, BOND-III
ir BOND-PRIME). Sio reagento nereikia tirpinti, maidyti, skiesti arba titruoti.

Reikalingos, bet nepateiktos medziagos

Visg medziaguy, reikalingy méginiams paruosti ir dazyti imunohistocheminiu badu BOND sistemoje (jskaitant sistemas BOND-MAX,
BOND-IIl ir BOND-PRIME), sgrasg rasite BOND naudotojo dokumenty dalyje ,BOND reagenty naudojimas” arba BOND-PRIME
naudotojo dokumenty 1 ir 3 skyriuose.

Laikymas ir stabilumas

Laikyti 2—8 °C temperatiroje. Nenaudoti pasibaigus talpyklos etiketéje nurodytam tinkamumo laikui.

,Wilms’ Tumor* (WT49) uzterSimo ir (arba) nestabilumo poZymiai yra tirpalo drumstumas, kvapo atsiradimas ir nuosédos.
Panaudojg, nedelsdami grazinkite produktg j 2—-8 °C temperatiros aplinkg.

Laikymo salygas, kurios skiriasi nuo apibadintyjy pirmiau, turi patikrinti naudotojas.

Atsargumo priemonés

« Sis produktas skirtas in vitro diagnostikai.

« ,ProClin™ 950" koncentracija yra 0,35 %. Sudétyje yra veikliosios medziagos 2-metil-4-izotiazolin-3-ono, kuri gali sudirginti oda, akis,
gleivines ir virSutinius kvépavimo takus. Dirbdami su reagentais, mavékite vienkartines pirstines.

+ Norédami gauti saugos duomeny lapo kopija, kreipkités | vietinj platintojg arba ,Leica Biosystems" regioninj biurag. Taip pat galite
apsilankyti ,Leica Biosystems" interneto svetainéje LeicaBiosystems.com.
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« Méginiai pries ir po fiksacijos bei visos medziagos, su kuriomis jie lietési, turi bati tvarkomi taip, lyg galéty perduoti infekcija, ir
Salinami laikantis atitinkamy atsargumo priemoniy2. Reagenty j pipete niekada nesiurbkite burna ir venkite reagenty bei méginiy
sglycio su oda ir gleivinémis. Reagentams arba méginiams patekus ant jautriy viety, nuplaukite dideliu kiekiu vandens. Kreipkités |
gydytoja.

« Informacijos apie potencialiai nuodingy komponenty $alinima ieSkokite federaliniuose, valstijos arba vietiniuose teisés aktuose.

* Kuo labiau sumazinkite mikrobinj reagenty mikrobinj uzterstuma, antraip gali padidéti nespecifinis dazymas.

« Taikant kitokig, nei nurodyta, i§gavimo ar inkubacijos trukme arba temperatira, rezultatai gali bati klaidingi. Bet kokj minétg pakeitimg
turi patvirtinti naudotojas.

Naudojimo instrukcija

L,Wilms’ Tumor “ (WT49) pirminis antikiinas skirtas naudoti automatizuotoje BOND sistemoje (jskaitant sistemas BOND-MAX, BOND-III ir

BOND-PRIME) kartu su sistemomis ,BOND Polymer Refine Detection* ir , BOND-PRIME Polymer DAB Detection“. Rekomenduojamas

dazymo protokolas ir epitopy iSgavimo badas naudojant ,Wilms’ Tumor “ (WT49) pirminj antikGing nurodyti 1 lenteléje.

1 lentelé. Protokolo parametrai kiekvienai BOND sistemai.

BOND-III

BOND-MAX BOND-PRIME

Epitopy iSgavimas

Silumos sukeltas epitopy isgavimas
30 minuciy naudojant ,BOND
Epitope Retrieval Solution 2*

Silumos sukeltas epitopy isgavimas
30 minuciy naudojant ,BOND
Epitope Retrieval Solution 2*

Silumos sukeltas epitopy
igavimas 30 minuciy naudojant
,BOND-PRIME Epitope Retrieval

Solution 2°.
*IHC Protocol F

*IHC Protocol F *IHC Protocol F

Dazymo protokolas

Tikétini rezultatai (gauti BOND-III platformoje taikant ,*IHC Protocol F* ir naudojant ,BOND Polymer Refine Detection System*)

Normalds audiniai

Klonas WT49 aptiko Vilmso naviko antigeng kiausidziy, gimdos ir gimdos kaklelio strominiy Igsteliy branduolyje, séklidziy Sertolio
lastelése ir inksty podocituose bei glomerulose. Klonas WT49 nenudazo endotelio Igsteliy. (Bendras vertinty atvejy skaiCius = 139).
Navikiniai audiniai

Klonas WT49 nudazé 4/85 inksty naviky (jskaitant 4/9 Vilmso naviky, 0/32 skaidriujy lasteliy karcinomy, 0/18 tarpiniy Iasteliy karcinomy,
0/10 papiliariniy inksty Igsteliy karcinomy, 0/5 ploks¢ialgsteliniy karcinomy, 0/2 surinkimo latako karcinomuy, 0/2 nediferencijuoty
karcinomy, 0/4 metastaziniy skaidriyjy lasteliy karcinomy, 0/1 metastazinés chromofoby karcinomos ir 0/2 hiperplazijos atvejy), 4/5
inksty uzdegimo atvejy (jskaitant 2/3 intersticinio nefrito, 1/1 létinio pielonefrito ir 1/1 Gminio pielonefrito atvejy) ir 5/7 kiausidziy naviky
(jskaitant 4/4 seroziniy naviky, 1/1 endometriumo adenokarcinomos, 0/1 adenokarcinomos ir 0/1 granuliozés Iasteliy naviko). Nebuvo
nudazyti plauciy navikai (0/5), skydliaukés navikai (0/5), gimdos kaklelio naviky karcinomos (0/4), tiesiosios Zarnos navikai (0/4), kepeny
Iasteliy karcinomos (0/4), kraties navikai (0/4), smegeny navikai (0/4), limfomos (0/3), antinksciy navikai (0/2), Slapimo paslés navikai
(0/2), stemplés navikai (0/2), skrandzio navikai (0/2), plonosios Zarnos navikai (0/2), tiesiosios Zarnos navikai (0/3), metastaziniai

navikai (0/3), galvos ir kaklo navikai (0/2), prostatos navikai (0/2), seiliy liauky navikai (0/2), seminomos (0/2), chondrosarkoma (0/1),
melanoma (0/1), liezuvio navikas (0/1), kasos navikas (0/1), odos navikas (0/1) ir hiperplastiné prostata (0/1). (Bendras vertinty atvejy
skaicius = 160).

Su produktu susije apribojimai

,Leica Biosystems" optimizavo ,Wilms’ Tumor” (WT49) naudoti su sistema ,BOND Polymer Refine Detection*, BOND pagalbiniais
reagentais, ,BOND-PRIME Polymer DAB Detection System” ir BOND-PRIME pagalbiniais reagentais. Rekomenduojamy bandymo
procediry nesilaikantys naudotojai privalo prisiimti atsakomybe uz paciento rezultaty ai$kinimg tokiomis aplinkybémis. Protokolo trukmé
gali skirtis dél skirtingos audiniy fiksacijos ir antigeny stiprinimo veiksmingumo, todél turi bati nustatoma empiri§kai. Optimizuojant
iSgavimo salygas ir protokolo trukme turéty bati naudojamos neigiamosios reagenty kontrolés priemonés.

Gedimy paieska ir Salinimas
Taisomieji veiksmai apibadinti 3 nuorodoje.
Apie nejprastg dazyma praneskite vietiniam platintojui arba ,Leica Biosystems* regioniniam biurui.

Daugiau informacijos

Daugiau informacijos apie imuninj dazyma su BOND reagentais rasite BOND naudotojo dokumenty dalies ,BOND reagenty naudojimas*
poskyriuose ,Procediros principas”, ,Reikalingos medziagos®, ,Méginio paruosimas*, ,Kokybés kontrolé“, ,Tyrimo patikrinimas",
,Dazymo ai$kinimas®, ,Ant etikeciy patiekty simboliy paaiskinimas" ir ,Bendrieji apribojimai“.

Bibliografija

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February 28, 1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection of laboratory workers from infectious
diseases transmitted by blood and tissue; proposed guideline. 1991; 7(9). Order code M29-P.
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4. Omeroglu A and Omeroglu G. Pathologic quiz case: a 13-year-old with multiple abdominal masses. Arch Pathol Lab Med. 2003;
127:€347-e348
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Pakeitimy istorija

Redakcija: ISleidimo
data

Redakcijos informacija

2022 m. spalio 17 d.

Pakeitimy istorija: jtrauktas naujas skyrius su pakeitimy istorijos lentele ir perzidréto leidimo data.
ISleidimo data

Redakcijos / iSleidimo data: pakeistas skilties ,|Sleidimo data“ pavadinimas.

Bendrieji pakeitimai: pasalinta www. i$ LeicaBiosystems.com.

Tikétini rezultatai: pridéti vertinti audiniai ir datos.

Titulinis puslapis: pasalinta ,Tik pagal receptg®.

Paskutinis puslapis: pridéti EC REP duomenys ir simbolis.

Atnaujintas JAV adresas. Pridétas JAV ir Kanados telefono numeris. PaSalintas Australijos telefono

numeris. Atnaujintas atstovo ES pavadinimas ir adresas, pakoreguotas subjekto Kanadoje pavadinimas.
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Kasutusvalmis primaarne antikeha BOND
Wilms’ Tumor (WT49)
Kataloogi nr: PA0562

Kasutusotstarve
See reaktiiv on ette néhtud kasutamiseks in vitro diagnostikas.

Wilms’ Tumor (WT49) monoklonaalne antikeha on méeldud inimese * WT1 molekuli kvalitatiivseks tuvastamiseks valgusmikroskoobiga
formaliiniga fikseeritud, parafiini kastetud kudedes immuunohistokeemilise varvimisega, kasutades automatiseeritud BOND siisteemi
(sealhulgas BOND-MAX siisteem, BOND-III siisteem ja BOND-PRIME siisteem).

Igat tudpi varvumise voi selle puudumise Kliinilist tdlgendamist peavad toetama morfoloogilised uuringud ja nduetekohased kontrollid
ning neid tuleb hinnata, lahtudes patsiendi kliinilisest anamneesist ja muudest kvalifitseeritud patoloogide poolt teostatud diagnostilistest
testidest.

Kokkuvate ja selgitus

Antigeenide esinemise naitamiseks kudedes ja rakkudes voib kasutada immunohistokeemilisi tehnikaid (vt BOND-i kasutusjuhendist
,BOND-i reaktiivide kasutamine“). Wilms’ Tumor (WT49) esmane antikeha on kasutusvalmis toode, mis on optimeeritud kasutamiseks
koos BOND Polymer Refine Detection siisteemiga (DS9800) ja BOND-PRIME Polymer DAB tuvastamissiisteemiga (DS9284). Inimese
Wilmsi kasvaja WT1 geeniprodukti demonstreerimiseks lubatakse esmalt Wilmsi kasvaja (WT49) seondumine sektsiooniga ja seejarel
visualiseeritakse see seondumine, kasutades tuvastamissiisteemis olevaid reagente. Nende toodete kasutamine koos automatiseeritud
BOND-siisteemiga (sisaldab BOND-MAX siisteemi, BOND-III siisteemi ja BOND-PRIME siisteemi), véhendab inimlike vigade véimalust
ja loomuparast varieeruvust, mis tuleneb individuaalsest reaktiivi lahjendamisest, kasitsi pipeteerimisest ja reaktiivi pealekandmisest.

Pakendis olevad reaktiivid
Wilms’ Tumor (WT49) on hiire inimesevastane monoklonaalne antikeha, mis on valmistatud koekultuuri supernatandina ja tarnitud Tris-
puhverdatud fusioloogilises lahuses kandjavalguga, sisaldades sailitusainena 0,35% ProClin™ 950.

Kogumaht =7 ml.

Kloon
WT49.

Immunogeen
Prokartiootne rekombinantne valk, mis sisaldab Wilmsi kasvaja valgu N-terminuse aminohappeid 1-181.

Spetsiifilisus
Inimese Wilmsi kasvaja WT1 geeniprodukt.

Alamklass
1gG1.

Uldvalgu kontsentratsioon
Ligikaudu 10 mg/ml.

Antikeha kontsentratsioon
Suurem voi vordne 2,3 mg/l maaratuna ELISA-ga.

Lahjendamine ja segamine

Wilmsi kasvaja primaarset antikeha (WT49) on BOND susteemiga (sealhulgas BOND-MAX silisteem, BOND-III siisteem BOND-PRIME
stisteem) kasutamiseks optimaalselt lahjendatud. Selle reaktiivi manustamiskdlblikuks muutmine, segamine, lahjendamine véi tiitrimine
pole vajalik.

Vajalikud, kuid pakendis mitte sisalduvad materjalid

Proovi téétlemiseks ja in situ hiibridisatsiooni varvimiseks siisteemiga BOND (sh siisteemid BOND-MAX, BOND-III ja BOND-
PRIME) vajalike materjalide taielikku loetelu vt BOND-i kasutusjuhendi jaotisest ,BOND-i reaktiivide kasutamine“ véi BOND PRIME'i
kasutusjuhendi jaotistest 1 ja 3.

Sailitamine ja stabiilsus

Sailitada temperatuuril 2-8 °C. Mitte kasutada parast pakendi etiketil toodud aegumiskuupaeva.

Wilmsi kasvaja (WT49) saastumise ja/voi ebastabiilsuse nahud on lahuse hagusus, I6hna teke ja sademe esinemine.
Kohe pérast kasutamist viige tagasi temperatuurile 2—8 °C.

Eespool toodust erinevad sailitamistingimused tuleb kasutaja poolt kinnitada’.

Ettevaatusabinoud

« See toode on ette ndhtud kasutamiseks in vitro diagnostikas.

« ProClin™ 950 kontsentratsioon on 0,35%. See sisaldab toimeainet 2-metiiil-4-isotiasoliin-3-oon ja v6ib pdhjustada naha, siimade,
limaskestade ja tlemiste hingamisteede arritust. Kandke reaktiivide kasitsemisel tihekordseid kindaid.

« Materjali ohutuskaardi koopia saamiseks votke (ihendust kohaliku edasimiijaga voi ettevotte Leica Biosystems piirkondliku kontoriga
voi kiilastage alternatiivina Leica Biosystemsi veebilehte LeicaBiosystems.com.
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« Proove ja kdiki nendega kokkupuutuvaid materjale tuleb enne ja parast fikseerimist kasitseda kui infektsiooni edasikandmise véimet
omavaid ja visata &ra vastavaid ettevaatusabindusid rakendades?. Arge kunagi pipeteerige reaktiive suuga ja véltige reaktiivide vai
proovide kokkupuudet naha ja limaskestadega. Kui reaktiivid vi proovid puutuvad kokku tundlike piirkondadega, peske neid rohke
koguse veega. Podrduda arsti poole.

« Potentsiaalselt toksiliste (ihendite kasutusest kérvaldamiseks vt foderaalseid, osariigi voi piirkondlikke eeskirju.

« Minimeerige reaktiivide mikroobidega saastumist, vastasel juhul véib suureneda mittespetsiifiline varvumine.

« Tapsustatust erinevad kattesaadavaks tegemise, inkubeerimise ajad voi temperatuurid voivad anda valesid tulemusi. Iga selline
muudatus tuleb kasutaja poolt valideerida.

Kasutusjuhised

Wilmsi kasvaja primaarne antikeha(WT49) arendati valja kasutamiseks automatiseeritud stisteemiga BOND (sealhulgas stisteemidega
BOND-MAX, BOND-III ja BOND-PRIME) koos BOND Polymer Refine Detection ja BOND-PRIME Polymer DAB Detection System
stisteemidega. Wilmsi kasvaja (WT49) primaarse antikeha soovitatav varvimisprotokoll ja epitoobi otsimine on Uksikasjalikult kirjeldatud
tabelis 1.

Tabel 1. Protokolli parameetrid iga BOND-susteemi jaoks.

BOND-MAX BOND-III BOND-PRIME
Epitoopide kattesaa- | Kuumus-indutseeritud epitoobi Kuumus-indutseeritud epitoobi Kuumus-indutseeritud epitoobi
davaks muutmine kattesaadavaks muutmine kattesaadavaks muutmine kattesaadavaks muutmine
kasutades 30 minutit komplekti kasutades 30 minutit komplekti kasutades 30 minutit komplekti
BOND Epitope Retrieval Solution 2 | BOND Epitope Retrieval Solution 2 | BOND-PRIME Epitope Retrieval
Solution 2
Varvimisprotokoll *|HC protocol F *IHC protocol F *IHC protocol F

Eeldatavad tulemused (genereeritud *IHC protocol F-ga BOND-III platvormil, kasutades BOND Polymer Refine Detection
stisteemi)

Tavalised koed
Kloon WT49 tuvastas Wilmsi kasvaja antigeeni munasarjade, emaka ja emakakaela stroomarakkude tuumades, munandi Sertoli
rakkudes ning neerude podotsiiitides ja glomerulites. Kloon WT49 ei varvi endoteelirakke. (Hinnatud juhtumite koguarv = 139).

Kasvaja koed

Kloon WT49 varvis 4/85 neerukasvajat (sealhulgas 4/9 Wilmsi kasvajat, 0/32 selget rakukartsinoomi, 0/18 ileminekurakulist kartsinoomi,
0/10 papillaarset neerurakk-kartsinoomi, 0/5 lamerakk-kartsinoomi, 0/2 kogumiskanali kartsinoomi, 0/2 diferentseerumata kartsinoomi,
0/4 metastaatilist selgerakulist kartsinoomi, 0/1 metastaatilist kromofoobset kartsinoomi ja 0/2 hliperplaasiat), 4/5 neerupdletikku (sh

2/3 interstitsiaalne nefriit, 1/1 krooniline plelonefriit ja 1/1 age plelonefriit) ja 5/7 munasarjakasvajat (sealhulgas 4/4 seroosset kasvajat,
1/1 endometrioidset adenokartsinoomi, 0/1 adenokartsinoomi ja 0/1 granuloosraku kasvajat). Varvumist ei téheldatud kopsukasvajate
(0/5), kilpnaarmekasvajate (0/5), emakakaela kasvajate (0/4), kdarsoole kasvajate (0/4), hepatotsellulaarse kartsinoomi (0/4), rinnavahi
(0/4), ajukasvajate (0/4), Iimfoomide (0/3), neerupealiste k: jate (0/2), poie k jate (0/2), s60gitoru kasvajate (0/2), mao kasvajate
(0/ 2), peensoole kasvajate (0/2), parasoole k: jate (0/3), i tilised ki jate (0/3), pea- ja kaelapiirkonna kasvajate (0/2),
eesnaarmekasvajate (0/2), siljenaarme kasvajate (0/2), seminoomide (0/2), kondrosarkoomide (0/1), melanoomide (0/1), keelekasvajate
(0/1), pankrease kasvajate (0/1), naha kasvajate (0/1) ja hiiperplastiline eesnaareme (0/1) puhul. (Hinnatud juhtumite koguarv = 160).

ks normaal

Toote spetsiifilised piirangud

Wilmsi kasvaja (WT49) on Leica Biosystems siisteemis optimeeritud kasutamiseks koos BOND Polymer Refine Detectioni, BOND
lisareaktiivide, BOND-PRIME Polymer DAB Detection Systemi ja BOND-PRIME lisareaktiividega. Soovitatud katsemenetlustest kdrvale
kalduvad kasutajad peavad vétma vastutuse patsiendi tulemuste tdlgendamise eest nendel tingimustel. Protokolli ajad véivad erineda
tulenevalt koe fiksatsiooni varieeruvusest ja antigeenide tugevdamises tdhususest ning see tuleb maarata empiiriliselt. Kattesaadavaks
tegemise tingimuste ja protokolli aegade optimeerimiseks tuleks kasutada negatiivseid vordlusreaktiiviproove.

Torkeotsing
Parandusmeetmeid vt viide 3.
Ebatavalise varvumise teatamiseks votke (ihendust kohaliku edasimiija voi ettevotte Leica Biosystems piirkondliku kontoriga.

Taiendav teave

Taiendavat teavet BOND-i reaktiividega immunovérvimise kohta pealkirjadega ,Protseduuri pohiméte®, ,Vajalikud materjalid“, ,Proovi
ettevalmistamine®, ,Kvaliteedikontroll*, ,Anallisi kinnitamine®, ,Varvumise tdlgendamine®, ,Pohisiimbolid etikettidel” ja ,Uldised
piirangud* on leitavad BOND-i kasutusjuhendi jaotisest ,BOND-i reaktiivide kasutamine®.

Bibliograafia
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Muudatuste ajalugu

Ulevaatus:
Viljaandmise
kuupaev

Ulevaatuse andmed

17. oktoober 2022

Muudatuste ajalugu: Uue jaotise kaasamine, mis sisaldab muudatuste ajaloo tabelit ja versiooni:

Valjaandmise kuupaev.

Ulevaatuse/viljaandmise kuupaev: Léigu pealkirja muutmine alates valjaandmise kuupaevast.
Uldised muudatused: Eemaldamine saidilt www.LeicaBiosystems.com.

Eeldatavad tulemused: Uuendatud hinnatud kudede ja andmetega.

Esilehekiilg: Ainult Rx eemaldamine.

Tagaleht: EU REP iiksikasjade ja siimboli lisamine.

Uuendatud USA aadressid. Uuendatud USA ja Kanada telefoninumber Austraalia telefoninumber
eemaldatud. Uuendatud on EL-i esindaja nimi ja aadress, parandatud on Kanada liksuse nimi.
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EN INSTRUCTIONS FOR USE

Rabbit monoclonal antibody against

PAX8 (QR016)
In Vitro Diagnostic Use (IVD)
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Figure 1 Ovarian carcinoma stained with anti-PAX8
(QRO16)
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Secondary antibody is binding to the primary antibody, and
the enzyme complex labels this complex. The enzymatic
activation of the chromogen results in a visible reaction
product at the antigen site. Each step is incubated for a
precise time and temperature and requires interposed
washing steps. The specimen may then be counterstained.
Results are interpreted using a light microscope.

Materials provided

Product identification

C-P008-025 25yl Concentrate
C-P008-01 0.1 ml Concentrate
C-P008-05 0.5 ml Concentrate
C-P008-10 1 ml Concentrate
P-P008-30 3 ml Ready-to-use
P-P008-70 7 ml  Ready-to-use
P-P008-150 15 ml Ready-to-use

Intended use

Anti-human antibody for in vitro diagnostic use. The
primary antibody is intended for the qualitative detection of
associated antigens as listed in the section ‘Summary and
explanation’. It is intended to be used within an
immunohistochemistry (IHC) procedure on formalin-fixed,
paraffin-embedded (FFPE) tissue sections followed by
light microscopy visualization to aid tumor diagnosis. The
antibody may be used manually or with any automated
staining platform.

Authorized and skilled personnel may only use the
product. The clinical interpretation of any test results
should be evaluated within the context of the patient’s
medical history and other diagnostic laboratory test results.
A qualified pathologist must perform evaluation.

Primary antibody Anti-PAX8 (QR016)

Host Rabbit

Subclass 1gG

Immunogen Synthetic peptide of human PAX8

Antibody Concentrated antibody in TRIS

concentrate (pH 7.4) with < 1 % sera (bovine,
donkey) and < 0.1 % sodium azide

Recommended 1:100 — 1:200

working dilution

range

Ready-to-use Prediluted antibody in TRIS (pH

antibody 7.4) with < 1 % sera (bovine,

donkey) and < 0.1 % sodium azide

Product label shows the specific lot number. Each
individual lot is compared and adjusted to a reference lot
to ensure a consistent immunohistochemical staining
performance from lot-to-lot.

Prediluted antibody is ready-to-use and optimized for
staining. No further dilution, reconstitution, mixing, or
titration is needed.

Antibody concentrate is optimized for dilution within
dilution range using Q Diluent for IHC (Cat. No. AD-001-
xxxx). Indicated dilution range should be considered as
recommendation and depends on different facts (tissue,
fixation, incubation conditions, etc.). Optimum dilution to
be determined in user’'s own system.

Materials required but not provided

Summary and explanation

PAX8 is a member of the PAX family (Paired Box) of
transcription factors. It is vital for organogenesis during the
embryonic development of the kidneys, Mdller organs and
thyroid. Due to the restrictive expression in normal tissues,
PAX8 is a sensitive and specific marker for primary tumors
as well as for metastatic tumors from the above-mentioned
organs and tissues.

PAX8 is expressed in thyroid carcinoma (~90%),
endometrial carcinoma (84-98%), ovarian carcinoma (71-
99%) and renal cell carcinoma (~90%)!"-2.

Positive and negative controls

- Microscope slides (positively charged) and cover slips

- Staining jars

- Timer

- Xylene or xylene alternative, e.g. Q Dewax Solution
(Cat. No. DW-001-xxxx)

- Ethanol

- Deionized or distilled water

- Heating equipment for tissue pretreatment step

- Antibody diluent, e.g. Q Diluent for IHC (Cat. No. AD-
001-xxxx)
Antigen retrieval reagent, e.g. Q Retrieval Low pH 6.0
(Cat. No. AR-001-0120) or Q Retrieval High pH 9.0
(Cat. No. AR-002-0120)

- Detection system, e.g. PolyQ Stain kits and
appropriate chromogen

- Wash buffer, e.g. TBS (Cat. No. BU-006-xxxx) or TBS-
Tween20 (Cat. No. BU-007-xxxx)

- Blocking reagent

- Hematoxylin

- Mounting medium

- Light microscope

Storage and handling

Principle of the procedure

The stated primary antibody is suitable for
immunohistochemical staining of FFPE tissue sections
based on specific antigen-antibody reaction. Using a
detection system linked to horseradish peroxidase (HRP)
or alkaline phosphatase (AP) the antigen visualization is
performed via specific binding of the primary antibody.

p008_pax8-qr016-v1-0-2025-06-30

Store at 2 - 8 °C.

When stored correctly, the antibody is stable up to the
expiration date indicated on the vial. This also applies to
the shelf life after opening or after dilution of the
concentrate by the end user. Do not use after expiration
date.

To ensure proper reagent delivery and stability of the
antibody, replace the dispenser cap after every use and
immediately place the bottle cool in an upright position.
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Specimen preparation

Routinely processed, FFPE tissues are suitable for use
with this primary antibody. The recommended tissue
fixative is 10 % neutral buffered formalin. Variable results
may occur as a result of prolonged fixation or special
processes such as decalcification of bone marrow
preparations. Thickness of tissue sections, which should
be placed on positively charged slides, should be 2 —

5 um. Pretreatment of deparaffinized tissue with heat-
induced epitope retrieval (HIER) is recommended. Slides
should be stained as soon as possible, as antigenicity of
cut tissue sections may diminish over time.

The optimum pretreatment protocol must be determined in
user‘s own system.

Warnings and precautions

1. Authorized and skilled personnel may only use the
product.

2. There are no estimated health risks, if the product is
used as directed. MSDS is available on request.

3. Product contains sodium azide as preservative. Pure
sodium azide is toxic. The concentration of sodium
azide in this reagent is < 0.1 % which is not classified
as hazardous.

4. As with any product derived from biological sources,
proper handling procedures should be used.

5. Do not use reagents after expiration date.

6. Take reasonable precautions when handling reagents.
Use protective clothing and gloves.

7. All hazardous materials should be disposed according
to guidelines for hazardous waste disposal. Materials
of human or animal origin should be handled as
biohazardous materials and disposed of with proper
precautions.

8. Avoid microbial contamination of reagents as it may
cause incorrect results.

Staining procedure

quartett

If the positive tissue controls fail to demonstrate
appropriate positive staining, results with the test
specimens must be considered invalid.

Example for positive tissue control:

- Kidney (At least weak to moderate, distinct nuclear
staining should be seen in the majority of epithelial
cells of the proximal and distal renal tubules, collection
ducts, and the parietal epithelial cells of the Bowman’s
capsule)

- Fallopian tube (Weak to moderate, distinct nuclear
staining in the majority of the ciliated epithelial cells
and a strong nuclear staining of the intercalated
secretory epithelial cells)

Negative tissue control

Negative tissue controls provide an indication of non-
specific background staining. If specific staining occurs in
the negative tissue control sites, results with the patient
specimens must be considered invalid.

The variety of cell types present in most tissue sections
offers internal negative control sites. Therefore, the same
tissue used for the positive tissue control may be used as
the negative tissue control.

Example for internal negative tissue control:
- Tonsil (No staining should be seen in squamous
epithelial cells and in lymphocytes)

Discrepancies

If quality control results do not meet specifications, patient
results are invalid. Identify and correct the problem (see
section “Troubleshooting”), then repeat the entire
procedure with the patient samples.

Negative control reagent

A negative control reagent is used in place of the primary
antibody to evaluate non-specific staining. Host species
and incubation time should be similar to primary antibody.

Primary antibody has been optimized for use in
combination with PolyQ Stain detection systems. The
following data are recommendations. Due to variation in
tissue fixation and processing, as well as general lab
instrument and environmental conditions, it may be
necessary to adjust incubation times. The optimum
protocol must be determined in user‘s own system.

Antigen retrieval: HIER; Boil tissue sections in Q Retrieval
for approximately 30 min followed by cooling at room
temperature (RT).

Incubation of primary antibody for 30 — 60 min at RT.

Staining protocol: Follow the procedure described in the
instructions of the used detection system.

Recommendations for staining protocols:

1. Leica Bond

Dilution -1:100

Pretreatment — HIER: ER2 30 min
Incubation — 60 min

Detection — Bond Polymer Refine

Interpretation of results

The immunostaining procedure causes a colored reaction
product to precipitate at the antigen sites localized by the
primary antibody.

Cellular localization: Nuclear.

A qualified pathologist experienced in
immunohistochemistry procedures must evaluate positive
and negative tissue controls before interpreting patient
specimens.

Positive staining intensity should be assessed within the
context of any background staining of the negative reagent
control.

Note: A negative result means that the antigen in question
was not detected, not that the antigen is absent in the cells
or tissue assayed. A panel of antibodies may be used to
verify the results. Additionally, the morphology of each
tissue sample should be examined utilizing a

hematoxylin and eosin stained section. A qualified
pathologist must interpret the patient’s morphologic
findings and pertinent clinical data.

Quality control procedures

Performance characteristics

Positive tissue control

A positive tissue control must be run with every staining
procedure performed for monitoring the correct
performance of processed tissues and test reagents.
Known positive tissue controls should not be utilized as an
aid in determining a specific diagnosis of patient sample.
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The antibody has been validated by IHC using FFPE
human tissue sections of different types of healthy and
neoplastic tissues.

Table 1 Testing of healthy FFPE tissue sections

Tissue Positive/total cases
Thyroid 2/2
Kidney 10/10
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Endometrium 1/1

Fallopian tube 3/3

Tonsil 0/10

Appendix 0/10

Table 2 Testing of neoplastic FFPE tissue sections
Tissue Positive/total cases
Thyroid carcinoma 13/14

Renal cell carcinoma 9/10

Ovary carcinoma 18/20

Endometrium carcinoma 8/9

PAX8 (QR016) shows no cross reactivity with PAX5 or
PAX®6.

Analytical performance

The antibody passed all analytical performance tests.
Analytical sensitivity has been determined by measuring
concordances with known positive tissues, and analytical
specificity has been determined by measuring
concordances with known negative tissues with at least
90% overall concordance between the new test and the
expected results each. Results are 100% each.

Trueness has been verified by comparison with an
independent product, and is confirmed as the results
match 100%.

The method has a high level of precision - repeatability
within run (carried out several times on the same day by
the same analyst with the same instrument), reproducibility
between run (carried out on different days by different
analysts with different instruments) and reproducibility from
lot to lot (results of a new reagent lot compared to those of
a previously used lot) are confirmed with 100% each.
Trueness and precision result in a high level of accuracy of
measurement for the method.

Since IHC is a qualitative detection method that provides
information on whether the corresponding antigen is
present or not, the concentration-related parameters
detection and quantification limits, cutoff/tolerance limit,
measuring range and linearity are not applicable and are
all unable to be defined for this product.

Clinical performance

For the assessment of clinical performance, authorized
staining pictures provided by customers using clone QR016
have been evaluated to prove clinical evidence with the aim
to achieve a robust and correct visualization of the target
antigen in clinical samples with unknown expression levels,
thereby contributing to a valid diagnosis.

Clinical performance parameters have been calculated
with a total of 14 thyroid carcinoma, 10 renal cell
carcinoma, 20 ovarian carcinoma, 9 endometrial
carcinomal®" %l gs well as 10 tonsil and 10 appendix
tissueslo" %8l Summarized diagnostic sensitivity,
diagnostic specificity, PPV, NPV and LR- resulted in
100%, 100%, 100%, 100% and O (interpreted as
convincing diagnostic evidence), respectively. Results of
clinical performance evaluation are in accordance with
scientific peer-reviewed literature as shown in section
‘Summary and explanation’. The remaining tested tissues
may give an overview of staining features of PAX8
(QRO16).
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Improper fixation, freezing, thawing, washing, drying,
heating, sectioning, or contamination with other
tissues or fluids may produce artifacts, antibody
trapping, or incorrect results. Optimal performance
requires adequate specimen quality as well as
appropriate sample preparation.

5. Excessive or incomplete counterstaining may
compromise proper interpretation of results.

6. False positive results may be seen because of non-
immunological binding of proteins or substrate
reaction products. They may also be caused by
pseudo peroxidase activity (erythrocytes),
endogenous biotin (example: liver, brain, kidney) or
endogenous peroxidase activity (cytochrome C).

7. When used in blocking steps, normal sera from the
same animal source as the secondary antisera may
cause false negative or false positive results because
of the effect of autoantibodies or natural antibodies.

8. Tissues from persons infected with hepatitis B virus
and containing hepatitis B surface antigen may exhibit
nonspecific staining with HRP.

9. Unexpected results may occur due to biological
variability of antigen expression in neoplasms or other
pathological tissues.

10. The clinical interpretation of any test results should be
evaluated within the context of the patient’s medical
history and other diagnostic laboratory test results.
Staining must be performed in a certified, licensed
laboratory under the supervision of a qualified
pathologist who is responsible for evaluation and
assuring the adequacy of positive and negative
controls. Manufacturer is not liable for incorrect results
due to visual evaluation.

11. Prediluted antibodies are ready-to-use and optimized
for staining. Further dilution may lead to incorrect
results.

12. After successful validation users may dilute antibody
concentrates according to requirements. Appropriate
controls must be employed and documented.

13. The performance of the product was established using
the procedures provided in this package insert only
and modifications to these procedures may lead to
changes in efficiency. Non-application as prescribed
in this data sheet leads to loss of all liability. Any
changes in product, composition, implementation, as
well as use in combination with any reagents other
than recommended herein is not allowed; users are
responsible themselves for those changes and have
to perform prior validation.

14. Application in combination with diagnostic devices,
e.g. an automated staining platform, requires prior
validation before staining patient specimen.

15. We do not take responsibility for any possible damage
including personal injury, time or effort on economic
loss caused by this product. Our warranty is limited to
the price paid for the product.

Troubleshooting

Limitations

1. For in vitro diagnostic use.

2. For laboratory use only.

3. This reagent is “for professional use only” as
immunohistochemistry is a multiple step process that
requires specialized training in the selection of the
appropriate reagents, tissues, fixation and processing,
preparation of the immunohistochemistry slide, choice
of detection system, and interpretation of the staining
results.

4. Tissue staining is dependent on the handling,
processing and storage of the tissue prior to staining.
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1. Only intact cells should be used for interpretation of
staining results, as degenerated cells show non-
specific staining.

2. If no staining occurs, control application order of
reagents. Follow all indications given in the
instructions for use.

3. Do not allow the sections to dry out.

4. If weak staining occurs, pay attention during staining
steps to freshly prepared chromogen, incubation times
and temperatures, as well as accurate draining off of
reagents.

5. Avoid surplus background staining by optimal removal
of paraffin, washing of slides and dilution of primary
antibody. If excessive background staining occurs,
high levels of endogenous biotin may be present
(unless a biotin-free detection system is being used).
A biotin blocking step should be included.
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6. Sodium azide inactivates HRP, which may lead to
false results. Wash sections in sodium azide free
buffer.

7. Contact quartett customer service in case of any
uncertainties.

Literature

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.

Distributor

quartett Biotechnologie GmbH

Am Muhlenberg 4, 14476 Potsdam, Germany

Tel: +49 (0)30 765 925-0 « Fax: +49 (0)30 765 925-55
service@quartett.com « www.quartett.com

Manufacturer

u biocyc Biotechnologie GmbH & Co. KG
Am Muhlenberg 4, 14476 Potsdam, Germany
cert. by TUV Rheinland LGA Products GmbH
1ISO 13485 & ISO 9001
Tel: +49 (0)331 967 826-00

In the event that the user experiences any technical or
performance-related issues with the product, please
consult the manufacturer or a competent authority.

Any serious incident that has occurred in relation to the
device shall be reported to the manufacturer and the
competent authority of the member state in which the user
and/or the patient is established.

Summary of safety and performance (SSP) can be found
in EUDAMED when the related module is available.

Revision

Change(s) made: -

Explanation of symbols

Bestellnummer E Verwendbar bis
Catalog number Use by
Chargenbezeichnung J’ v Temperaturbegrenzung
Batch code ERd Temperature limitation
VD In Vitro Diagnostika DE Gebrauchsanweisung beachten
In vitro diagnostic agent Consult instructions for use
‘ Hersteller
Manufacturer
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DE GEBRAUCHSANWEISUNG

Monoklonaler Kaninchenantikérper gegen

PAX8 (QR016)
In-vitro-Diagnostik-Verwendung (IVD)
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Abbildung 1 Ovarialkarzinom, gefarbt mit Anti-PAX8
(QRO16)
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Verfahrensprinzip

Der Primarantikdrper dient der immunhistochemischen
Farbung formalinfixierter, in Paraffin eingebetteter
Gewebeschnitte auf Grundlage der spezifischen Antigen-
Antikérper-Reaktion. Bei Verwendung eines an
Meerrettichperoxidase (HRP) oder alkalischer
Phosphatase (AP) gekoppelten Detektionssystems erfolgt
die Visualisierung des Antigens durch spezifische
Bindung des Primarantikorpers. An den Primarantikérper
wiederum bindet der Sekundarantikdérper. Dieser
Komplex wird anschlieffend durch den Enzymkomplex
markiert. Eine Farbreaktion an der Antigenstelle
entwickelt sich durch die Umsetzung der verwendeten
Substrat-Chromogen-Lésung. Innerhalb der Prozedur
sind genaue Inkubationszeiten und -temperaturen
einzuhalten und Waschschritte durchzufihren. Letzter
Schritt ist die Gegenfarbung. SchlieRlich kann das
Ergebnis unter dem Lichtmikroskop beurteilt werden.

Im Lieferumfang enthaltene Reagenzien

Primarantikrper Anti-PAX8 (QR016)

Wirt Kaninchen

Unterklasse [e]€]

Immunogen Synthetisches Peptid aus PAX8

Produktbezeichnung

C-P008-025 25yl Konzentrat
C-P008-01 0.1 ml Konzentrat

Antikorperkonzentrat ~ Konzentrierter Antikdrper in TRIS
(pH 7,4) mit <1 % Seren (Rind,
Esel) und < 0,1 % Natriumazid

Empfohlene 1:100 — 1:200
Verdiinnung fir die

Arbeitslésung

C-P008-05 0.5 ml Konzentrat
C-P008-10 1 ml  Konzentrat
P-P008-30 3 ml  Gebrauchsfertig
P-P008-70 7 ml Gebrauchsfertig
P-P008-150 15 ml Gebrauchsfertig
Verwendungszweck

Anti-human Antikorper fur die In-vitro-Diagnostik. Der
primare Antikorper ist fir den qualitativen Nachweis
assoziierter Antigene bestimmt, wie im Abschnitt
L~LZusammenfassung und Erklarung® aufgefihrt. Er ist fir
die Verwendung im Rahmen eines
immunhistochemischen (IHC) Verfahrens auf
formalinfixierten, paraffineingebetteten (FFPE)
Gewebeschnitten mit anschlieRender
lichtmikroskopischer Visualisierung zur Unterstitzung der
Tumordiagnose vorgesehen. Der Antikdrper kann
manuell oder mit jeder automatisierten Farbeplattform
verwendet werden.

Der Nachweis mit dem Antikdrper darf nur durch
Fachpersonal durchgefiihrt werden. Die Ergebnisse
mussen von qualifizierten Pathologen unter Verwendung
geeigneter Kontrollen sowie unter Berlicksichtigung der
Krankengeschichte und anderer Diagnostiktests des
Patienten ausgewertet werden.

Vorverdunnter Antikérper in TRIS
(pH 7,4) mit < 1 % Seren (Rinder,
Esel) und < 0,1 % Natriumazid

Gebrauchsfertiger
Antikorper

Auf dem Produktetikett ist die Chargennummer hinterlegt.
Jede Charge wird mit einer Referenzcharge verglichen
und an diese angeglichen, um konstante IHC
Farbeergebnisse zwischen den Chargen zu
gewahrleisten.

Der vorverdiinnte Antikorper ist gebrauchsfertig und
wurde fir die Farbung optimiert. Es ist keine weitere
Verdunnung, Rekonstitution, Mischung oder Titrierung
erforderlich.

Das Antikdrperkonzentrat wurde flr eine Verdiinnung mit
Q Diluent for IHC (Art.-Nr. AD-001-xxxx) optimiert. Der
angegebene Verdlinnungsbereich ist als Empfehlung zu
betrachten und ist von verschiedenen Faktoren abhangig
(Gewebe, Fixierung, Inkubationsbedingungen etc.). Die
optimale Verdlinnung ist laborintern zu validieren.

Zusatzlich erforderliches aber nicht mitgeliefertes
Material

Zusammenfassung und Erklarung

PAX8 ist ein Mitglied der PAX-Familie (Paired Box) von
Transkriptionsfaktoren. Er ist fir die Organogenese
wahrend der Embryonalentwicklung der Nieren, der
Mdiller-Organe und der Schilddriise von entscheidender
Bedeutung. Aufgrund der restriktiven Expression in
normalen Geweben ist PAX8 ein empfindlicher und
spezifischer Marker fir Primartumore sowie fiir
metastatische Tumore aus den oben genannten Organen
und Geweben.

PAX8 wird in Schilddriisenkarzinomen (~90%),
Endometriumkarzinomen (84-98%), Ovarialkarzinomen
(71-99%) und Nierenzellkarzinomen (~90%) exprimiert!"-
2)
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- Positiv- und Negativkontrollen

- Objekttrager (positiv geladen) und Deckglaser

- Farbegestelle

- Stoppuhr

- Xylol oder Xylolersatz, z.B. Q Dewax Solution (Art.-
Nr. DW-001-xxxx)

- Ethanol

- Destilliertes Wasser

- Heizausristung fir die Gewebevorbehandlung

- Antikorperverdiinnungslésung, z.B. Q Diluent for IHC
(Art.-Nr. AD-001-xxxx)

- Antigendemaskierungsreagenz, z.B. Q Retrieval Low
pH 6.0 (Cat. No. AR-001-0120) or Q Retrieval High
pH 9.0 (Cat. No. AR-002-0120)

- Detektionssystem, z.B. PolyQ Stain kits und
entsprechendes Chromogen

- Waschlésungen, z.B. TBS (Art.-Nr. BU-006-xxxx)
oder TBS-Tween20 (Art.-Nr. BU-007-xxxx)

- Blockierungsreagenz
Hamatoxylin
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- Eindeckmedium
- Lichtmikroskop

Lagerung und Handhabung

Bei 2 - 8 °C lagern.

Der Antikorper ist bei korrekter Lagerung bis zu dem auf
dem Flaschchen aufgedruckten Mindesthaltbarkeitsdatum
stabil. Dies gilt auch flr die Haltbarkeit nach Anbruch
bzw. nach Verdiinnung des Konzentrates durch den
Endverbraucher. Nach Ablauf des Verfallsdatums ist das
Reagenz nicht mehr zu verwenden.

Um die ordnungsgemafRe Abgabe der Reagenzien und
die Stabilitat des Antikdrpers zu erhalten, muss nach
jedem Gebrauch die Verschlusskappe aufgesetzt und das
Flaschchen sofort in aufrechter Position kaltgestellt
werden.
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Das bestmdgliche Verfahren wird vom Anwender
bestimmt und verifiziert.

Antigendemaskierung: HIER; Gewebeschnitte in Q
Retrieval fiir 30 min kochen, anschlieRend bei
Raumtemperatur (RT) abkuhlen.

Inkubation des Primarantikorpers fir 30 — 60 min bei RT.

Farbeprotokoll: Die Angaben in der Gebrauchsanweisung
des verwendeten Detektionssystems sind zu befolgen.

Empfehlungen fir Farbeprotokolle:
1. Leica Bond

Verdunnung - 1:100
Vorbehandlung - HIER: ER2 30 min
Inkubation - 60 min

Detektion - Bond Polymer Refine

Probenvorbereitung

Verfahren zur Qualitdatskontrolle

Geeignet fur die Verwendung des Antikorpers sind
formalinfixierte, paraffineingebettete Gewebeschnitte, die
entsprechend der Laborroutinemethode verarbeitet
wurden. Als Fixiermittel wird 10 % neutral-gepuffertes
Formalin empfohlen. Infolge verlangerter
Gewebefixierung oder besonderer Prozesse wie bei der
Dekalzifikation von Knochengewebe kénnen
unterschiedliche Ergebnisse auftreten.

Die Schnittdicke sollte bei 2 — 5 um liegen. Eine
Vorbehandlung der entparaffinierten Gewebe mit
hitzeinduzierter Epitopdemaskierung (HIER) wird
empfohlen. Praparate sollten schnellstmdglich gefarbt
werden, da die Antigenizitat mit der Zeit abnimmt.

Die bestmdglichen Verfahren werden vom Verwender
bestimmt und verifiziert.

Warnhinweise und VorsichtsmafRnahmen

1. Anwendung nur durch geschultes und qualifiziertes
Fachpersonal.

2. Bei bestimmungsgerechter Anwendung ist das
Produkt nicht als Gefahrstoff eingestuft, sodass keine
gesundheitliche Gefahrdung zu erwarten ist. Das
Sicherheitsdatenblatt ist auf Anfrage erhaltlich.

3. Das Produkt enthalt Natriumazid als
Konservierungsmittel. Natriumazid ist in reiner Form
toxisch. Die Konzentration im Produkt ist < 0,1 % und
damit nicht als gefahrlich klassifiziert.

4. Wie alle Produkte biologischen Ursprungs mussen
auch diese entsprechend gehandhabt werden.

5. Die Reagenzien nicht nach dem Verfallsdatum
verwenden.

6. Angemessene VorsichtsmaRnahmen beim Umgang
mit Reagenzien treffen. Bei den Arbeiten
entsprechende Schutzkleidung tragen.

7. Die Abfallentsorgung entsprechend den ortlichen,
staatlichen und bundesstaatlichen Normen regeln.
Materialien menschlichen oder tierischen Ursprungs
mussen als biologische Gefahrstoffe behandelt und
mit den notwendigen VorsichtsmaRnahmen entsorgt
werden.

8. Mikrobielle Kontamination der Reagenzien
vermeiden, da dies zu falschen Ergebnissen fiihren
kann.

Farbeverfahren

Der Primarantikorper wurde fir die Verwendung in
Kombination mit den PolyQ Stain Detektionskits optimiert.
Die folgenden Angaben sind Empfehlungen. Durch
Unterschiede in der Gewebefixierung und Aufbereitung
sowie durch allgemeine Merkmale der verwendeten
Laborgerate und herrschenden Laborbedingungen, kann
es erforderlich sein, die Inkubationszeiten anzupassen.
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Positive Gewebekontrolle

Zusammen mit jedem Farbedurchlauf muss eine positive
Gewebekontrolle mitgefiihrt werden zur Uberpriifung der
korrekten Leistung des verarbeiteten Gewebes und der
Reagenzien. Bekannte positive Gewebekontrollen sollten
nicht als Hilfsmittel zur Bestimmung einer spezifischen
Diagnose einer Patientenprobe verwendet werden. Wenn
mit der positiven Gewebekontrolle keine angemessene
positive Farbung erbracht werden kann, missen die
Ergebnisse mit den Patientenproben als ungiltig
betrachtet werden.

Beispiel fiir positives Kontrollgewebe:

- Niere (zumindest schwache bis mafige, deutliche
Kernfarbung sollte in der Mehrzahl der Epithelzellen
der proximalen und distalen Nierentubuli, der
Sammelkanale und der parietalen Epithelzellen der
Bowman-Kapsel zu sehen sein)

- Eileiter (schwache bis maRige, deutliche Kernfarbung
in der Mehrzahl der Flimmerepithelzellen und eine
starke Kernfarbung der sekretorischen
Zwischenepithelzellen).

Negative Gewebekontrolle

Negative Gewebekontrollen sollen auf unspezifische
Farbungen hinweisen. Bei spezifischer Farbung in der
Negativkontrolle missen die Ergebnisse mit den
Patientenproben als unglltig betrachtet werden.

Die Vielzahl der in den meisten Geweben vorkommenden
Zellarten bietet Stellen zur internen Negativkontrolle,
sodass fiir die negative Gewebekontrolle das gleiche
Gewebe verwendet werden kann wie fir die positive
Gewebekontrolle.

Beispiel fir interne negative Gewebekontrolle:
- Tonsillen (in Plattenepithelzellen und Lymphozyten
sollte keine Farbung zu sehen sein)

Abweichungen

Wenn die Ergebnisse der Qualitatskontrolle die
Spezifikationen nicht erfiillen, sind die
Patientenergebnisse ungultig. Das Problem muss
identifiziert und behoben werden (siehe Abschnitt
,Fehlersuche und Hinweise“). Anschlieend kann das
gesamte Verfahren mit den Patientenproben wiederholt
werden.

Negatives Kontrollreagenz

Fir jede Probe wird anstelle des Primarantikorpers ein
negatives Kontrollreagenz mitgefiihrt zur Bewertung
unspezifischer Farbung. Wirtsspezies und Inkubationszeit
des negativen Kontrollreagenzes sollten entsprechend
des Primarantikorpers sein.
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Interpretation der Ergebnisse

Am Ende der Durchfiihrung steht ein farbiges
Reaktionsprodukt an der vom Primarantikorper
lokalisierten Antigenstelle.

Zellulare Lokalisation: Zellkern.

Von einem qualifizierten Pathologen werden zunachst
Positiv- und Negativkontrollen bewertet. Wenn die
Kontrollobjekttréager geeignet sind, kann

mit der Auswertung der Patientenproben begonnen
werden.

Die Intensitat der positiven Farbung muss unter
Berticksichtigung der Hintergrundfarbung der negativen
Reagenzkontrolle bewertet werden.

Zu beachten ist: Ein negatives Ergebnis bedeutet zwar,
dass das fragliche Antigen nicht nachgewiesen wurde,
nicht jedoch, dass das Antigen nicht in den untersuchten
Zellen/Geweben vorhanden ist. Zur Unterstitzung der
Ergebnisse kann unter Umstanden ein Antikdrper-Panel
verwendet werden. Zusatzlich sollte die Morphologie aller
Gewebeproben mit Hilfe eines Hamatoxylin/Eosin
gefarbten Schnittes untersucht werden. Die Interpretation
der morphologischen Befunde der Patientenproben sowie
der klinischen Daten darf nur durch einen qualifizierten
Pathologen erfolgen.

Leistungsmerkmale

Der Antikérper wurde mittels IHC auf humanen FFPE-
Gewebeschnitten aus verschiedenen Arten von gesunden
und neoplastischen Gewebe validiert.

Tabelle 1 Test von gesunden formalinfixierten,
paraffineingebetteten Gewebeschnitten

quartett

Charge zu Charge (Ergebnisse einer neuen Charge im
Vergleich zu denen einer zuvor verwendeten Charge)
werden jeweils mit 100 % bestatigt. Die Richtigkeit und
Prazision fiihren zu einer hohen Messgenauigkeit des
Verfahrens.

Da es sich bei der IHC um eine qualitative
Nachweismethode handelt, die Auskunft dartiber gibt, ob
das entsprechende Antigen vorhanden ist oder nicht, sind
die konzentrationsbezogenen Parameter Nachweis- und
Bestimmungsgrenzen, Cutoff/Toleranzgrenze,
Messbereich und Linearitat nicht anwendbar und kénnen
fur dieses Produkt nicht definiert werden.

Klinische Leistung

Fir die Bewertung der klinischen Leistung wurden
autorisierte Farbebilder, die von Kunden mit dem Klon
QRO016 zur Verfligung gestellt wurden, ausgewertet, um
den klinischen Nachweis zu erbringen, mit dem Ziel, eine
robuste und korrekte Visualisierung des Zielantigens in
klinischen Proben mit unbekanntem Expressionsniveau
zu erreichen und damit zu einer validen Diagnose
beizutragen.

Die klinischen Leistungsparameter wurden mit insgesamt
14 Schilddrusenkarzinomen, 10 Nierenzellkarzinomen, 20
Ovarialkarzinomen, 9 Endometriumkarzinomen [eigene
Angaben] gawie 10 Tonsillen- und 10 Blinddarmgeweben
[eigene Angaben] hargchnet. Die zusammengefasste
diagnostische Sensitivitat, diagnostische Spezifitat, PPV,
NPV und LR- ergaben jeweils 100 %, 100 %, 100 %, 100
% und 0 (was als Uberzeugender diagnostischer
Nachweis gewertet wurde). Die Ergebnisse der klinischen
Leistungsbewertung stehen im Einklang mit der
wissenschaftlichen, von Experten Uberpruften Literatur,
wie im Abschnitt ,Zusammenfassung und Erlauterung®
dargestellt. Die Ubrigen getesteten Gewebe kdnnen einen
Uberblick (iber die Farbungsmerkmale von PAX8
(QRO16) geben.

Anwendungsgrenzen und Einschrdnkungen

Gewebe Positive /alle Félle
Schilddriise 2/2

Niere 10/10
Gebarmutterschleimhaut 11

Eileiter 3/3

Mandel 0/10

Blinddarm 0/10

Tabelle 2 Test von neoplastischen formalinfixierten,
paraffineingebetteten Gewebeschnitten

Gewebe Positive/alle Félle
Schilddriisenkarzinom 13/14
Nierenzellkarzinom 9/10
Ovarialkarzinom 18/20
Endometrium-Karzinom 8/9

PAX8 (QR016) zeigt keine Kreuzreaktivitat mit PAX5 oder

PAX6.

Analytische Leistung

Der Antikdrper hat alle analytischen Leistungstests
bestanden. Die analytische Sensitivitdt wurde durch die
Messung von Ubereinstimmungen mit bekannten
positiven Geweben und die analytische Spezifitat durch
die Messung von Ubereinstimmungen mit bekannten
negativen Geweben mit jeweils mindestens 90 %
Gesamtiibereinstimmung zwischen dem neuen Test und
den erwarteten Ergebnissen bestimmt. Die Ergebnisse
betragen jeweils 100 %.

Die Richtigkeit wurde durch den Vergleich mit einem
unabhangigen Produkt Gberprift und wird bestatigt, da
die Ergebnisse zu 100 % Ubereinstimmen.

Die Methode weist ein hohes Mal} an Prazision auf - die
Intra-Assay-Prazision (Durchfiihrung mehrmals am
selben Tag vom selben Priifer mit denselben Geraten),
die Inter-Assay-Préazision (Durchfiihrung an
verschiedenen Tagen von verschiedenen Prifern mit
verschiedenen Geraten) und die Reproduzierbarkeit von
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1. Zur In-vitro-Diagnostik.

2. Nur fur Laborzwecke.

3. Dieses Reagenz ist ,nur fiir den professionellen
Gebrauch®, da die Immunhistochemie ein komplexer
Prozess ist, der eine spezielle Schulung in der
Auswahl der geeigneten Reagenzien, Gewebe,
Fixierung und Aufbereitung, bei der korrekten
Vorbereitung des Objekttragers, der Wahl des
Nachweissystems und Interpretation der
Farbeergebnisse erfordert.

4. Die Gewebefarbung hangt von der Handhabung,
Verarbeitung und Lagerung des Gewebes vor der
Farbung ab. Unsachgemafes Fixieren, Einfrieren,
Auftauen, Waschen, Trocknen, Erhitzen, Schneiden
oder Kontamination mit anderen Geweben oder
Flussigkeiten kann zu Artefakten,
Antikérpereinschlissen oder falschen Ergebnissen
fuhren. Eine optimale Leistung erfordert eine
angemessene Probenqualitdt sowie eine geeignete
Probenvorbereitung.

5. UbermaRige oder unvollstindige Gegenfarbung kann
die korrekte Interpretation der Ergebnisse
beeintrachtigen.

6. Falsch positive Ergebnisse kénnen aufgrund einer
nicht-immunologischen Bindung von Proteinen oder
Substratreaktionsprodukten auftreten. Sie kénnen
auch durch Pseudoperoxidase-Aktivitat
(Erythrozyten), koérpereigenes Biotin (Beispiel: Leber,
Gehirn, Niere) oder kdrpereigene Peroxidase-
Aktivitat (Cytochrom C) verursacht werden.

7. Bei Verwendung in Blockierungsschritten kénnen
normale Seren aus derselben tierischen Quelle wie
die sekundaren Antiseren aufgrund der Wirkung von
Autoantikérpern oder naturlichen Antikérpern zu
falsch negativen oder falsch positiven Ergebnissen
fihren.
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8. Gewebe von Personen, die mit dem Hepatitis-B-
Virus infiziert sind und das Hepatitis-B-
Oberflachenantigen enthalten, kénnen mit HRP eine
unspezifische Farbung aufweisen.

9. Unerwartete Ergebnisse kénnen aufgrund der
biologischen Variabilitdt der Antigenexpression in
Neoplasmen oder anderen pathologischen Geweben
auftreten.

10. Die klinische Interpretation von Testergebnissen
sollte im Zusammenhang mit der Krankengeschichte
des Patienten und anderen diagnostischen
Labortestergebnissen bewertet werden. Die Farbung
muss in einem zertifizierten, zugelassenen Labor
unter der Aufsicht eines qualifizierten Pathologen
durchgefihrt werden, der fur die Bewertung und
Sicherstellung der Angemessenheit von Positiv- und
Negativkontrollen verantwortlich ist. Der Hersteller
haftet nicht fur falsche Ergebnisse aufgrund visueller
Bewertung.

11. Vorverdunnte Antikdrper sind gebrauchsfertig und fiir
die Farbung optimiert. Eine weitere Verdiinnung
kann zu falschen Ergebnissen flhren.

12. Erst nach erfolgreicher Validierung diirfen
konzentrierte Reagenzien fiir den jeweiligen
Gebrauch verdiinnt werden. Es missen
entsprechende Kontrollen durchgefihrt und
protokolliert werden.

13. Die Leistung des Produkts wurde ausschlieRlich mit
den in dieser Packungsbeilage angegebenen
Verfahren ermittelt, und Anderungen an diesen
Verfahren kénnen zu Anderungen der Effizienz
fuhren. Die Nichtanwendung geman diesem
Datenblatt fiihrt zum Verlust jeglicher Haftung. Jede
Anderung des Produkts, der Zusammensetzung, der
Implementierung sowie die Verwendung in
Kombination mit anderen als den hier empfohlenen
Reagenzien ist nicht gestattet; Benutzer sind fir
diese Anderungen selbst verantwortlich und miissen
eine vorherige Validierung durchfihren.

14. Die Anwendung in Kombination mit
Diagnosegeraten, z. B. einer automatischen
Farbeplattform, erfordert eine vorherige Validierung
vor der Farbung von Patientenproben.

15. Wir ibernehmen keine Verantwortung fiir mogliche
Schaden, einschliellich Personenschaden, Zeit oder
Aufwand oder wirtschaftliche Verluste, die durch
dieses Produkt verursacht werden. Unsere Garantie
ist auf den fur das Produkt bezahlten Preis
beschrankt.

quartett

Gewebeschnitte immer in natriumazidfreien Puffer
waschen.

7. Bei weiteren Unklarheiten konnen Sie sich mit dem
quartett Kundendienst in Verbindung setzen.
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service@quartett.com « www.quartett.com

Hersteller

‘ biocyc Biotechnologie GmbH & Co. KG
Am Muhlenberg 4, 14476 Potsdam, Germany
cert. by TUV Rheinland LGA Products GmbH
1ISO 13485 & ISO 9001
Tel: +49 (0)331 967 826-00

Sollten bei Verwendung des Produktes technische oder
leistungsbezogene Probleme auftreten, ist der Hersteller
oder eine zustandige Behorde zu kontaktieren.

Jeder schwerwiegende Vorfall, der im Zusammenhang
mit dem Produkt aufgetreten ist, muss dem Hersteller und
der zustandigen Behoérde des Mitgliedstaats, in dem der
Benutzer und/oder der Patient niedergelassen ist,
gemeldet werden.

Der Kurzbericht Uiber die Sicherheit und Leistung ist in
EUDAMED zu finden, sobald das entsprechende Modul
verflgbar ist.

Uberarbeitung

Vorgenommene Anderung(en): -

Erlduterung der Symbole

Fehlersuche und Hinweise

1. Nurintakte Zellen fiir die Interpretation der
Ergebnisse untersuchen, da degenerierte Zellen
unspezifische Farbungen hervorrufen kénnen.

2. Falls keine Farbung erfolgt, ist die
Anwendungsreihenfolge der Reagenzien zu
Uberprifen. Den Angaben in der
Gebrauchsanweisung ist strikt zu folgen.

3. Gewebeschnitte wahrend der Farbung nicht
austrocknen lassen.

4. Bei schwacher Farbung auf frisch vorbereitetes
Chromogen, Inkubationszeiten und -temperaturen
sowie auf gutes Abtupfen der Losungen wahrend der
Farbeschritte achten.

5. Uberschiissige Hintergrundfarbung durch gute
Entfernung des Paraffins, gute Spllung der
Gewebeschnitte und optimale Verdiinnung des
Primarantikérpers vermeiden. UbermaRige
Hintergrundfarbung kann durch hohe Spiegel an
endogenem Biotin auftreten (es sei denn ein biotin-
freies Detektionssystem wurde verwendet). Es sollte
ein Verfahren zur Blockierung von Biotin
durchgefiihrt werden.

6. Natriumazid inaktiviert Meerrettichperoxidase, was
zu falschen Ergebnissen fiihren kann. Die
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Bestellnummer E Verwendbar bis
Catalog number Use by
Chargenbezeichnung /ﬂ/ o Temperaturbegrenzung
Batch code ERS Temperature limitation

In Vitro Diagnostika
In vitro diagnostic agent DE

Gebrauchsanweisung beachten
Consult instructions for use
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FR MODE D'EMPLOI

Anticorps monoclonal de lapin contre

PAX8 (QR016)

Utilisation in vitro a des fins de diagnostic (IVD)
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Figure 1 Carcinome ovarien coloré avec anti-PAX8
(QRO16)
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base d'une réaction spécifique antigene-anticorps. En
utilisant un systéme de détection lié a la peroxydase de
raifort (HRP) ou a la phosphatase alcaline (AP), la
visualisation de I'antigéne est réalisée via la liaison
spécifique de l'anticorps primaire. L'anticorps secondaire
se lie a I'anticorps primaire, et le complexe enzymatique
marque ce complexe. L'activation enzymatique du
chromogéne produit une réaction visible au niveau du site
de 'antigene. Chaque étape est incubée pendant un
temps et a une température précis, nécessitant des étapes
de lavage intercalées. L'échantillon peut ensuite étre
contre-coloré. Les résultats sont interprétés a l'aide d'un
microscope optique.

Matériaux fournis

Anticorps primaire Anti-PAX8 (QR016)

Hote Lapin
Sous-classe 1gG
Immunogéne Peptide synthétique de PAX8

humain

Identification du produit

C-P008-025 25yl Concentré
C-P008-01 0.1 ml Concentré

C-P008-05 0.5 ml Concentré
C-P008-10 1ml Concentré
P-P008-30 3 ml Prétal'emploi
P-P008-70 7ml Prétal'emploi
P-P008-150 15 ml Prét a I'emploi

Utilisation prévue

Anticorps anti-humain a usage diagnostic in vitro.
L’anticorps primaire est destiné a la détection qualitative
des antigénes associés listés dans la section « Résumé et
explication ». Il est congu pour étre utilisé dans le cadre
d'une procédure d'immunohistochimie (IHC) sur des
coupes de tissu fixées au formol et incluses en paraffine
(FFPE), suivie d'une visualisation en microscopie optique
pour faciliter le diagnostic des tumeurs. L'anticorps peut
étre utilisé en manuel ou avec n'importe quelle plateforme
de marquage automatisée.

Seul le personnel autorisé et qualifié peut utiliser le
produit. L'interprétation clinique de tout résultat d’analyse
devrait étre évaluée dans le contexte des antécédents
médicaux du patient et des autres résultats d’analyse
diagnostique en laboratoire. Une évaluation doit étre
réalisée par un pathologiste qualifié.

Concentré Anticorps concentré dans du TRIS

d'anticorps (pH 7,4) avec < 1 % de sérums
(bovin, ane) et < 0,1 % d'azide de
sodium

Dilution 1:100 — 1:200

recommandée

Anticorps prét a Anticorps prédilué dans du TRIS

I'emploi (pH 7,4) avec < 1 % de sérums
(bovin, ane) et < 0,1 % d'azide de
sodium

L'étiquette du produit indique le numéro de lot spécifique.
Chagque lot individuel est comparé et ajusté a un lot de
référence afin de garantir une performance de coloration
immunohistochimique cohérente d'un lot a 'autre.

L'anticorps prédilué est prét a I'emploi et optimisé pour la
coloration. Aucune autre dilution, reconstitution, mélange
ou titrage n'est nécessaire.

Le concentré d'anticorps est optimisé pour une dilution
dans la plage de dilution en utilisant le Q Diluent for IHC
(Réf. AD-001-xxxx). La plage de dilution indiquée doit étre
considérée comme une recommandation et dépend de
différents facteurs (tissu, fixation, conditions d'incubation,
etc.). La dilution optimale doit étre déterminée dans le
systeme de I'utilisateur.

Matériel requis mais non fourni

Résumé et explication

PAX8 est un membre de la famille des facteurs de
transcription PAX (Paired Box). Il joue un réle essentiel
dans I'organogenése au cours du développement
embryonnaire des reins, des organes de Muller et de la
thyroide. En raison de son expression restrictive dans les
tissus normaux, PAX8 est un marqueur sensible et
spécifique pour les tumeurs primaires ainsi que pour les
tumeurs métastatiques des organes et tissus
susmentionnés.

PAX8 est exprimé dans le carcinome thyroidien (~90%), le
carcinome endométrial (84-98%), le carcinome ovarien
(71-99%) et le carcinome a cellules rénales (~90%)!"-2.

Principe de la procédure

L'anticorps primaire mentionné est adapté au marquage
immunohistochimique des coupes de tissu FFPE sur la

p008_pax8-qr016-v1-0-2025-06-30

- Contrdles positifs et négatifs

- Lames de microscope (chargées positivement) et
lamelles couvre-objet

- Bacs de coloration

- Minuteur

- Xyléne ou substitut du xyléne, par exemple Q Dewax
Solution (Réf. DW-001-xxxx)

- Ethanol

- Eau déionisée ou distillée

- Equipement de chauffage pour I'étape de
prétraitement des tissus

- Diluant d'anticorps, par exemple Q Diluent for IHC
(Réf. AD-001-xxxx)

- Réactif de récupération des antigénes, par exemple Q
Retrieval Low pH 6.0 (Réf. AR-001-0120) ou Q
Retrieval High pH 9.0 (Réf. AR-002-0120)

- Systéme de détection, par exemple kits PolyQ Stain et
chromogéne approprié

- Tampon de lavage, par exemple TBS (Réf. BU-006-
xxxx) ou TBS-Tween20 (Réf. BU-007-xxxx)

- Réactif de blocage

- Hématoxyline

- Milieu de montage

- Microscope optique
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Stockage et manipulation

Conservera 2 -8 °C.

Lorsqu'il est conservé correctement, I'anticorps est stable
jusqu'a la date de péremption indiquée sur le flacon. Ceci
s'applique également a la durée de conservation apres
ouverture ou aprés dilution du concentré par I'utilisateur
final. Ne pas utiliser aprés la date de péremption.

Pour assurer une bonne distribution des réactifs et la
stabilité de I'anticorps, remplacer le bouchon du
distributeur aprés chaque utilisation et placer
immédiatement le flacon au frais en position verticale.
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Incubation de I'anticorps primaire pendant 30 a 60 minutes
aRT.

Protocole de marquage : Suivre la procédure décrite dans
les instructions du systéme de détection utilisé.

Recommandations pour les protocoles de coloration :
1. Bond de Leica

Dilution - 1:100

Prétraitement - HIER : ER2 30 min

Incubation - 60 min

Détection - Bond Polymer Refine

Préparation des échantillons

Procédures de contréle qualité

Les tissus inclus en paraffine (FFPE) traités de maniére
routiniére sont adaptés a I'utilisation de cet anticorps
primaire. Le fixateur tissulaire recommandé est du formol
tamponné neutre a 10 %. Des résultats variables peuvent
survenir en raison d'une fixation prolongée ou de
processus spéciaux tels que la décalcification des
préparations de moelle osseuse. L'épaisseur des coupes
de tissu, qui doivent étre placées sur des lames chargées
positivement, doit étre de 2 a 5 uym. Le prétraitement des
tissus déparaffinés par récupération d'épitopes induite par
la chaleur (HIER) est recommandé. Les lames doivent étre
marquées dés que possible, car I'antigénicité des coupes
de tissu peut diminuer avec le temps.

Le protocole optimal de prétraitement doit &tre déterminé
dans le propre systéme de ['utilisateur.

Mises en garde et précautions

1. Le produit ne peut étre utilisé que par du personnel
autorisé et qualifié.

2. Il n'y a pas de risques estimés pour la santé si le
produit est utilisé conformément aux instructions. La
fiche de données de sécurité est disponible sur
demande.

3. Le produit contient de I'azoture de sodium comme
conservateur. L'azoture de sodium pur est toxique. La
concentration d'azide de sodium dans ce réactif est <
0,1 % et n'est pas classée comme dangereuse.

4. Comme pour tout produit dérivé de sources
biologiques, des procédures de manipulation
appropriées doivent étre utilisées.

5. Ne pas utiliser les réactifs aprés la date de
péremption.

6. Prendre des précautions raisonnables lors de la
manipulation des réactifs. Utiliser des vétements et
des gants de protection.

7. Toutes les matiéres dangereuses doivent étre
éliminées conformément aux directives relatives a
I'élimination des déchets dangereux. Les matériaux
d'origine humaine ou animale doivent étre manipulés
comme des matériaux présentant un risque biologique
et éliminés avec les précautions qui s'imposent.

8. Eviter la contamination microbienne des réactifs car
elle peut entrainer des résultats erronés.

Procédure de marquage

L'anticorps primaire a été optimisé pour étre utilisé en
combinaison avec les systémes de détection PolyQ Stain.
Les données suivantes sont des recommandations. En
raison des variations dans la fixation des tissus et le
traitement, ainsi que des conditions générales des
instruments de laboratoire et de I'environnement, il peut
étre nécessaire d'ajuster les temps d'incubation. Le
protocole optimal doit étre déterminé dans le propre
systéme de ['utilisateur.

Récupération d'antigéne : HIER ; faire bouillir les coupes

de tissu dans Q Retrieval pendant 30 minutes, suivies d'un
refroidissement a température ambiante (RT).
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Contréle tissulaire positif

Un contrdle tissulaire positif doit étre effectué lors de
chaque procédure de coloration afin de contréler le bon
fonctionnement des tissus traités et des réactifs de test.
Les contréles de tissus positifs connus ne doivent pas étre
utilisés pour déterminer un diagnostic spécifique de
I'échantillon du patient.

Si les témoins tissulaires positifs ne présentent pas de
coloration positive appropriée, les résultats obtenus avec
les échantillons testés doivent étre considérés comme non
valables.

Exemple de contrdle tissulaire positif :

- Rein (une coloration nucléaire distincte, au moins
faible a modérée, doit étre observée dans la majorité
des cellules épithéliales des tubules rénaux proximaux
et distaux, des canaux collecteurs et des cellules
épithéliales pariétales de la capsule de Bowman).

- Trompes de Fallope (coloration nucléaire distincte,
faible a modérée, de la majorité des cellules
épithéliales ciliées et forte coloration nucléaire des
cellules épithéliales sécrétoires intercalées)

Contréle tissulaire négatif

Les contréles tissulaires négatifs donnent une indication
de la coloration de fond non spécifique. Si une coloration
spécifique se produit dans les sites de controle tissulaire
négatif, les résultats obtenus avec les échantillons du
patient doivent étre considérés comme non valables.

La variété des types cellulaires présents dans la plupart
des coupes de tissus offre des sites de controle négatif
internes. Par conséquent, le méme tissu que celui utilisé
pour le contrble tissulaire positif peut étre utilisé comme
contrédle tissulaire négatif.

Exemple de contrdle tissulaire négatif interne :

- Amygdale (aucune coloration ne doit étre observée
dans les cellules épithéliales squameuses et dans les
lymphocytes)

Disparités

Si les résultats du contréle qualité ne répondent pas aux
spécifications, les résultats du patient sont invalides.
Identifiez et corrigez le probléme (voir la section
"Dépannage"), puis répétez la procédure compléte avec
les échantillons du patient.

Réactif de contréle négatif

Un réactif de contrdle négatif est utilisé a la place de
I'anticorps primaire pour évaluer le marquage non
spécifique. L'espéce hote et le temps d'incubation doivent
étre similaires a I'anticorps primaire.

Interprétation des résultats

La procédure d'immunomarquage provoque la
précipitation d'un produit réactionnel marqué aux sites de
I'antigéne localisé par I'anticorps primaire.
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Localisation cellulaire : Nucléaire.

Un pathologiste qualifié et expérimenté dans les
procédures d'immunohistochimie doit évaluer les controles
tissulaires positifs et négatifs avant d'interpréter les
spécimens du patient.

L'intensité du marquage positif doit étre évaluée dans le
contexte de tout marquage de fond du contréle du réactif
négatif.

Note : Un résultat négatif signifie que I'antigene en
question n'a pas été détecté, et non que l'antigéne est
absent dans les cellules ou les tissus analysés. Un panel
d'anticorps peut étre utilisé pour vérifier les résultats. De
plus, la morphologie de chaque échantillon de tissu doit
étre examinée en utilisant une section marquée a
I'hnématoxyline et a I'éosine. Un pathologiste qualifié doit
interpréter les résultats morphologiques du patient et les
données cliniques pertinentes.

Caractéristiques de performance

L'anticorps a été validé par IHC sur des coupes de tissus
humains FFPE de différents types de tissus sains et
néoplasiques.

Tableau 1 Tests sur des sections de tissus FFPE sains

quartett

Performance clinique

Pour I'évaluation de la performance clinique, les images de
coloration autorisées fournies par les clients utilisant le
clone QR016 ont été évaluées pour prouver la preuve
clinique dans le but d'obtenir une visualisation robuste et
correcte de I'antigéne cible dans les échantillons cliniques
avec des niveaux d'expression inconnus, contribuant ainsi
a un diagnostic valide.

Les parametres de performance clinique ont été calculés
sur un total de 14 carcinomes thyroidiens, 10 carcinomes
rénaux, 20 carcinomes ovariens, 9 carcinomes
endométriaux [domées propres] gingi que 10 amygdales et 10
tissus appendiculaires [données propres] | 5 sensibilité et la
spécificité diagnostiques, la VPP, la VPN et la RL- ont été
respectivement de 100 %, 100 %, 100 %, 100 % et O
(interprété comme une preuve diagnostique
convaincante). Les résultats de I'évaluation des
performances cliniques sont conformes a la littérature
scientifique évaluée par les pairs, comme indiqué dans la
section « Résumé et explication ». Les autres tissus testés
peuvent donner un apergu des caractéristiques de la
coloration de PAX8 (QR016).

Tissu Cas positifs/total
Thyroide 2/2

Rein 10/10

Endometre 1/1

Trompe de Fallope 3/3

Amygdale 0/10

Appendice 0/10

Table 2 Tests sur des sections de tissus FFPE
néoplasiques

Tissu Cas positifs/total
Carcinome thyroidien 13/14

Carcinome des cellules rénales 9/10

Carcinome de l'ovaire 18/20

Carcinome de I'endométre 8/9

PAX8 (QR016) ne présente pas de réactivité croisée avec
PAX5 ou PAX®E.

Performance analytique

L'anticorps a passé avec succes tous les tests de
performance analytique. La sensibilité analytique a été
déterminée en mesurant les correspondances avec des
tissus positifs connus et la spécificité analytique a été
déterminée en mesurant les correspondances avec des
tissus négatifs connus avec une concordance globale d'au
moins 90 % entre le nouveau test et les résultats attendus.
Les résultats sont de 100 % chacun.

L'exactitude a été vérifiée par comparaison avec un
produit indépendant, et la concordance des résultats a été
confirmée a 100 %.

La méthode présente un niveau élevé de précision : la
répétabilité a l'intérieur d'une série (effectuée plusieurs fois
le méme jour par le méme analyste avec le méme
instrument), la reproductibilité entre les séries (effectuée
différents jours par différents analystes avec différents
instruments) et la reproductibilité d'un lot a l'autre (résultats
d'un nouveau lot de réactif comparés a ceux d'un lot
précédemment utilisé) sont confirmées a 100 % chacune.
La justesse et la précision se traduisent par un niveau
élevé d'exactitude des mesures de la méthode.

L'IHC étant une méthode de détection qualitative
fournissant des informations sur la présence ou non de
I'antigéne concerné, les paramétres relatifs aux limites de
concentration de détection et de quantification, a la limite
de coupure/tolérance, a la plage de mesure et a la linéarité
ne sont pas applicables et ne peuvent pas étre définis
pour ce produit.
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Limitations

1. Pour le diagnostic in vitro.

2. Utilisation en laboratoire uniquement.

3. Ce réactif est "réservé a un usage professionnel" car

I'immunohistochimie est un processus en plusieurs
étapes qui nécessite une formation spécialisée dans
la sélection des réactifs appropriés, des tissus, de la
fixation et du traitement, de la préparation de la lame
d'immunohistochimie, du choix du systéme de
détection et de l'interprétation des résultats de la
coloration.

4. La coloration des tissus dépend de la manipulation,
du traitement et du stockage des tissus avant la
coloration. Une fixation, une congélation, une
décongélation, un lavage, un séchage, un chauffage,
une coupe ou une contamination par d'autres tissus
ou fluides inadéquats peuvent produire des artefacts,
un piégeage d'anticorps ou des résultats incorrects.
Une performance optimale nécessite une qualité
d'échantillon adéquate ainsi qu'une préparation
appropriée de I'échantillon.

5. Une contre-coloration excessive ou incompléte peut
compromettre l'interprétation correcte des résultats.

6. Des résultats faussement positifs peuvent étre
observés en raison de la liaison non immunologique
de protéines ou de produits de réaction du substrat.
lls peuvent également étre dus a une pseudo-activité
peroxydase (érythrocytes), a la biotine endogéne
(exemple : foie, cerveau, rein) ou a I'activité
peroxydase endogene (cytochrome C).

7. Lorsqu'ils sont utilisés dans les étapes de blocage, les
sérums normaux provenant de la méme source
animale que les antisérums secondaires peuvent
donner des résultats faussement négatifs ou
faussement positifs en raison de l'effet des auto-
anticorps ou des anticorps naturels.

8. Les tissus provenant de personnes infectées par le
virus de I'hépatite B et contenant I'antigéne de surface
de I'hépatite B peuvent présenter une coloration non
spécifique a I'HRP.

9. Des résultats inattendus peuvent survenir en raison
de la variabilité biologique de I'expression de
I'antigéne dans les néoplasmes ou autres tissus
pathologiques.

10. L'interprétation clinique de tout résultat de test doit
étre évaluée dans le contexte des antécédents
médicaux du patient et des résultats d'autres tests
diagnostiques de laboratoire. La coloration doit étre
effectuée dans un laboratoire certifié et agréé, sous la
supervision d'un pathologiste qualifié qui est
responsable de I'évaluation et de I'adéquation des
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contréles positifs et négatifs. Le fabricant n'est pas
responsable des résultats incorrects dus a I'évaluation
visuelle.

11. Les anticorps prédilués sont préts a I'emploi et
optimisés pour la coloration. Une dilution
supplémentaire peut conduire a des résultats
incorrects.

12. Aprés une validation réussie, les utilisateurs peuvent
diluer les concentrés d'anticorps selon leurs besoins.
Des controles appropriés doivent étre effectués et
documentés.

13. Les performances du produit ont été établies
uniquement a l'aide des procédures fournies dans la
présente notice et des modifications de ces
procédures peuvent entrainer des changements
d'efficacité. La non-application du produit
conformément aux prescriptions de la présente fiche
technique entraine la perte de toute responsabilité.
Toute modification du produit, de sa composition, de
sa mise en ceuvre, ainsi que son utilisation en
combinaison avec des réactifs autres que ceux
recommandés dans la présente fiche n'est pas
autorisée ; les utilisateurs sont eux-mémes
responsables de ces modifications et doivent procéder
a une validation préalable.

14. L'application en combinaison avec des dispositifs de
diagnostic, par exemple une plate-forme de coloration
automatisée, nécessite une validation préalable avant
la coloration des échantillons de patients.

15. Nous n'assumons aucune responsabilité pour tout
dommage éventuel, y compris les dommages
corporels, le temps ou les efforts consacrés a la perte
économique causés par ce produit. Notre garantie est
limitée au prix payé pour le produit.

quartett

service@quartett.com « www.quartett.com

Fabricant

‘ biocyc Biotechnologie GmbH & Co. KG
Am Muhlenberg 4, 14476 Potsdam, Allemagne
certifié par TUV Rheinland LGA Products GmbH
1ISO 13485 & ISO 9001
Tel : +49 (0)331 967 826-00

Si l'utilisateur rencontre des problemes techniques ou de
performance avec le produit, il doit consulter le fabricant
ou une autorité compétente.

Tout incident grave lié au dispositif doit étre signalé au
fabricant et a I'autorité compétente de I'Etat membre dans
lequel I'utilisateur et/ou le patient est établi.

Le résumé de la sécurité et des performances (SSP) peut
étre consulté dans EUDAMED lorsque le module
correspondant est disponible.

Révision

Modifications apportées : -

Explications des symboles

Résolution des problémes

1. Seules les cellules intactes doivent étre utilisées pour
l'interprétation des résultats de marquage, car les
cellules dégénérées présentent un marquage non
spécifique.

2. En cas d'absence de marquage, contrblez I'ordre
d'application des réactifs. Suivez toutes les indications
fournies dans les instructions d'utilisation.

3. Ne laissez pas les sections se dessécher.

4. En cas de marquage faible, soyez attentif lors des
étapes de marquage aux chromogénes fraichement
préparés, aux temps d'incubation et aux
températures, ainsi qu'a un drainage précis des
réactifs.

5. Evitez un marquage de fond excessif en éliminant de
maniére optimale la paraffine, en lavant les lames et
en diluant 'anticorps primaire. En cas de marquage
de fond excessive, des niveaux élevés de biotine
endogéne peuvent étre présents (sauf si un systéme
de détection sans biotine est utilisé). Une étape de
blocage de la biotine doit étre incluse.

6. L'azide de sodium inactive la HRP, ce qui peut
conduire a des résultats erronés. Lavez les sections
dans un tampon exempt d'azide de sodium.

7. Contactez le service client de Quartett en cas de
doute.

Littérature

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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Numéro de catalogue E A utiliser avant
Catalog number Use by
Numéro de lot J’ o Limite de température
Batch code 27 Temperature limitation
Diagnostic in vitro [Iﬂ Suivre les instructions d'utilisation
In vitro diagnostic agent Consult instructions for use
H Fabricant
Manufacturer
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basada en la reaccion especifica antigeno-anticuerpo.
Mediante un sistema de deteccién unido a peroxidasa de
rabano picante (HRP) o fosfatasa alcalina (AP) se realiza
la visualizacién del antigeno a través de la union
especifica del anticuerpo primario. El anticuerpo
secundario se une al anticuerpo primario y el complejo
enzimatico etiqueta este complejo. La activacion
enzimatica del cromégeno da lugar a un producto de
reaccion visible en el lugar del antigeno. Cada paso se
incuba durante un tiempo y a una temperatura precisos y
requiere pasos de lavado interpuestos. A continuacion, la
muestra puede tefiirse. Los resultados se interpretan con
un microscopio optico.

Materiales proporcionados

N .y
oA
|

Figura 1 Carcinoma de ovario tefiido con anti-PAX8
(QRO16)

Anticuerpo primario

Anti-PAX8 (QRO16)

Anfitrion Conejo

Subclase 1gG

Inmundgeno Péptido sintético de PAX8 humano
Concentrado de Anticuerpo concentrado en TRIS
anticuerpos (pH 7,4) con < 1 % de suero

(bovino, asno) y < 0,1 % de azida
sodica

Intervalo de dilucion
de trabajo
recomendado

1:100 — 1:200

Identificacién del producto

C-P008-025 25yl Concentrado
C-P008-01 0.1 ml Concentrado
C-P008-05 0.5 ml Concentrado
C-P008-10 1 ml Concentrado
P-P008-30 3 ml Listo para usar
P-P008-70 7 ml Listo para usar
P-P008-150 15 ml Listo para usar

Uso previsto

Anticuerpo antihumano para uso diagnéstico in vitro. El
anticuerpo primario esta destinado a la deteccion
cualitativa de los antigenos asociados enumerados en la
seccion "Resumen y explicacion". Esta destinado a ser
utilizado en un procedimiento de inmunohistoquimica
(IHC) en secciones de tejido fijadas en formalina e

Anticuerpo listo para
usar

Anticuerpo prediluido en TRIS (pH
7,4) con < 1 % de sueros (bovino,
asno) y < 0,1 % de azida sédica

La etiqueta del producto muestra el nimero de lote
especifico. Cada lote individual es comparado y ajustado a
un lote de referencia para asegurar un rendimiento de
tincién inmunohistoquimica consistente de lote a lote.

El anticuerpo prediluido esta listo para su uso y optimizado
para la tincion. No es necesaria ninguna dilucién,
reconstitucion, mezcla o titulacion adicional.

El anticuerpo concentrado esta optimizado para la dilucion
dentro del rango de dilucion utilizando Q Diluent for IHC
(n° de catalogo AD-001-xxxx). El rango de dilucién
indicado debe considerarse como una recomendacion y
depende de diferentes hechos (tejido, fijacion, condiciones
de incubacion, etc.). La dilucién éptima debe determinarse

incluidas en parafina (FFPE), seguido de visualizacién con

en el propio sistema del usuario.

microscopia 6ptica para ayudar al diagnostico tumoral. El
anticuerpo puede utilizarse manualmente o con cualquier
plataforma de tincion automatizada.

El producto sélo puede ser utilizado por personal
autorizado y cualificado. La interpretacion clinica de los
resultados de cualquier prueba debe evaluarse en el
contexto de la historia clinica del paciente y de otros
resultados de pruebas diagnédsticas de laboratorio. Un
patologo cualificado debe realizar la evaluacion.

Materiales necesarios pero no proporcionados

Resumen y explicacion

PAX8 es un miembro de la familia PAX (Paired Box) de
factores de transcripcion. Es vital para la organogénesis
durante el desarrollo embrionario de los rifiones, los
érganos de Muller y la tiroides. Debido a su expresiéon
restrictiva en tejidos normales, PAX8 es un marcador
sensible y especifico para tumores primarios asi como
para tumores metastasicos de los 6rganos y tejidos
mencionados.

PAX8 se expresa en el carcinoma de tiroides (~90%), el
carcinoma de endometrio (84-98%), el carcinoma de
ovario (71-99%) y el carcinoma de células renales
(~90%)!"-2,

Principio del procedimiento

El anticuerpo primario indicado es adecuado para la
tincién inmunohistoquimica de secciones de tejido FFPE

p008_pax8-qr016-v1-0-2025-06-30
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- Controles positivos y negativos

- Portaobjetos de microscopio (con carga positiva) y
cubreobjetos

- Frascos de tincién

- Temporizador

- Xileno o xileno alternativo, p. ej. Q Dewax Solution (n°
de catalogo DW-001-xxxx)

- Etanol

- Agua desionizada o destilada

- Equipo de calentamiento para el paso de
pretratamiento del tejido

- Diluyente de anticuerpos, p. ej. Q Diluent for IHC (n°
de catalogo AD-001-xxxx)

- Reactivo de recuperacién de antigeno, p. ej. Q
Retrieval Low pH 6.0 (n° de catalogo AR-001-0120) o
Q Retrieval High pH 9.0 (n° de catalogo AR-002-0120)

- Sistema de deteccion, p. €j. kits PolyQ Stain y
cromaégeno apropiado

- Tampon de lavado, p. ej. TBS (n° de catalogo BU-006-
xxxx) o TBS Tween20 (n° de catalogo BU-007-xxxx)

- Reactivo de bloqueo

- Hematoxilina

- Medio de montaje

- Microscopio 6ptico
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Almacenamiento y manipulacién

Conservara 2 -8 °C.

Si se conserva correctamente, el anticuerpo es estable
hasta la fecha de caducidad indicada en el vial. Esto
también se aplica a la vida util después de la apertura o
después de la dilucién del concentrado por el usuario final.
No utilizar después de la fecha de caducidad.

Para garantizar la correcta administracion del reactivo y la
estabilidad del anticuerpo, vuelva a colocar el tapon
dispensador después de cada uso y enfrie
inmediatamente el frasco en posicion vertical.

quartett

Incubacion del anticuerpo primario durante 30 - 60 min a
TA.

Protocolo de tincién: Seguir el procedimiento descrito en
las instrucciones del sistema de deteccion utilizado.

Recomendaciones para los protocolos de tincion:
1. Adhesivo Leica

Dilucion - 1:100

Pretratamiento - HIER: ER2 30 min

Incubacién - 60 min

Deteccion - Bond Polymer Refine

Procedimientos de control de calidad

Preparacion de las muestras

Los tejidos FFPE procesados rutinariamente son
adecuados para su uso con este anticuerpo primario. El
fijador tisular recomendado es formalina tamponada
neutra al 10 %. Pueden producirse resultados variables
como consecuencia de una fijacién prolongada o de
procesos especiales como la descalcificacion de
preparaciones de médula 6sea. El grosor de las secciones
de tejido, que deben colocarse en portaobjetos cargados
positivamente, debe ser de 2 - 5 um. Se recomienda
pretratar el tejido desparafinado con recuperacion de
epitopos inducida por calor (HIER). Los portaobjetos
deben tefiirse lo antes posible, ya que la antigenicidad de
las secciones de tejido cortadas puede disminuir con el
tiempo.

El protocolo de pretratamiento 6ptimo debe determinarse
en el propio sistema del usuario.

Advertencias y precauciones

1. El producto solo puede ser utilizado por personal
autorizado y cualificado.

2. No se estiman riesgos para la salud, si el producto se
utiliza segun las instrucciones. MSDS esta disponible
bajo peticion.

3. El producto contiene azida sédica como conservante.
La azida sddica pura es toxica. La concentracion de
azida sodica en este reactivo es < 0,1 %, por lo que
no esta clasificada como peligrosa.

4. Como con cualquier producto derivado de fuentes
biolégicas, deben utilizarse procedimientos de
manipulacion adecuados.

5. No utilice reactivos después de la fecha de
caducidad.

6. Tomar precauciones razonables al manipular los
reactivos. Utilizar ropa y guantes de proteccion.

7. Todos los materiales peligrosos deben eliminarse de
acuerdo con las directrices para la eliminacion de
residuos peligrosos. Los materiales de origen humano
o animal deben manipularse como materiales
biopeligrosos y eliminarse con las precauciones
adecuadas.

8. Evite la contaminacion microbiana de los reactivos, ya
que puede provocar resultados incorrectos.

Procedimiento de tincion

El anticuerpo primario ha sido optimizado para su uso en
combinacién con los sistemas de deteccion PolyQ Stain.
Los siguientes datos son recomendaciones. Debido a la
variacioén en la fijacion y procesamiento de los tejidos, asi
como a las condiciones generales de los instrumentos de
laboratorio y del entorno, puede ser necesario ajustar los
tiempos de incubacion. El protocolo 6ptimo debe
determinarse en el propio sistema del usuario.

Recuperacion de antigeno: HIER; Hervir las secciones de

tejido en Q Retrieval durante aproximadamente 30 min
seguido de enfriamiento a temperatura ambiente (TA).

p008_pax8-qr016-v1-0-2025-06-30

Control tisular positivo

Debe realizarse un control tisular positivo con cada
procedimiento de tincion efectuado para supervisar el
correcto funcionamiento de los tejidos procesados y los
reactivos de la prueba. Los controles tisulares positivos
conocidos no deben utilizarse como ayuda para
determinar un diagnéstico especifico de la muestra del
paciente.

Si los controles tisulares positivos no demuestran una
tincién positiva adecuada, los resultados con las muestras
de prueba deben considerarse invalidos.

Ejemplo de control tisular positivo:

- Rifidn (Debe observarse una tincion nuclear clara, de
débil a moderada, en la mayoria de las células epiteliales
de los tubulos renales proximales y distales, los conductos
colectores y las células epiteliales parietales de la capsula
de Bowman).

- Trompa de Falopio (Tincién nuclear de débil a moderada
en la mayoria de las células epiteliales ciliadas y tincion
nuclear fuerte de las células epiteliales secretoras
intercaladas).

Control tisular negativo

Los controles tisulares negativos proporcionan una
indicacion de la tincion de fondo no especifica. Si se
produce tincién especifica en los sitios de control tisular
negativo, los resultados con las muestras del paciente
deben considerarse invalidos.

La variedad de tipos celulares presentes en la mayoria de
las secciones de tejido ofrece sitios de control negativo
internos. Por lo tanto, el mismo tejido utilizado para el
control tisular positivo puede utilizarse como control tisular
negativo.

Ejemplo de control tisular negativo interno:
- Amigdalas (No debe observarse tincién en las células
epiteliales escamosas ni en los linfocitos)

Discrepancias

Si los resultados del control de calidad no cumplen las
especificaciones, los resultados del paciente no son
validos. Identifique y corrija el problema (consulte la
seccion "Solucion de problemas") y, a continuacion, repita
todo el procedimiento con las muestras del paciente.

Reactivo de control negativo

Se utiliza un reactivo de control negativo en lugar del
anticuerpo primario para evaluar la tincién inespecifica. La
especie huésped y el tiempo de incubacion deben ser
similares a los del anticuerpo primario.

Interpretacion de los resultados

El procedimiento de inmunotincidon hace que precipite un
producto de reaccién coloreado en los sitios del antigeno
localizados por el anticuerpo primario.

Localizacion celular: Nuclear.
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Un patdlogo cualificado con experiencia en
procedimientos inmunohistoquimicos debe evaluar los
controles tisulares positivos y negativos antes de
interpretar las muestras de los pacientes.

La intensidad de la tincién positiva debe evaluarse en el
contexto de cualquier tincion de fondo del control reactivo
negativo.

Nota: Un resultado negativo significa que no se ha
detectado el antigeno en cuestién, no que el antigeno esté
ausente en las células o tejidos analizados. Se puede
utilizar un panel de anticuerpos para verificar los
resultados. Ademas, debe examinarse la morfologia de
cada muestra de tejido utilizando una técnica de
hematoxilina y eosina. Un patdlogo cualificado debe
interpretar los hallazgos morfolégicos del paciente y los
datos clinicos pertinentes.

Caracteristicas de rendimiento

El anticuerpo ha sido validado por IHC utilizando
secciones de tejido humano FFPE de diferentes tipos de
tejidos sanos y neoplasicos.

Cuadro 1 Anadlisis de secciones de tejido FFPE sanas

quartett

Rendimiento clinico

Para la evaluacion del rendimiento clinico, se han
evaluado las imagenes de tincién autorizadas
proporcionadas por los clientes utilizando el clon QR016
para demostrar la evidencia clinica con el objetivo de
lograr una visualizacién robusta y correcta del antigeno
diana en muestras clinicas con niveles de expresion
desconocidos, contribuyendo asi a un diagnéstico valido.
Los parametros de rendimiento clinico se han calculado
con un total de 14 carcinomas de tiroides, 10 carcinomas
de células renales, 20 carcinomas de ovario, 9 carcinomas
de endometrio [4aios Propios] g5 como 10 tejidos de
amigdalas y 10 de apéndice [93\°s Popies] | g sensibilidad
diagnostica resumida, la especificidad diagndstica, el VPP,
el VPN y el LR- resultaron del 100%, 100%, 100%, 100%
y 0 (interpretado como evidencia diagndstica convincente),
respectivamente. Los resultados de la evaluacion del
rendimiento clinico concuerdan con la literatura cientifica
revisada por pares, como se muestra en la seccion
«Resumen y explicacion». El resto de tejidos evaluados
pueden ofrecer una visién general de las caracteristicas
de tincion de PAX8 (QR016).

Limitaciones

Tejido Positivos/total de casos
Tiroides 2/2

Rifén 10/10

Endometrio 1/1

Trompa de Falopio 3/3

Amigdala 0/10

Apéndice 0/10

Cuadro 2 Analisis de secciones de tejido neoplasico
FFPE

Tejido Positivos/total de casos
Carcinoma de tiroides 13/14

Carcinoma de células 9/10

renales

Carcinoma de ovario 18/20

Carcinoma de endometrio 8/9

PAX8 (QR016) no muestra reactividad cruzada con PAX5
o PAX6.

Rendimiento analitico

El anticuerpo ha superado todas las pruebas de
rendimiento analitico. La sensibilidad analitica se ha
determinado midiendo las concordancias con tejidos
positivos conocidos, y la especificidad analitica se ha
determinado midiendo las concordancias con tejidos
negativos conocidos con al menos un 90 % de
concordancia global entre la nueva prueba y los
resultados esperados cada uno. Los resultados son del
100 % cada uno.

La veracidad se ha verificado mediante comparacién con
un producto independiente, y se confirma que los
resultados coinciden al 100 %.

El método tiene un alto nivel de precision: la repetibilidad
dentro de una misma serie (realizada varias veces en el
mismo dia por el mismo analista con el mismo
instrumento), la reproducibilidad entre series (realizada en
dias diferentes por analistas diferentes con instrumentos
diferentes) y la reproducibilidad de lote a lote (resultados
de un nuevo lote de reactivo comparados con los de un
lote utilizado anteriormente) se confirman con un 100 %
cada una. La veracidad y la precision se traducen en un
alto nivel de exactitud de la medicién del método.

Dado que la IHC es un método de deteccion cualitativa
que proporciona informacion sobre si el antigeno
correspondiente esta presente o no, los parametros
relacionados con la concentracion limites de deteccion y
cuantificacion, limite de corte/tolerancia, rango de medida
y linealidad no son aplicables y no pueden definirse para
este producto.
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1. Para uso diagnéstico in vitro.

2. Para uso exclusivo en laboratorio.

3. Este reactivo es "solo para uso profesional" ya que la
inmunohistoquimica es un proceso de multiples
pasos que requiere una formacién especializada en
la seleccioén de los reactivos apropiados, tejidos,
fijaciéon y procesamiento, preparacion del
portaobjetos de inmunohistoquimica, eleccion del
sistema de deteccion e interpretacion de los
resultados de la tincién.

4. Latincion de tejidos depende de la manipulacion, el
procesamiento y el almacenamiento del tejido antes
de la tincion. Una fijacion, congelacion,
descongelacion, lavado, secado, calentamiento,
seccionamiento o contaminacién inadecuados con
otros tejidos o fluidos pueden producir artefactos,
atrapamiento de anticuerpos o resultados incorrectos.
Un rendimiento 6ptimo requiere una calidad
adecuada de la muestra, asi como una preparacion
apropiada de la misma.

5.  Una contratincion excesiva o incompleta puede
comprometer la correcta interpretacion de los
resultados.

6. Pueden observarse resultados falsos positivos
debido a la unién no inmunolégica de proteinas o
productos de reaccion del sustrato. También pueden
ser causados por actividad pseudo peroxidasa
(eritrocitos), biotina endégena (ejemplo: higado,
cerebro, rifiidn) o actividad peroxidasa endoégena
(citocromo C).

7. Cuando se utilizan en los pasos de bloqueo, los
sueros normales de la misma fuente animal que los
antisueros secundarios pueden causar resultados
falsos negativos o falsos positivos debido al efecto de
autoanticuerpos o anticuerpos naturales.

8. Los tejidos de personas infectadas con el virus de la
hepatitis B y que contienen antigeno de superficie de
la hepatitis B pueden mostrar tincién inespecifica con
HRP.

9. Pueden producirse resultados inesperados debido a
la variabilidad bioldgica de la expresion del antigeno
en neoplasias u otros tejidos patolégicos.

10. La interpretacion clinica de los resultados de
cualquier prueba debe evaluarse en el contexto de la
historia clinica del paciente y de otros resultados de
pruebas diagndsticas de laboratorio.

11. Los anticuerpos prediluidos estan listos para su uso y
optimizados para la tincién. Una dilucion adicional
puede conducir a resultados incorrectos.
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12. Después de una validacion satisfactoria, los usuarios
pueden diluir los concentrados de anticuerpos segun
sus necesidades. Deben emplearse y documentarse
controles apropiados.

13. El rendimiento del producto se ha establecido
utilizando unicamente los procedimientos
proporcionados en este prospecto y las
modificaciones de estos procedimientos pueden dar
lugar a cambios en la eficacia. La no aplicacion
segun lo prescrito en esta ficha técnica conlleva la
pérdida de toda responsabilidad. Cualquier cambio
en el producto, composicion, aplicacion, asi como el
uso en combinacioén con cualquier reactivo que no
sea el recomendado en este documento no esta
permitido; los usuarios son responsables ellos
mismos de esos cambios y tienen que realizar una
validacion previa.

14. La aplicacion en combinacion con dispositivos de
diagnostico, por ejemplo, una plataforma de tincién
automatizada, requiere una validacién previa antes
de tefiir la muestra del paciente.

15. No nos hacemos responsables de los posibles
danos, incluyendo lesiones personales, tiempo o
esfuerzo en pérdidas econdémicas causadas por este
producto. Nuestra garantia se limita al precio pagado
por el producto.

quartett

En caso de que el usuario experimente algun problema
técnico o relacionado con el funcionamiento del producto,
consulte al fabricante o a una autoridad competente.

Cualquier incidente grave que se haya producido en
relacion con el producto debera notificarse al fabricante y
a la autoridad competente del Estado miembro en el que
esté establecido el usuario y/o el paciente.

El resumen de seguridad y funcionamiento (SSP) puede
consultarse en EUDAMED cuando el médulo
correspondiente esté disponible.

Revisiéon

Cambio(s) realizado(s): -

Explicacion de los simbolos

Solucién de problemas

1. Solo deben utilizarse células intactas para interpretar
los resultados de la tincidn, ya que las células
degeneradas muestran una tincién inespecifica.

2. Sino se produce tincion, controlar el orden de
aplicacion de los reactivos. Seguir todas las
indicaciones dadas en las instrucciones de uso.

3. No dejar que las secciones se sequen.

4. Sise produce una tincién débil, prestar atencion
durante los pasos de tincion al cromdgeno recién
preparado, a los tiempos y temperaturas de
incubacion, asi como al escurrido preciso de los
reactivos.

5. Evite el exceso de tincion de fondo eliminando de
forma 6ptima la parafina, lavando los portaobjetos y
diluyendo el anticuerpo primario. Si se produce una
tincion de fondo excesiva, es posible que haya altos
niveles de biotina enddgena (a menos que se utilice
un sistema de deteccion sin biotina). Debe incluirse
un paso de bloqueo de biotina.

6. La azida sddica inactiva la HRP, lo que puede dar
lugar a resultados falsos. Lavar las secciones en
tampén libre de azida sédica.

7. En caso de duda, pongase en contacto con el servicio

de atencion al cliente de quartett.

Literatura

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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IT ISTRUZIONI PER L'USO

Anticorpo monoclonale di coniglio contro

PAX8 (QR016)

Per uso diagnostico in vitro (IVD)
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Figura 1 Carcinoma ovarico colorato con anti-PAX8
(QRO16)

quartett

(HRP) o alla fosfatasi alcalina (AP), la visualizzazione
dell'antigene viene eseguita tramite il legame specifico
dell'anticorpo primario. L'anticorpo secondario si lega
all'anticorpo primario e il complesso enzimatico etichetta
questo complesso. L'attivazione enzimatica del
cromogeno provoca una reazione visibile nel sito
dell'antigene. Ogni passaggio viene incubato per un tempo
e una temperatura precisi e richiede fasi di lavaggio
interposte. Il campione pud quindi essere sottoposto a
controcolorazione. | risultati vengono interpretati
utilizzando un microscopio.

Materiali forniti

Anticorpo primario Anti-PAX8 (QR016)

Host Coniglio

Isotipo IgG

Immunogeno Peptide sintetico di PAX8 umano

Concentrato Anticorpo concentrato in TRIS (pH

di anticorpi 7,4) con < 1 % di sieri (bovino,
asino) e < 0,1 % di sodio azide

Intervallo di 1:100 — 1:200

diluizione consigliato

Identificazione prodotto

C-P008-025 25yl Concentrato
C-P008-01 0.1 ml Concentrato

C-P008-05 0.5 ml Concentrato
C-P008-10 1 ml Concentrato
P-P008-30 3 ml  Pronto all'uso
P-P008-70 7 ml  Pronto all'uso
P-P008-150 15 ml Pronto all'uso

Uso previsto

Anticorpo antiumano per uso diagnostico in vitro.
L'anticorpo primario € destinato alla rilevazione qualitativa
degli antigeni associati elencati nella sezione "Riepilogo e
spiegazione®. E destinato all'uso nell'ambito di una
procedura immunoistochimica (IHC) su sezioni di tessuto
fissate in formalina e incluse in paraffina (FFPE) seguita
dalla visualizzazione al microscopio per facilitare la
diagnosi del tumore. L'anticorpo pud essere utilizzato
manualmente o con qualsiasi piattaforma di colorazione
automatizzata.

Il prodotto pud essere utilizzato solo da personale
autorizzato e qualificato. L’interpretazione clinica dei
risultati dei test deve essere valutata nel contesto
dellanamnesi del paziente e dei risultati di altri test
diagnostici di laboratorio. Un patologo qualificato deve
eseguire la valutazione.

Anticorpo pronto Anticorpo prediluito in TRIS (pH
all'uso 7,4) con < 1 % di sieri (bovino,
asino) e < 0,1 % di sodio azide

L'etichetta del prodotto mostra il numero di lotto specifico.
Ogni singolo lotto viene confrontato e adattato a un lotto di
riferimento per garantire prestazioni di colorazione
immunoistochimica coerenti da lotto a lotto.

L'anticorpo prediluito & pronto per I'uso e ottimizzato per la
colorazione. Non sono necessarie ulteriori diluizioni,
ricostituzioni, miscelazioni o titolazioni.

Il concentrato di anticorpi & ottimizzato per la diluizione
entro l'intervallo di diluizione utilizzando Q Diluent for IHC
(N. cat. AD-001-xxxx). L'intervallo di diluizione indicato
deve essere considerato come una raccomandazione e
dipende da diversi fattori (tessuto, fissazione, condizioni di
incubazione, ecc.). La diluizione ottimale deve essere
determinata nel sistema dell'utente.

Materiali necessari ma non forniti

Riepilogo e spiegazione

PAX8 € un membro della famiglia dei fattori di trascrizione
PAX (Paired Box). E fondamentale per I'organogenesi
durante lo sviluppo embrionale di reni, organi di Miller e
tiroide. A causa dell'espressione restrittiva nei tessuti
normali, PAX8 & un marcatore sensibile e specifico per i
tumori primari e per i tumori metastatici provenienti dai
suddetti organi e tessuti.

PAX8 € espresso nel carcinoma tiroideo (~90%), nel
carcinoma endometriale (84-98%), nel carcinoma ovarico
(71-99%) e nel carcinoma a cellule renali (~90%)!"2.

Principio della procedura

- Controlli positivi e negativi

- Vetrini per microscopio (caricati positivamente) e
vetrini coprioggetto

- Vasetti per colorazione

- Timer

- Xilene o alternativa allo xilene, ad es. Q Dewax
Solution (N. cat. DW-001-xxxx)

- Etanolo

- Acqua deionizzata o distillata

- Apparecchiature di riscaldamento per la fase di
pretrattamento dei tessuti

- Diluente anticorpale, ad es. Q Diluent for IHC (N. cat.
AD-001-xxxx)

- Reagente di recupero dell'antigene, ad es. Q Retrieval
Low pH 6.0 (N. cat. AR-001-0120) o Q Retrieval High
pH 9.0 (N. cat. AR-002-0120)

- Sistema di rilevamento, ad es. Kit PolyQ Stain e
cromogeno appropriato

- Tampone di lavaggio, ad es. TBS (N. cat. BU-006-
xxxx) o TBS-Tween20 (N. cat. BU-007-xxxx)

- Reagente bloccante

- Ematossilina

- Mezzo di montaggio

- Microscopio ottico

L'anticorpo primario indicato & adatto per la colorazione
immunoistochimica di sezioni di tessuto FFPE in base alla
specifica reazione antigene-anticorpo. Utilizzando un
sistema di rilevamento legato alla perossidasi di rafano
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Conservazione e manipolazione

C€oo

Conservarea 2 -8 °C.

Se conservato correttamente, |'anticorpo & stabile fino alla
data di scadenza indicata sulla fiala. Questo vale anche
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per la durata di conservazione dopo I'apertura o dopo la
diluizione del concentrato da parte dell'utente finale. Non
utilizzare dopo la data di scadenza.

Per garantire la corretta somministrazione del reagente e
la stabilita dell'anticorpo, sostituire il tappo del
dispensatore dopo ogni utilizzo e riporre immediatamente
il flacone al fresco in posizione verticale.

quartett

Incubazione - 60 min
Rilevamento - Bond Polymer Refine

Procedure di controllo della qualita

Preparazione del campione

Trattati regolarmente, i tessuti FFPE sono adatti all'uso
con questo anticorpo primario. |l fissativo raccomandato
per i tessuti & formalina neutra tamponata al 10 %.
Risultati variabili possono verificarsi in seguito a fissazione
prolungata o a processi speciali come la decalcificazione
dei preparati di midollo osseo. Lo spessore delle sezioni di
tessuto, che devono essere posizionate su vetrini con
carica positiva, deve essere di 2 - 5 ym. Si raccomanda il
pretrattamento del tessuto deparaffinato con il recupero
degli epitopi indotto dal calore (HIER). | vetrini devono
essere colorati il prima possibile, poiché I'antigenicita delle
sezioni di tessuto tagliate pud diminuire nel tempo.

Il protocollo di pretrattamento ottimale deve essere
determinato nel sistema dell'utente.

Avvertenze e precauzioni

1. Il prodotto puo essere utilizzato solo da personale
autorizzato e qualificato.

2. Non si stimano rischi per la salute se il prodotto viene
utilizzato come indicato. La scheda di sicurezza &
disponibile su richiesta.

3. Il prodotto contiene sodio azide come conservante. La
sodio azide pura € tossica. La concentrazione di sodio
azide in questo reagente & < 0,1% e non & classificata
come pericolosa.

4. Come per qualsiasi prodotto derivato da fonti
biologiche, & necessario utilizzare procedure di
manipolazione adeguate.

5. Non utilizzare i reagenti dopo la data di scadenza.

6. Prendere precauzioni ragionevoli quando si
maneggiano i reagenti. Utilizzare indumenti e guanti
protettivi.

7. Tutti i materiali pericolosi devono essere smaltiti
secondo le linee guida per lo smaltimento dei rifiuti
pericolosi. | materiali di origine umana o animale
devono essere trattati come materiali a rischio
biologico e smaltiti con le dovute precauzioni.

8. Evitare la contaminazione microbica dei reagenti,
poiché potrebbe causare risultati errati.

Procedura di colorazione

L'anticorpo primario & stato ottimizzato per l'uso in
combinazione con i sistemi di rivelazione PolyQ Stain. |
dati riportati di seguito sono raccomandazioni. A causa
delle variazioni nella fissazione e nel trattamento dei
tessuti, nonché delle condizioni ambientali e degli
strumenti di laboratorio, pud essere necessario modificare
i tempi di incubazione. Il protocollo ottimale deve essere
determinato nel sistema dell'utente.

Recupero dell'antigene: HIER; bollire le sezioni di tessuto
in Q Retrieval per circa 30 minuti, quindi raffreddare a
temperatura ambiente.

Incubazione dell'anticorpo primario per 30 — 60 minuti a
temperatura ambiente.

Protocollo di colorazione: Seguire la procedura descritta
nelle istruzioni del sistema di rivelazione utilizzato.

Raccomandazioni per i protocolli di colorazione:
1. Legante Leica

Diluizione - 1:100

Pretrattamento - HIER: ER2 30 min.
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Controllo positivo del tessuto

E necessario eseguire un controllo positivo del tessuto con
ogni procedura di colorazione eseguita per monitorare la
corretta prestazione dei tessuti trattati e dei reagenti del
test. I controlli tissutali positivi noti non devono essere
utilizzati come ausilio per determinare una diagnosi
specifica del campione del paziente.

Se i controlli tissutali positivi non dimostrano un'adeguata
colorazione positiva, i risultati ottenuti con i campioni in
esame devono essere considerati non validi.

Esempio di controllo tissutale positivo:

- Rene (una colorazione nucleare distinta, da debole a
moderata, deve essere osservata nella maggior parte delle
cellule epiteliali dei tubuli renali prossimali e distali, dei
dotti di raccolta e delle cellule epiteliali parietali della
capsula di Bowman).

- Tube di Falloppio (colorazione nucleare da debole a
moderata e distinta nella maggior parte delle cellule
epiteliali ciliate e forte colorazione nucleare delle cellule
epiteliali secretorie intercalate).

Controllo tissutale negativo

| controlli negativi dei tessuti forniscono un'indicazione di
colorazione di fondo non specifica. Se si verifica una
colorazione specifica nei siti di controllo negativo del
tessuto, i risultati con i campioni dei pazienti devono
essere considerati non validi.

La varieta di tipi cellulari presenti nella maggior parte delle
sezioni tissutali offre siti di controllo negativo interno.
Pertanto, lo stesso tessuto utilizzato per il controllo
tissutale positivo pud essere utilizzato come controllo
tissutale negativo.

Esempio di controllo tissutale negativo interno:
- Tonsilla (Le cellule epiteliali squamose e i linfociti non
devono presentare alcuna colorazione)

Discrepanze

Se i risultati del controllo di qualita non sono conformi alle
specifiche, i risultati del paziente non sono validi.
Identificare e correggere il problema (vedere la sezione
"Risoluzione dei problemi"), quindi ripetere l'intera
procedura con i campioni del paziente.

Reagente di controllo negativo

Un reagente di controllo negativo viene utilizzato al posto
dell'anticorpo primario per valutare la colorazione non
specifica. La specie ospite e il tempo di incubazione
devono essere simili a quelli dell'anticorpo primario.

Interpretazione dei risultati

La procedura di immunocolorazione fa precipitare un
prodotto di reazione colorato nei siti dell'antigene
localizzati dall'anticorpo primario.

Localizzazione cellulare: Nucleare.

Un patologo qualificato esperto in procedure di
immunoistochimica deve valutare i controlli tissutali positivi
e negativi prima di interpretare i campioni dei pazienti.
L'intensita della colorazione positiva deve essere valutata
nel contesto di qualsiasi colorazione di fondo del controllo
del reagente negativo.

Nota: un risultato negativo significa che I'antigene in
questione non é stato rilevato, non che I'antigene &
assente nelle cellule o nel tessuto analizzato. Per
verificare i risultati &€ possibile utilizzare un pannello di
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anticorpi. Inoltre, la morfologia di ogni campione di tessuto
deve essere esaminata utilizzando una

sezione colorata con ematossilina ed eosina. Un patologo
qualificato deve interpretare i risultati morfologici del
paziente e i dati clinici pertinenti.

Caratteristiche delle prestazioni

quartett

convincenti). | risultati della valutazione delle prestazioni
cliniche sono conformi alla letteratura scientifica peer-
reviewed, come illustrato nella sezione “Sintesi e
spiegazione”. | restanti tessuti analizzati possono fornire
una panoramica delle caratteristiche di colorazione di
PAX8 (QR016).

L'anticorpo € stato validato mediante IHC utilizzando
sezioni di tessuto umano FFPE di diversi tipi di tessuti sani
e neoplastici.

Tabella 1 Analisi di sezioni di tessuto FFPE sano

Limitazioni

Tessuto Positivo/Casi totali
Tiroide 2/2

rene 10/10

Endometrio 1M

Tube di Falloppio 3/3

Tonsilla 0/10

Appendice 0/10

Tabella 2 Analisi di sezioni di tessuto FFPE neoplastico

Tessuto Positivo/Casi totali
Carcinoma tiroideo 13/14

Carcinoma a cellule renali 9/10

Carcinoma dell'ovaio 18/20

Carcinoma dell'endometrio 8/9

PAX8 (QR016) non mostra reattivita crociata con PAX5 o
PAX6.

Prestazioni analitiche

L'anticorpo ha superato tutti i test di prestazione analitica.
La sensibilita analitica é stata determinata misurando le
concordanze con i tessuti positivi noti e la specificita
analitica & stata determinata misurando le concordanze
con i tessuti negativi noti con almeno il 90% di
concordanza complessiva tra il nuovo test e i risultati
attesi. | risultati sono pari al 100 % ciascuno.

L'esattezza & stata verificata mediante confronto con un
prodotto indipendente ed & confermata in quanto i risultati
corrispondono al 100%.

I metodo ha un elevato livello di precisione: la ripetibilita
all'interno della corsa (eseguita piu volte nello stesso
giorno dallo stesso analista con lo stesso strumento), la
riproducibilita tra le corse (eseguita in giorni diversi da
analisti diversi con strumenti diversi) e la riproducibilita da
un lotto all'altro (i risultati di un nuovo lotto di reagenti
confrontati con quelli di un lotto usato in precedenza) sono
confermate al 100 % ciascuna. L'esattezza e la precisione
si traducono in un elevato livello di accuratezza della
misurazione del metodo.

Poiché I''HC € un metodo di rilevamento qualitativo che
fornisce informazioni sulla presenza o meno dell'antigene
corrispondente, i parametri relativi alla concentrazione, i
limiti di rilevamento e quantificazione, il limite di
cutoff/tolleranza, l'intervallo di misurazione e la linearita
non sono applicabili e non possono essere definiti per
questo prodotto.

Prestazioni cliniche

Per la valutazione delle prestazioni cliniche, le immagini di
colorazione autorizzate fornite dai clienti con il clone
QRO016 sono state valutate per dimostrare I'evidenza
clinica, con I'obiettivo di ottenere una visualizzazione
robusta e corretta dell'antigene target in campioni clinici
con livelli di espressione sconosciuti, contribuendo cosi a
una diagnosi valida.

| parametri di performance clinica sono stati calcolati su un
totale di 14 carcinomi tiroidei, 10 carcinomi a cellule renali,
20 carcinomi ovarici, 9 carcinomi endometriali (42t propril 10
tessuti di tonsille e 10 di appendice i Poril | 5 sensibilita
diagnostica, la specificita diagnostica, il PPV, il NPV e
I'LR- sono risultati rispettivamente del 100%, 100%, 100%,
100% e 0 (interpretati come prove diagnostiche
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1. Per uso diagnostico in vitro.

2. Solo per uso di laboratorio.

3. Questo reagente & "solo per uso professionale" in
quanto I'immunoistochimica & un processo a piu fasi
che richiede una formazione specializzata nella
selezione dei reagenti appropriati, dei tessuti, della
fissazione e del trattamento, della preparazione del
vetrino per I'immunoistochimica, della scelta del
sistema di rilevazione e dell'interpretazione dei
risultati della colorazione.

4. La colorazione dei tessuti dipende dalla
manipolazione, dalla lavorazione e dalla
conservazione del tessuto prima della colorazione. La
fissazione, il congelamento, lo scongelamento, il
lavaggio, I'asciugatura, il riscaldamento, il
sezionamento o la contaminazione con altri tessuti o
fluidi possono produrre artefatti, intrappolamento
degli anticorpi o risultati errati. Per ottenere
prestazioni ottimali & necessaria un'adeguata qualita
del campione e un'appropriata preparazione dello
stesso.

5. Una controcolorazione eccessiva o incompleta pud
compromettere la corretta interpretazione dei risultati.

6. | risultati falsi positivi possono essere causati dal
legame non immunologico di proteine o prodotti di
reazione del substrato. Possono anche essere
causati da attivita di pseudo-perossidasi (eritrociti),
biotina endogena (esempio: fegato, cervello, rene) o
attivita di perossidasi endogena (citocromo C).

7.  Se utilizzati nelle fasi di blocco, i sieri normali
provenienti dalla stessa fonte animale degli antisieri
secondari possono causare risultati falsi negativi o
falsi positivi a causa dell'effetto di autoanticorpi o
anticorpi naturali.

8. | tessuti di persone infettate dal virus dell'epatite B e
contenenti I'antigene di superficie dell'epatite B
possono presentare una colorazione non specifica
con HRP.

9. Possono verificarsi risultati inattesi a causa della
variabilita biologica dell'espressione dell'antigene
nelle neoplasie o in altri tessuti patologici.

10. L'interpretazione clinica dei risultati del test deve
essere valutata nel contesto dell'anamnesi del
paziente e dei risultati di altri test diagnostici di
laboratorio. La colorazione deve essere eseguita in
un laboratorio certificato e autorizzato sotto la
supervisione di un patologo qualificato, responsabile
della valutazione e dell'adeguatezza dei controlli
positivi e negativi. Il produttore non & responsabile di
risultati errati dovuti alla valutazione visiva.

11. Gli anticorpi prediluiti sono pronti all'uso e ottimizzati
per la colorazione. Un'ulteriore diluizione pud portare
a risultati errati.

12. Dopo l'esito positivo della convalida, gli utenti
possono diluire i concentrati di anticorpi in base alle
esigenze. Devono essere impiegati controlli
appropriati e documentati.

13. Le prestazioni del prodotto sono state stabilite
utilizzando esclusivamente le procedure fornite nel
presente foglietto illustrativo e le modifiche a tali
procedure possono comportare variazioni di
efficienza. La mancata applicazione di quanto
prescritto nella presente scheda tecnica comporta la
perdita di ogni responsabilita. Non & consentito
apportare maodifiche al prodotto, alla composizione,
all'applicazione e all'uso in combinazione con
reagenti diversi da quelli raccomandati nel presente
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documento; gli utenti sono responsabili di tali Revisione

modifiche e devono eseguire una convalida

preventiva. Modifiche apportate: -

14. L'applicazione in combinazione con dispositivi

diagnostici, ad esempio una piattaforma di Spiegazione dei simboli

colorazione automatica, richiede una convalida
preventiva prima di colorare i campioni dei pazienti.

15. Non ci assumiamo alcuna responsabilita per
eventuali danni, tra cui lesioni personali, perdite di
tempo o di lavoro o perdite economiche causate da
questo prodotto. La nostra garanzia & limitata al VD
prezzo pagato per il prodotto. o

Risoluzione dei problemi

1. Per l'interpretazione dei risultati della colorazione si
devono usare solo cellule intatte, poiché le cellule
degenerate mostrano una colorazione non specifica.

2. Se non si verifica alcuna colorazione, controllare
I'ordine di applicazione dei reagenti. Seguire tutte le
indicazioni fornite nelle istruzioni per l'uso.

3. Non lasciare asciugare le sezioni.

4. Se si verifica una colorazione debole, durante le fasi
di colorazione prestare attenzione al cromogeno
appena preparato, ai tempi e alle temperature di
incubazione e allo scarico accurato dei reagenti.

5. Evitare una colorazione di fondo eccessiva
rimuovendo in modo ottimale la paraffina, lavando i
vetrini e diluendo I'anticorpo primario. Se si verifica
una colorazione di fondo eccessiva, € possibile che
siano presenti livelli elevati di biotina endogena (a
meno che non si utilizzi un sistema di rilevazione privo
di biotina). E necessario includere una fase di blocco
della biotina.

6. La sodio azide inattiva I'HRP, il che puo portare a
risultati errati. Lavare le sezioni in un tampone privo di

sodio azide.

7. Contattare il servizio clienti quartett in caso di
incertezze.

Letteratura

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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Nel caso in cui l'utente riscontri problemi tecnici o di
prestazioni con il prodotto, si prega di consultare il
produttore o un'autorita competente.

Qualsiasi incidente grave verificatosi in relazione al
dispositivo deve essere segnalato al produttore e
all'autorita competente dello Stato membro in cui si trova
l'utente e/o il paziente.

Il riepilogo della sicurezza e delle prestazioni (SSP) &

disponibile in EUDAMED quando & disponibile il relativo
modulo.
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PT INSTRUGOES DE UTILIZAGAO

Anticorpo monoclonal de coelho contra

PAX8 (QR016)

Utilizagdo para diagndstico in vitro (IVD)
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Figura 1 Carcinoma do ovario corado com anti-PAX8
(QRO16)
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na reagdo especifica antigénio-anticorpo. Utilizando um
sistema de detegdo ligado a peroxidase de rabano (HRP)
ou a fosfatase alcalina (AP), a visualizagao do antigénio é
efectuada através da ligagdo especifica do anticorpo
primario. O anticorpo secundario liga-se ao anticorpo
primario e o complexo enzimatico marca este complexo. A
ativag&@o enzimatica do cromogénio resulta num produto de
reagéo visivel no local do antigénio. Cada etapa é incubada
durante um periodo de tempo e temperatura precisos e
requer etapas de lavagem intercaladas. A amostra pode
entdo ser contracorada. Os resultados sdo interpretados
utilizando um microscopio 6tico.

Materiais fornecidos

Anticorpo primario Anti-PAX8 (QR016)

Anfitrido Coelho

Subclasse 1gG

Imunogénio Péptido sintético de PAX8 humano

Concentrado de Anticorpo concentrado em TRIS

anticorpos (pH 7,4) com < 1 % de soro
(bovino, burro) e < 0,1 % de azida
de sdédio

Intervalo de diluicao 1:100 — 1:200

de trabalho

recomendado

Identificagao do produto

C-P008-025 25yl Concentrado
C-P008-01 0.1 ml Concentrado
C-P008-05 0.5 ml Concentrado
C-P008-10 1 ml Concentrado
P-P008-30 3 ml Pronto a usar
P-P008-70 7 ml  Pronto a usar
P-P008-150 15 ml Pronto a usar

Utilizagao pretendida

Anticorpo anti-humano para utilizacdo em diagnodstico in
vitro. O anticorpo primario destina-se a detecédo qualitativa
de antigénios associados, tal como enumerados na secgao
"Resumo e explicacao". Destina-se a ser utilizado num
procedimento de imunohistoquimica (IHC) em secgdes de
tecido fixadas em formalina e incluidas em parafina (FFPE),
seguido de visualizagéo por microscopia ética para ajudar
no diagndstico de tumores. O anticorpo pode ser utilizado
manualmente ou com qualquer plataforma de coloracédo
automatizada.

O produto sé pode ser utilizado por pessoal autorizado e
qualificado. A interpretagao clinica de quaisquer resultados
de testes deve ser avaliada no contexto do historial médico
do doente e de outros resultados de testes laboratoriais de
diagndstico. A avaliagdo deve ser efectuada por um
patologista qualificado.

Anticorpo pronto a Anticorpo pré-diluido em TRIS (pH
usar 7,4) com < 1 % de soro (bovino,
burro) e < 0,1 % de azida de sédio

O rétulo do produto apresenta o numero de lote especifico.
Cada lote individual € comparado e ajustado a um lote de
referéncia para garantir um desempenho de coloragao
imunohistoquimica consistente de lote para lote.

O anticorpo pré-diluido esta pronto a usar e optimizado para
coloragdo. N&o ¢é necessaria qualquer diluigao,
reconstituicdo, mistura ou titulagéo adicional.

O concentrado de anticorpos é optimizado para diluicdo
dentro do intervalo de diluigao utilizando o Q Diluent for IHC
(Cat. No. AD-001-xxxx). O intervalo de diluigdo indicado
deve ser considerado como uma recomendagéo e depende
de diferentes factores (tecido, fixagdo, condigcbes de
incubacéo, etc.). A diluicdo 6ptima deve ser determinada no
proprio sistema do utilizador.

Materiais necessarios, mas nao fornecidos

Resumo e explicagdo

O PAX8 é um membro da familia PAX (Paired Box) de
factores de transcricdo. E vital para a organogénese
durante o desenvolvimento embrionario dos rins, dos
6rgaos de Miuller e da tiroide. Devido a sua expressao
restritiva em tecidos normais, o PAX8 & um marcador
sensivel e especifico para tumores primarios, bem como
para tumores metastaticos dos orgaos e tecidos acima
referidos.

O PAX8 é expresso no carcinoma da tiroide (~90%), no
carcinoma do endométrio (84-98%), no carcinoma do
ovario (71-99%) e no carcinoma das células renais
(~90%)!"-2,

Principio do procedimento

O anticorpo primario indicado é adequado para a coloragdo
imunohistoquimica de secg¢des de tecido FFPE com base
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- Controlos positivos e negativos

- Laminas de microscopio (com carga positiva) e
lamelas

- Frascos de coloragéo

- Temporizador

- Xileno ou alternativa ao xileno, por exemplo, Q Dewax
Solution (Cat. No. DWO001xxxx)

- Etanol

- Agua desionizada ou destilada

- Equipamento de aquecimento para o passo de
prétratamento do tecido

- Diluente de anticorpos, por exemplo, Q Diluent for IHC
(Cat. No. ADOO1xxxx)

- Reagente de recuperagéo de antigénio, por exemplo,
Q Retrieval Low pH 6.0 (N.° de Cat. AR0010120) ou Q
Retrieval High pH 9.0 (N.° de Cat. AR0020120)

- Sistema de detegdo, por exemplo, kits PolyQ Stain e
cromogénio adequado

- Tampéo de lavagem, por exemplo, TBS (Cat. N.°
BUO006xxxx) ou TBSTween20 (Cat. N.° BUOO7xxxx)

- Reagente de bloqueio

- Hematoxilina

- Meio de montagem

- Microscopio de luz

Armazenamento e manipulagéao

Armazenara 2 - 8 °C.
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Quando armazenado corretamente, o anticorpo & estavel
até a data de validade indicada no frasco. Isto também se
aplica ao prazo de validade apés a abertura ou apds a
diluicdo do concentrado pelo utilizador final. Nao utilizar
apos o prazo de validade.

Para garantir a distribuigdo adequada do reagente e a
estabilidade do anticorpo, substituir a tampa do
dispensador apo6s cada utilizagéo e colocar imediatamente
o frasco fresco na posicéo vertical.

quartett

1. Leica Bond

Diluigao - 1:100

Pré-tratamento - HIER: ER2 30 min
Incubagao - 60 min

Detecao - Bond Polymer Refine

Procedimentos de controlo da qualidade

Preparacao do espécime

Os tecidos FFPE processados de forma rotineira séo
adequados para utilizagdo com este anticorpo primario. O
fixador de tecidos recomendado é a formalina neutra
tamponada a 10 %. Podem ocorrer resultados variaveis em
consequéncia de uma fixagdo prolongada ou de processos
especiais, como a descalcificagdo de preparagbes de
medula éssea. A espessura das secgdes de tecido, que
devem ser colocadas em ldminas com carga positiva, deve
ser de 2 a 5 ym. Recomenda-se o pré-tratamento do tecido
desparafinizado com recuperagao de epitopos induzida
pelo calor (HIER). As laminas devem ser coradas o mais
rapidamente possivel, uma vez que a antigenicidade das
secgdes de tecido cortadas pode diminuir com o tempo.

O protocolo de pré-tratamento ideal deve ser determinado
no proprio sistema do utilizador.

Avisos e precaucoes

1. O produto s6 pode ser utilizado por pessoal autorizado
e qualificado.

2. Nao existem riscos estimados para a saude, se o
produto for utilizado de acordo com as instrugées. A
MSDS esta disponivel mediante pedido.

3. O produto contém azida de sodio como conservante.
A azida de sédio pura é toxica. A concentragdo de
azida de sodio neste reagente é < 0,1 %, 0 que ndo é
classificado como perigoso.

4. Tal como acontece com qualquer produto derivado de
fontes bioldgicas, devem ser utilizados procedimentos
de manuseamento adequados.

5. Nao utilizar os reagentes apos o prazo de validade.

6. Tomar precaugdes razoaveis ao manusear O0s
reagentes. Utilizar vestuario e luvas de protecao.

7. Todos os materiais perigosos devem ser eliminados
de acordo com as directrizes para a eliminagéo de
residuos perigosos. Os materiais de origem humana
ou animal devem ser manuseados como materiais de
risco biolégico e eliminados com as devidas
precaugoes.

8. Evitar a contaminagéo microbiana dos reagentes, uma
vez que pode provocar resultados incorrectos.

Procedimento de coloragéao

O anticorpo primario foi optimizado para utilizagdo em
combinagdo com os sistemas de detecdo PolyQ Stain. Os
dados seguintes sdo recomendagdes. Devido a variagdes
na fixagdo e processamento dos tecidos, bem como nas
condigbes gerais dos instrumentos de laboratério e do
ambiente, pode ser necessario ajustar os tempos de
incubacdo. O protocolo ideal deve ser determinado no
proprio sistema do utilizador.

Recuperagdo de antigénio: HIER; ferver as secgbes de
tecido em Q Retrieval durante cerca de 30 minutos, seguido
de arrefecimento a temperatura ambiente (RT).

Incubagdo do anticorpo primario durante 30 - 60 min a
temperatura ambiente.

Protocolo de coloragéo: Seguir o procedimento descrito nas
instrugdes do sistema de detecao utilizado.

Recomendagbes para protocolos de coloragéo:
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Controlo positivo de tecidos

Deve ser efectuado um controlo de tecido positivo com
cada procedimento de coloragéo realizado para monitorizar
o desempenho correto dos tecidos processados e dos
reagentes de teste. Os controlos de tecidos positivos
conhecidos ndo devem ser utilizados como auxiliares na
determinagéo de um diagnostico especifico da amostra do
doente.

Se os controlos de tecidos positivos ndo demonstrarem
uma coloragdo positiva adequada, os resultados com as
amostras de teste devem ser considerados invalidos.

Exemplo de controlo tecidular positivo:

- Rim (Pelo menos uma coloragéo nuclear distinta, fraca a
moderada, deve ser observada na maioria das células
epiteliais dos tubulos renais proximais e distais, nos
canais colectores e nas células epiteliais parietais da
capsula de Bowman)

- Trompa de Falépio (Coloragéo nuclear distinta, fraca a
moderada, na maioria das células epiteliais ciliadas e uma
forte coloragé@o nuclear das células epiteliais secretoras
intercaladas)

Controlo negativo de tecidos

Os controlos de tecidos negativos fornecem uma indicagédo
de coloragdo de fundo ndo especifica. Se ocorrer uma
coloragéo especifica nos locais de controlo de tecidos
negativos, os resultados com as amostras dos doentes
devem ser considerados invalidos.

A variedade de tipos de células presentes na maioria das
secgbes de tecido oferece locais internos de controlo
negativo. Por conseguinte, o0 mesmo tecido utilizado para o
controlo tecidular positivo pode ser utilizado como controlo
tecidular negativo.

Exemplo de controlo tecidular negativo interno:
- Amigdala (Nao deve ser observada qualquer coloragéo
nas células epiteliais escamosas e nos linfocitos)

Discrepancias

Se os resultados do controlo de qualidade néo
corresponderem as especificagbes, os resultados do
doente néo sao validos. Identificar e corrigir o problema (ver
secgao "Resolugdo de problemas") e, em seguida, repetir
todo o procedimento com as amostras do doente.

Reagente de controlo negativo

E utilizado um reagente de controlo negativo em vez do
anticorpo primario para avaliar a coloragdo néo especifica.
A espécie hospedeira e o tempo de incubagao devem ser
semelhantes aos do anticorpo primario.

Interpretacéo dos resultados

O procedimento de imunocoloragdo provoca a precipitagao
de um produto de reagéo colorido nos locais do antigénio
localizados pelo anticorpo primario.

Localizagao celular: Nuclear.

Um patologista qualificado com experiéncia em
procedimentos de imunohistoquimica deve avaliar os
controlos de tecidos positivos e negativos antes de
interpretar as amostras dos doentes.

A intensidade da coloragdo positiva deve ser avaliada no
contexto de qualquer coloragdo de fundo do controlo
negativo do reagente.
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Nota: Um resultado negativo significa que o antigénio em
questdo nao foi detectado, e ndo que o antigénio esta
ausente nas células ou tecidos analisados. Pode ser
utilizado um painel de anticorpos para verificar os
resultados. Além disso, a morfologia de cada amostra de
tecido deve ser examinada utilizando

secgdo corada com hematoxilina e eosina. Um patologista
qualificado deve interpretar os achados morfolégicos do
doente e os dados clinicos pertinentes.

Caracteristicas de desempenho

O anticorpo foi validado por IHC utilizando secgbes de
tecido humano FFPE de diferentes tipos de tecidos
saudaveis e neoplasicos.

Tabela 1 Testes de sec¢bes de tecido FFPE saudavel

quartett

do endométrip [dados préprios] - hem como 10 tecidos da
amigdala e 10 tecidos do apéndice [dades proprios] A
sensibilidade de diagndstico resumida, a especificidade de
diagnéstico, o VPP, o VAL e a RL- resultaram em 100%,
100%, 100%, 100% e O (interpretado como prova de
diagnostico convincente), respetivamente. Os resultados
da avaliagdo do desempenho clinico estdo de acordo com
a literatura cientifica revista por pares, conforme indicado
na seccgdo “Resumo e explicagdo”. Os restantes tecidos
testados podem dar uma viséo geral das carateristicas de
coloragéo do PAX8 (QR016).

Limitagoes

Tecido Casos positivos/total
Tiroide 2/2

Rim 10/10

Endométrio 11

Trompa de Falépio 3/3

Tonsila 0/10

Apéndice 0/10

Tabela 2 Testes de secgbes de tecido FFPE neoplasico
Tecido Casos positivos/total
Carcinoma da tiroide 13/14

Carcinoma das células renais 9/10

Carcinoma do ovario 18/20

Carcinoma do endométrio 8/9

O PAX8 (QR016) nao apresenta reatividade cruzada com o
PAX5 ou o PAX6.

Desempenho analitico

O anticorpo passou em todos os testes de desempenho
analitico. A sensibilidade analitica foi determinada através
da medicdo de concordancias com tecidos positivos
conhecidos e a especificidade analitica foi determinada
através da medigdo de concordancias com tecidos
negativos conhecidos, com uma concordancia global de
pelo menos 90 % entre o novo teste e os resultados
esperados. Os resultados sédo de 100 % cada.

A veracidade foi verificada por comparagdo com um
produto independente e é confirmada quando os resultados
coincidem a 100 %.

O método tem um elevado nivel de exatiddo - a
repetibilidade dentro de cada série (efectuada varias vezes
no mesmo dia pelo mesmo analista com o mesmo
instrumento), a reprodutibilidade entre séries (efectuada em
dias diferentes por analistas diferentes com instrumentos
diferentes) e a reprodutibilidade de lote para lote
(resultados de um novo lote de reagente comparados com
os de um lote previamente utilizado) sdo confirmadas com
100 % cada. A veracidade e a precisdo resultam num
elevado nivel de exatiddo da medigdo do método.

Uma vez que a IHC é um método de detegao qualitativa que
fornece informagdes sobre a presenga ou ndo do antigénio
correspondente, os parametros relacionados com a
concentragdo limites de detecédo e quantificagao, limite de
corte/tolerancia, intervalo de medigao e linearidade nao sdo
aplicaveis e nao podem ser definidos para este produto.

Desempenho clinico

Para a avaliagdo do desempenho clinico, foram avaliadas
imagens de coloragdo autorizadas fornecidas por clientes
que utilizaram o clone QR016 para comprovar a evidéncia
clinica, com o objetivo de obter uma visualizagado robusta e
correta do antigénio alvo em amostras clinicas com niveis
de expresséo desconhecidos, contribuindo assim para um
diagnéstico valido.

Os parametros de desempenho clinico foram calculados
com um total de 14 carcinomas da tiroide, 10 carcinomas
de células renais, 20 carcinomas do ovario, 9 carcinomas
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1. Para utilizagdo em diagnéstico in vitro.

2. Apenas para utilizagao laboratorial.

3. Este reagente é "apenas para uso profissional”, uma
vez que a imunohistoquimica € um processo de varias
etapas que requer formagao especializada na sele¢ao
dos reagentes, tecidos, fixagdo e processamento
adequados, preparagao da lamina de
imunohistoquimica, escolha do sistema de detegéo e
interpretagédo dos resultados da coloragéo.

4. A coloragédo de tecidos depende do manuseamento,
processamento e armazenamento do tecido antes da
coloragdo. A fixagdo, congelagdo, descongelagao,
lavagem, secagem, aquecimento, seccionamento ou
contaminagdo com outros tecidos ou fluidos
inadequados podem produzir artefactos,
aprisionamento de anticorpos ou resultados
incorrectos. Um desempenho 6timo requer uma
qualidade adequada das amostras, bem como uma
preparagao apropriada das mesmas.

5. Uma coloragéo de contraste excessiva ou incompleta
pode comprometer a interpretagdo correcta dos
resultados.

6. Podem ser observados resultados falsos positivos
devido a ligacdo ndo imunoldgica de proteinas ou
produtos da reagéo do substrato. Podem também ser
causados pela atividade da pseudo-peroxidase
(eritrocitos), biotina endogena (exemplo: figado,
cérebro, rim) ou atividade da peroxidase enddgena
(citocromo C).

7. Quando utilizados em etapas de bloqueio, os soros
normais da mesma fonte animal que os anti-soros
secundarios podem causar resultados falsos
negativos ou falsos positivos devido ao efeito de auto-
anticorpos ou anticorpos naturais.

8. Os tecidos de pessoas infectadas com o virus da
hepatite B e que contenham o antigénio de superficie
da hepatite B podem apresentar uma coloragédo
inespecifica com HRP.

9. Podem ocorrer resultados inesperados devido a
variabilidade bioldgica da expresséo do antigénio em
neoplasias ou outros tecidos patoldgicos.

10. A interpretagdo clinica de quaisquer resultados de
testes deve ser avaliada no contexto da histéria clinica
do doente e de outros resultados de testes
laboratoriais de diagndstico. A coloracdo deve ser
efectuada num laboratoério certificado e licenciado, sob
a supervisdo de um patologista qualificado, que é
responsavel pela avaliagdo e garantia da adequagéo
dos controlos positivos e negativos. O fabricante ndo
é responsavel por resultados incorrectos devidos a
avaliagdo visual.

11. Os anticorpos pré-diluidos estdo prontos a utilizar e
optimizados para coloragdo. Uma diluicdo adicional
pode conduzir a resultados incorrectos.

12. Ap6s uma validagdo bem sucedida, os utilizadores
podem diluir os concentrados de anticorpos de acordo
com os requisitos. Devem ser utlizados e
documentados controlos adequados.

13. O desempenho do produto foi estabelecido utilizando
apenas os procedimentos fornecidos neste folheto
informativo e as modificagbes a estes procedimentos
podem levar a alteragdes na eficacia. A ndo aplicagdo
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conforme prescrito nesta ficha de dados implica a
perda de qualquer responsabilidade. Nao séao
permitidas  quaisquer alteragbes ao produto,
composic¢ao, aplicagdo, bem como a utilizagdo em
combinagao com quaisquer reagentes que néo sejam
os aqui recomendados; os proprios utilizadores sédo
responsaveis por essas alteragbes e tém de efetuar
uma validagao prévia.

14. A aplicagdo em combinacdo com dispositivos de
diagndstico, por exemplo, uma plataforma de
coloragdo automatica, requer validagao prévia antes
da coloragdo da amostra do doente.

15. Nao nos responsabilizamos por quaisquer danos
possiveis, incluindo lesdes pessoais, tempo ou
esforco ou perdas econdmicas causados por este
produto. A nossa garantia esta limitada ao prego pago
pelo produto.

quartett

O resumo de seguranga e desempenho (SSP) pode ser
encontrado no EUDAMED quando o moédulo relacionado
estiver disponivel.

Revisao

Alteracdo(des) efectuada(s): -

Explicagdo dos simbolos

Resolugédo de problemas

1. Para a interpretagéo dos resultados da coloragéo, s6
devem ser utilizadas células intactas, uma vez que as
células degeneradas apresentam uma coloragdo nao
especifica.

2. Se nao ocorrer coloragdo, controlar a ordem de
aplicagédo dos reagentes. Seguir todas as indicagdes
dadas nas instrugdes de utilizagao.

3. Nao deixar secar as secgoes.

4. Se a coloragao for fraca, prestar atengado, durante os
passos de coloragdo, ao cromogénio recém-
preparado, aos tempos e temperaturas de incubacgao,
bem como a drenagem exacta dos reagentes.

5. Evitar o excesso de coloragdo de fundo através da
remocao 6ptima da parafina, da lavagem das laminas
e da diluigéo do anticorpo primario. Se a coloragéo de
fundo for excessiva, podem estar presentes niveis
elevados de biotina endégena (a menos que esteja a
ser utilizado um sistema de detegdo sem biotina).
Deve ser incluida uma fase de bloqueio da biotina.

6. A azida de sddio inativa a HRP, o que pode conduzir
a resultados falsos. Lavar as secgdes em tampao sem
azida de sodio.

7. Contactar o servigo de apoio ao cliente da quartett em
caso de duvidas.

Literatura

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.
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MovoKAWVIKG avTiowua KOUVEAIOU
EVavTI TOU

PAX8 (QR016)
AiayvwaorTikny xprion in vitro (IVD)
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Eikova 1 Kapkivwpa Twv wobnkwv xpwon pe avti-PAX8
(QRO16)

quartett

Apxn Tng d1adikagiag

To ava@epOueVOo TTPWTOYEVEG avTiowa gival KATAAANAO
YIO QVOCO0IOTOXNMIKA XpWon TUNHAaTwy 10Twyv FFPE ue
Bdaaon €1d1k avTidpacn avTiydvou-avTICWHATOG.
XpNnoIPoTToIVTAG £va oUOTNPA aViXVEUONG OUVOEDEUEVO
pe utrepogeiddon xpévou (HRP) i aAkaAikr) ewagatdon
(AP) n atreikévion Tou avTiyovou TIPayHaTOTTOIEITAl HECW
NG €IB8IKAG TTPOGOECNG TOU TTPWTOYEVOUG QVTIOWHATOG. To
OEUTEPOYEVEG OVTICWHA CUVOEETAI JE TO TIPWTOYEVEG
avTiowPa Kal To eV{UPIKOG CUPTTAOKO £TTICNUAIVEl QUTO TO
OUNTTAOKO. H evQUNIKR EVEPYOTTOINON TOU XPWHOYOVOU £XEI
wg armoTéAeopa £va opaTd TTPoidv avTidpaang oTo GnUeio
Tou avTiyévou. KaBe Bripa emwadetal yia akpifn Xpovo Kai
Beppokpacia Kal atrarTei evdidueoa Brparta TAGong. To
Oeiyua UTTOPEI OTN GUVEXEID VO AVTIXPWHATIOTEL. Ta
aToTeEAEoUATA EPUNVEUOVTAI PE TN XPAOT PWTEIVOU
MIKPOOKOTTiOU.

Mapexopeva UAIKA

Avayvwpion TpoiovTog

C-P008-025 25 pl - Mukvé/ZupTTUKVWPEVO
C-P008-01 0.1 ml MNukvo/ZupTToKVWPEVO

C-P008-05 0.5 ml Mukvé/ZupTTOKVWPEVO
C-P008-10 1ml  Mukvé/ZupTrUkvwuévo
P-P008-30 3 ml 'EToIyo TTpog Xprion
P-P008-70 7 ml 'ETOIMO TTPOG Xprion
P-P008-150 15 ml ‘Etoiyo 1mpog Xprion

MpwToyevég AvTi-PAX8 (QR016)

avTiowpa

ZEVIOTAG KouvéN

YTTokarnyopia IgG

Avoooyovo >UVOETIKO TTETTTIOIO TOU
avOpwirivou PAX8

SupTTUKVWUO ZUUTTUKVWUEVO avTiowpa og TRIS

QAVTICWUATWY (pH 7,4) pe < 1 % opoug

(Booeidwyv, yaidoupag) kai < 0,1 %
alidio Tou vaTpiou

MpoBAerdépevn xpnon

AvTiowpa évaTi avBpwTTIvou avTiowdaTog yia in vitro
S1ayvwaoTIKA Xprion. To TTPWTOYEVEG avTiowpa TTPoopideTal
yla TNV TTOIOTIKI) QViXVEUON TWV OXETIKWYV QVTIYOVWY TTOU
atapiBuolvTal oTnVv evoTnTa «lepiAnyn Kai eTTEgAynon».
Mpoopiletal yia xprion oTo TTAaicIo piag diadikaaiag
avogooiotoxnueiag (IHC) o€ Toég 1I0TWV TTOU £X0UV
oTaBepoTTOINGEi e POPUOAN Kal £XOUV EVOWUOTWOEI o€
mapaivn (FFPE), akoAouBoUpeveg atrd OTITIKOTIOINON PE
eAAQPU PIKPOOKOTTIO yia Tn S1dyvwaon Tou oykou. To
QVTICWPA UTTOPET va XpNOIPOTTOINBET XelpokivnTa i JE
OTTOIAdNTTOTE QUTOUATOTTOINUEVN TTAATPOPHA XPWONG.

To poidv utTopei va xpnoipoTroindei pévo amd
€€0U01000TNUEVO Kal £EEIBIKEUPEVO TTPOOWTTIKG. H KAIVIKA
€PUNVEIa OTTOIOUBATIOTE OTTOTEAEOUATOG TNG £EETAONG
TTPETTEl va agloAoyeiTal GTo TTAQICIO TOU 1aTPIKOU IGTOPIKOU
TOU 000eVOUG Kal TwV OTTOTEAECUATWY GAAWY
SIOYVWOTIKWV £PYacTNPIoKWY &eTdoewy. ‘Evag
€18IKEUPEVOG TTABOAGYOG TTPETTEN Va BIEVEPYET TNV
agioAéynon.

2UVIOTWHEVO EUPOG 1:100 — 1:200

apaiwong.

‘ETo1M0 TTPOG Xprion MpodiaAupévo avriowpa oe TRIS
avTiocwua (pH 7,4) pe < 1 % opoug

(Booe1dwyv, yaidoupag) kai < 0,1 %
agidio Tou vaTpiou

TNV ETIKETA TOU TTPOIGVTOG QVAYPAPETAI O CUYKEKPIPEVOG
apIBudg apTidag. Kabe pepovwpévn rapTida cuykpiveTal
Kl TTPOCAPUOZETAl JE YIa TTAPTIOA avapopdas, WOTE va
100 @aAigeTal GUVETTAG ATTOS00T AVOOOIOTOXNUIKAG
xpwaong améd TapTida o€ TapTida.

To TTpoaTToAupéVo avTiowpa €ival ETOINO TTPOG XPron Kai
BeATioTOTTOINUEVO VIO XPWON. Agv ATTAITEITAI TTEPAITEPW
apaiwaon, avaclaTtaan, avayign r Tirhotroinan.

To oUPTTUKVWHA QVTICWHATOG €ival BEATIOTOTTOINUEVO Yia
apaiwaon evieg Tou EUPOUG apaiwang KE Tn xprion Tou Q
Diluent for IHC (Ap. kat. AD-001-xxxx). To
UTTOBEIKVUOHEVO EUPOG apaiwang TIPETTEl va Bewpeital
ouoTaon kai egaptatal ato didgopa dedouéva (101G,
aTePEWOT, OUVOAKEG eTTWACNG K.ATT.). H BEATIOTN apaiwon
TPETTEl va KaBopioTei 0To oUaTNPA Tou XPACTN.

AtraiToUpeva aAAd Ox1 TrTapexOpeva UAIKA

Zuvoyn Kai ere€Rynon

O PAX8 eival yéAog Tng oikoyévelag PAX (Paired Box) Twv
pETAYpaPIKWV TTapayovTwy. Eival {wTikAg onuaciog yia
TNV opyavoyévean Katd Tnv epppuikn avamtuén Twv
VEQPWYV, Twv opyavwv Miller kai Tou Bupeoeidols. Adyw
TNG TTEPIOPIOTIKAG EKPPATNG OTOUG PuTIoAoyIKoUg IGTOUG,
o PAX8 atroteAei euaioBnTo Kal 181k6 OeikTn YIa
TTPWTOYEVEIG OYKOUG KaBWG Kal yIa HETAOTATIKOUG OYKOUG
aTré Ta TTpoavagepBEévTa dpyava Kal 1I0Toug.

H PAX8 ek@pdadletal 010 Kapkivwua Tou Bupeoeidolg
(~90%), oTo KapKivwua Tou eviounTpiou (84-98%), aTo
KOPKIVWHA Twv wobnkwv (71-99%) kai aTo
VEQPOKUTTAPIKG Kapkivwpa (~90%) [1-2].
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- OeTIkoi KaI apvnTIKOi EAeyxoOl

- AvTIKEINEVOPOPEG TTAGKEG HIKPOGKOTTIOU (BETIKG
(POPTIOPEVEG) KOl KOAUpPATa

- Bagakia xpwong

- XpovodIiakoTTng

- ZuAévio 1 evaAAakTIKG EUAévio, TT.X. didAupa Q Dewax
(ap. kat. DW-001-xxxx)

- AiBavoAn

- Amoviouévo A atreoTaypévo vepd

- E&omAiopog Béppavang yia To otadio
TIPOETTECEPYATIOG IOTWV

- ApaiwTiké avTiowpdTwy, T.X. Q Diluent for IHC (Ap.
kat. AD-001-xxxx)

- AvmidpaoTtrplo avdktnong avtiyévou, m.X. Q Retrieval
Low pH 6.0 (ap. kataA. AR-001-0120) } Q Retrieval
High pH 9.0 (ap. kataA. AR-002-0120)

- ZUoTnua avixveuong, .X. KIT PolyQ Stain kai
KATGAANAO Xpwuoyodvo
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- PuBpioTiké didAupa TTAUong, T1.X. TBS (ap. kataA. BU-
006-xxxx) A TBS-Tween20 (ap. katah. BU-007-xxxx)

- AvnidpaoTrplo YTTAOKOPICUATOG

- AparoguAivn

- Méoo povrapiopatog

- Mikpook&TTIO WTOG

quartett

Aladikagia xpwong

A1r0o0KEUOT KAl XEIPIOPOG

duAdooeral oToug 2-8 °C.

Otav ammobnkeleTal CWOTA, TO AVTIOWA gival 0TaBepPd
MEXPI TNV NUEPOUNVia ARENG TTou avaypd@eTal oTO
@IaAidI0. AuTO 10X UEl £TTIONG Yia Tn IGPKEIa (WG HETA TO
Aavolypa A YET@ TNV apaiwacn TOU GUUTTIUKVWHATOG aTTO ToV
TEAIKO XpAOTN. MV XpNOIKOTIOIEITE JETA TNV NUEPOMNVIa
Angng.

MNa va d1ac0@aAiceTe T CWOTA TTAPOXT AvTIdBPACTNPIOU Kal
Tn oTaBePATNTA TOU AVTIOWHATOG, OVTIKATACTACTE TO
KOTTAKI TOU dlavopEéa PETE aTTd KABE Xprion Kal
TOTTOBETAOTE aPETWG TN QIGAN dpooepn o€ OpBia Béon.

MposgToipagia Seiyparog

To mpwToyevég avTiowpa €xel BeATIoTOTTOINGET VIO Xprion
age ouvduaopo Pe Ta ouoTApata avixveuong PolyQ Stain.
Ta akoAouBa dedopéva armoteAolv oUcTAOEIG. AOYwW TNG
SlakUpavong TnNG oTabepoTroinong Kal TN ETTEEEPyaaTiag
10TWYV, KOBWG Kal TWV YEVIKWY EPYOCTNPIAKWY OpYAavwyY
Kal TTEPIBAAAOVTIKWY GUVONKWY, EVOEXETAI VA Eival
aTmapaitnTn N TPOCAPUOYH TwV XPOVWV £TTWacNG. To
BEATIOTO TTPWTOKOAAO TTPETTEI VA TTPOCDIOPICTEI GTO
oloTnua Tou XpNoTn.

AvakTnon avtiyovou: HIER- BpdaoTe Tig TOpEG 1I0TOU 0 Q
Retrieval yia mepitrou 30 AeTTTd@ KaI OTN CUVEXEIQ WYUETE O€
Bepuokpaacia dwyatiou (RT).

Emwaaon Tou Tpwrtoyevoug avTiowuatog yia 30 - 60 AeTTTd
oe RT.

MpwTéKOAAO Xpwaong: AkoAouBroTe Tn diadikagcia TTou
TTEPIYPAPETAI OTIG 0ONYiEG TOU XPNOIUOTTOIOUPEVOU
OUCTAHATOG avixveuongG.

O1 ouvnBeig emegepyaapévol 1aToi FFPE gival katdAAnAol
yla Xprion PE auTd TO TIPWTOYEVEG avTiowua. To
QUVIOTWHEVO PHEGO O0TABEPOTTOINONG IOTWV gival n
oudétepn pubuiopévn @opuodAn 10 %. Mmopei va
TTPOKUYOUV PETARANTE aTTOTEAEOUATA WG ATTOTEAETHA
TTAPATETAPEVNG OTABEPOTTOINONG 1) EIDIKWYV BIEPYATIWV,
OTTWG N ATTO00BECTOTIOINGN TTAPACKEUACHATWY HUEAQU
TWV 00TWV. TO TTAX0G TWV TOUWV IGTOU, Ol OTTOIEG TTPETTEI
va ToTToBeTOUVTaI OE BETIKGA POPTIOUEVEG
QAVTIKEINEVOPOPOUG TTAAKEG, TTPETTEI VA €ival 2 - 5 um.
2UVIOTATOI N TIPOETTECEPYATIA TWV
QATTOTTOPAPIVOTTOINKEVWY 1I0TWV PE AVAKTNON ETTITOTTOU
Aéyw BepuodTnTag (HIER). O avTikeiyevopopeg TTAAKeG Ba
TIPETTEI VO XPWUATICOVTAI TO GUVTOUOTEPO dUVATO, KABWG N
AVTIYOVIKOTNTA TWV KOUUEVWY TOPWY I0TOU PTTOPET va
MEIWOBET Pe TNV TTApodo Tou xpdvou.

To BEATIOTO TIPWTOKOAAO TTPOETTEEEPYATIAG TTPETTEI VO
KaBopioTei 0TO GUOTNUA TOU XPAOTN.

Aladikaoigg ToloTIKOU gAéyxou

Mpog150TToINCEIG KAl TTIPOPUAAEEIS

1. To TIpoidv emMTPETTETAI VA XPNCIKOTTOIEITAI HOVO aTTd
€€0UTI000TNUEVO Kal ECEIBIKEUUEVO TTPOOWTTIKO.

2. Aev uttdpyouv eKTIHWUEVOI Kivduvol yia TV uyeia, edv
TO TTPOIOV XPNOIUOTTOIEITAI CUPPWVA WE TIG 0dnyieg. To
OeATio dedopévwy aopaAciag gival S1aBEaIPo KATOTTIV
AITHUATOG.

3. To mpoidv TepIéxel agidlo Tou vaTpiou wg
ouvTtnenTIKG. To KaBapd agidio Tou vaTpiou gival
T0¢IKO. H ouykévipwaon adidiou Tou vatpiou o€ autd To
avTidpaacTtrplio ival < 0,1 %, n otoia dev Tagivoyeital
wg eTmKivouvn.

4. Omwg gupBaivel ye KABE TTPOIOV TTOU TTPOEPXKETAI ATTO
BioAoyikég TTNyEG, Ba TTPETTEl va XpnaiuoTTololvTal ol
KATGAANAeg S1adikaaoieg xeIpIopuoU.

5. Mnv XpnOIYOTTOIEITE TA AVTIOPACTAPIA PETE TV
nHepopnvia Angng.

6. AdBete eUAOYEG TTPOPUAAGEEIG KOTA TO XEIPIOUO TWV
avTidpacTnpiwv. XpNoIYOTIOINOTE TTPOCTATEUTIKO
POUXIOHO Kal yavTIda.

7. OAa T1a emKivOuva UAIKG TTPETTEI VO OTTOPPITITOVTAI
oUP@WVa PE TIG 0dNYieg yia Tn BIABeon €TIKIVOUVWY
atmoBARTWY. Ta UAIKE avBpwTTIVNG 1 CWIKAG
TTPoEAEUaNG TTPETTEN Va XEIPiCovTal wg BIoAoyIKA
€TMIKIVOUVA UAIKG KO VO OTTOPPITITOVTAI JE TIG
KOTAAANAEG TTPOPUAGEEIG.

8. ATmo@uUyeTe TN YIKpoRBIakA PoOAuvon Twv
avTIdOPACTNPIWV, KABWG UTTOPET VO TTPOKAAETEI
AavBaopéva amoteAéopara.
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OceTIKOG EAgy)OC 1I0TOU

>¢ kGOe dladikaaia Xpwaong TTPETTEI va dlEVEPYEITAl BETIKOG
€AEyX0G 10TOU yia TNV TTapakoAoUBnon TNG CWOTAG
ammédo0ong TwV ETTECEPYATUEVWYV IOTWV KAl TWV
avTidpaoTnpiwv e&étaong. O1 yvwaToi BeTIkOi EAeyXOl
10TWV BeV TIPETTEI va XpNaipoTTololvTal wg Borénua yia
TOV TTPOGOIOPITHS MIOG OGUYKEKPIPEVNG BIAyvwaong Tou
Oeiyparog agBevoulg.

Edv o1 BeTikoi éAeyyol I0TWV OTTOTUXOUV va €MIOEIEOUV THV
KAat@AANAN BETIKN xpwon, Ta aTTOTEAECUATA PE Ta deiyuaTa
OOKIMAG TTPETTEl VO BewpoUvTal AKupa.

Mapadelypa BeTIKOU 10TIKOU EAEyXOU:

- Ne@pdg (TouAdyioTov agBevig £wg PETPIA, EUDIGKPITN
TIUPNVIKA Xpwaon Ba TTpETTEl va TTapaTnpEiTal aTnv
TIAEIOVOTNTA TWV ETTIONAIOKWY KUTTAPWY TwV £yyUg Kal
ATTW VEQPIKWY CWANVAPIWY, TwV CUAAEKTIKWY TTOpWV
KOl TWV TTAPEIAKWY ETTIBNAIOKWY KUTTAPWY TNG KAWag
Tou Bowman).

- ZoATmyyikég owAfvag (AaBevig éwg péTpia, dIakpITh
TTUPNVIKA XpWon oThV TTAEIOVOTNTA TWV
BAe@apIdwTWV EMONAIOKWY KUTTAPWY Kal ITXUPr
TTUPNVIKA XpWoNn TWV EVOIAHECTWY EKKPITIKWV
€MONAIOKWV KUTTAPWV)

ApvnTIKOS EAgy)OC IOTWV

O apvnTIKOG EAEYXOG I0TWV TTAPEXEl EVOEIEN [N €IBIKAG
xpwaong utroBadpou. Edv epgavioTei €101k xpwaon OTIG
B¢0€1G apvnTIKOU IOTIKOU €AEYXOU, TA ATTOTEAEOUATA PE TO
Seiypara Tou acgBevoug TpéTTel va BewpouvTal dkupa.

H TroIkIAia TwV KUTTAPIKWY TUTTWV TTOU UTTAPXOUV OTIG
TTEPIOCOOTEPEG TOUEG IOTWV TTPOCPEPEI EOWTEPIKEG BETEIG
apvnTikou gAéyxou. ETropévwg, o idiog 10T6G TTou
XPNOIUOTIOIEITAI VIO TOV BETIKG IGTIKO EAEYXO WTTOPEI VO
XPNO1PoTIoINBEl WG apvNTIKAG ICTIKOG EAEYXOG.

Mapadelypa ecwTEPIKOU apvnTIKOU 10TIKOU EAEYXOU:
- Apuydahn (dev TTPETTEl va TTAPATNPEITAI XPWON OTa
TTAQKWON ETTIBNAIOKG KUTTAPA Kal OTA AEPPOKUTTAPA)

Aiagpopég

Edv Ta amoteAéouarta Tou TTOIOTIKOU €Aéyyou Bev TTAnpoUvV
TIG TTPpOdIayPaPEG, Ta aTToTEAéTUATA TOUu aoBevoug gival
dkupa. EvroTtrioTe kai dilopBwaoTe To TTPORANUa (BA.
€VOTNTA «AVTIHETWTTION TTPOBANUATWY») Kal, TN CUVEXEIQ,
emavaoAaBete oAOkAnpn Tn diadikacia pe Ta deiypata
aoBevwv.
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AvTidpacTipio apvnTikoU gAEyxou

‘Eva avTIOpaCTAPIO apvNTIKOU EAEYXOU XPNOIUOTIOIEITAI GTN
B€on Tou TTPWTOYEVOUG AVTIOWHATOG YIA TNV agloAdynon
NG N €10IKAG xpwong. To €idog &evioTh kal 0 xpdvog
ETTWOCNG TTPETTEI VA €ival TTAPOUOIA IE TO TIPWTOYEVEG
avTiowpa.

Eppnveia Twv ammoteAeoudTWV

H diadikacia avogoxpwaTiopoU TTpokaAei Tnv kabi¢non
€VOG £YXPWHOU TTPOIOVTOG avTidpaong OTIG BECEIG
QAvTIYGVOU TTOU EVTOTTICOVTAI OTTO TO TTPWTOYEVEG QVTICWHA.

KuTtapikég evrommopog: Mupnvikog

‘Evag e€eIdikeupévog TTaBoAGYOG e EPTTEIPIO OTIG
d1adIkacieg avoooioToxnueiag TTPETTEl va agloAoyei Toug
BeTIKOUG KAl apvNTIKOUG 10TIKOUG EAEYXOUG TTPIV aTTd TNV
epuNveia Twv SEIYPATWY AoBEVWV.

H évtaaon Tng BETIKNAG Xpwong TTPETTEl va agloAOYEiTalI GTO
TTAQigIo TUXOV XpWwong uttoBaBpou Tou apvnTIKoU
avTidpaoTnpiou eA&yxou.

2nueiwon: ‘Eva apvnTiké atrotéAecpa anuaivel 611 T0 £V
ASyw avTiyovo dev avixvelBnke, 6x1 6Tl TO avTiyovo
atrouaoliddel atd Ta KUTTapa A Tov 1I0T6 TTou €¢eTAOTNKE. A
TNV ETTOANBEUOT TWV OTTOTEAEGUGTWY PTTOPEI Va
XPNoiJoTtroInBei pia opdda avTiowudTwy. EmimAéoy, n
Hop@oAoyia KaBe deiypaTtog I0ToU TTPETTEN va CETAZETAI PIE
TN XPAON TOMNG TTOU £XEI UTTOOTEN XPWON aIaTtoguAivng Kai
nwaivng. ‘Evag e&eidikeupévog TaboAdyog TrpéTTel va
gpUNVEUEI TA HOPPOAOYIKA EUPrATA TOU aoBevOUG Kal Ta
OXETIKA KAIVIKG dedopéva.

XapakTnpIoTIKG ammédoong

To avTiowpa £xel emkupwOei pe IHC xpnaipoTToiwvTag
Topég avBpwTmivwy 10Twv FFPE diapdpwyv TUTTWYV uyiwv
KQl VEOTTAQOUOTIKWY 10TWV.

MNivakag 1 Aokiyég o€ uyir) TuAuaTa IoTwv FFPE

quartett

TTOAAEG Qopég TNV id1a Nuépa aTrd Tov iBI0 avaAUTH PE TO
id10 6pyavo), n avaTTapaywyigoTnTa PETagu Twv
EKTEAECEWV (TTPAYUATOTTOIEITAI OE SIAPOPETIKEG NUEPES
a6 S1aPOPETIKOUG aVaAUTEG PE BIAPOPETIKG Gpyava) Kai N
avaTTapaywyIlyoéTnTa ateé mapTida g€ apTida (Ta
aTmroTEAEOUATA MIOG VEQG TTOPTIOAG avTIOPACTNPIWY OE
aUyKpIoN ME eKEiva piag TTponyoUpEvng TTapTidag)
emBeRaiwvovtal ye TooooTd 100% ékaatn. H opBoTnTO
Kal N akpiBeia odnyolv ae uYnAo eTTiTTEdO aKPIBEIag
pETPNONG Yia TN HéEBoBdO.

Aedopévou 611 n IHC eival pia TroloTikr péBodog
QAViXVEUONG TTOU TTAPEXEI TTANPOPOPIEG OXETIKA WE TO AV TO
QAVTIOTOIXO avTIyOVO gival TTapov ) 6xl, O TTAPAPETPOI
QViXVEUONG Kal TTOCOTIKOTIOINONG TTOU OXETICOVTAl UE TN
OUYKEVTPWOTN, TO OPIO OTTOKOTTAG/AVEKTIKOTNTAG, TO EUPOG
METPNONG KOl N YPOAUMIKOTNTA DEV £QapuOlovTal Kol dev
MTTOPOUV va KaBopIaToUV yIa TO TTPOIGV auTo.

KAIvikég emidooeis

Ma TNV agloAdynon Twv KAIVIKWV £MIOOCEWV, Ol
€E0UCI000TNUEVEG EIKOVEG XPWONG TTOU TTAPEXOVTAl ATTO
TOUG TIEAATEG PE TN Xprion Tou kKAwvou QRO16 €xouv
agloAoynOei yia TNV atrédeIgn KAIVIKWY aTTodEifEWwV YE
OTOXO TNV ETTITEUEN PIOG IOXUPAG KAl CWOTAG ATTEIKOVIONG
TOU avTIyOvou-0TOXOoU O€ KAIVIKG Bgiypara ge ayvwaoTa
eTTiTTEdA €KPpaonG, CUPBAAAOVTAG €TOI O€ Mia £yKupn
diayvwon.

O1 TTapAauETPOI KAIVIKWY ETTIOO0EWY £XOUV UTTOAOYIOTEI HE
OuVOAIKG 14 kapkivwpaTa Bupeogidoug, 10
VEQPPOKUTTAPIKA KapKIVWwHaTa, 20 KapKIVWHATA woBnKwy,
9 kapkivwyata evoounTpiou [BIkG Toug dedopéva] Kabwg
kal 10 10T0Ug apuydaAwv Kai 10 10ToUg OKWwANKOEIBoUG
améguong [01kd Toug dedopéval. H GuyKevTpwTIKA
SlayvwoTIKA euaiobnaia, n dlayvwaoTikn €101kéTNTa, N PPV,
n NPV kai n LR- katéAngav og 100%, 100%, 100%, 100%,
100% kai O (eppnvevovTal WG TTEIOTIKEG OIAYVWOTIKEG
evdeigelg), avriotoixa. Ta amoreAéopara TG agloAdynang
TWV KAIVIKWV €TTIOOCEWV €ival CUPNQWVA UE TNV
emaTnuovikA BiBAIoypagia pe KPITEG, OTTWG QaiveTal aTnv
evotnTta «lMepiAnwn kai eregAynon». O1 utrdAoitrol
€€eTa0BévTEG 10TOI PTTOPOUV VO SWOOUV HIa ETTICKOTINGN
TWV XOPAKTNPIOTIKWYV Xpwong Tou PAX8 (QR016).

MNeplopiopoi

lotég Ocrikd/auvoAikda
mEPIOTATIKA

OupeoeIdng 2/2

Neppdg 10/10

EvdounTtpio 1/1

TAATTIYYa 3/3

Toévuhog 0/10

MpoodapTnua 0/10

MNivakag 2 Aokiyr) VEOTTAGOPATIKWY Topwv 1aTou FFPE

loTég Ocstikd/ouvoAikda
TEPIOTATIKA

Kapkivwpa Bupgogidoug 13/14

NeQPOKUTTOPIKO KAPKiVWUO 9/10

Kapkivwpa wobrikng 18/20

Kapkivwpa gvdounTpiou 8/9

To PAX8 (QR016) dev Trapouaidlel diacTaupoUpevn
avTidpaoTiKOTNTa pE To PAX5 i To PAX6.

Avalurikég emdooeis

To avTtiowpa Tépace OAeG TIG SOKIYEG AVAAUTIKWV
emdooewv. H avaluTikr) euaigBnoia TTpoodlopioTnKe YE TN
METPNON TNG CUPPWVIAG PE YVWOToUG BETIKOUG I0TOUG Kal N
avaAUTIKN €1I8IKATNTA TTPOCGBIOPIOTNKE PE TN METPNCN TNG
OuUpPWViag pe yvwoToUug apvnTiKoUg 1I0TOUG UE GUVOAIKN)
gupwvia TouhaxioTov 90% peTagu Tng véag SOKIUNG Kal
TWV QVAPEVOUEVWY ATTOTEAECHATWY Yyia KABE pia. Ta
atroreAéopara gival 100% 1o kabéva.

H moTtétnTa £xe1 eTaAnBeuTei Ye oUykpion e éva
avegdpTnTo TTPOIGV Kal eTIRERaIVETAI KOBWG Ta
atroreAéoparta TauTi¢ovral 100%.

H péBodog £xel uynAod etmiTredo akpiBeiag - n
ETTAVOANYIUOTNTA £VTOG TNG EKTEAETNG (TTPAYHUATOTTOIEITAI

p008_pax8-qr016-v1-0-2025-06-30

1. Tain vitro diayvwoTIkA XprRon.

2. Mévo yia epyacTnpiaki xprnon.

3. AuTto 10 avTIOPACTAPIO €ival «UAVO YIa ETTAYYEAUATIK
Xprion», Kabwg n avoooioToxnuEia gival Hia
SiadIkagia TTOAATTAWY BNPETWY TTOU aTTaITET
e€eIOIKEUEVN EKTTAIOEUOTN OTNV €TTIAOYN TWV
KATAAANAWY avTIdpaoTnpiwy, TWV IOTWVY, TN
oTOBEPOTTOINGN KOl TNV ETTEGEPYQTIA, TNV
TIPOETOINATIA TNG AVTIKEIUEVOPOPOU TTAGKAG
avoooIioToXNMEIaG, TNV €TTIAOYA TOU CUCTAPOTOG
aViXVEUONG KAl TRV EPUNVEID TWV ATTOTEAEOUATWY TNG
Xpuwong.

4. H xpwon Twv 10TWV eEapTATal OTTG TOV XEIPITUO, TNV
emegepyacia kal TNV ammobrikeuon Tou I6ToU TIPIV aTréd
N xpwon. H akatdAAnAn otabepotroinon, Kataywuén,
ammoéyugn, TAUGN, {Rpavan, Bépuavan, Toun A
€mpOAuvon e GAAOUG 10TOUG 1) uypd PTTOPET va
TIPOKAAETEI TEXVOUPYAUATA, TTAYIBEUCT QVTICWHATWY
 AavBaopéva amoteAéopara. H BEATIOTN amédoon
aTTOITEl ETTAPKA TTOIGTNTA TOU deiyaTog KaBwg Kal
KOTGAANAN TTpogToIpaaia Tou deiypaTog.

5. HutmrepBolNikn A ateAAG avTixpwaon pTropei va Béael o€
Kivduvo Tnv opBr| epunVveia TwWV ATTOTEAECUATWV.

6. Mropei va TTapatnpnBolv weudwg BETIKG
arroTeAéopata AGyw pn avoooAoyIKrg ouvoeong
TIPWTEIVWV 1) TTPOIOVTWY avTiOpaong UTTOCTPWHATOG.
Mrropei etriong va TTpokAnBouv até dpaocTnpIdTNTA
weudoTrepoteIddong (epubpokuTTapa), EVvOOyYEVN
Biotivn (Trapdderypa: ATTap, eyKEPAAOG, VEQPPOG) A
evdoyevh dpacTnPIGTNTA UTTEPOEEIBATNG (KUTOXPWHA

C).
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7.

10.

11.

12.

13.

14,

15.

‘Ot1av xpnoiyotrololvtal o€ oTAdIA ATTOKAEICHOU, Ol
pualoAoyIKoi opoi atTé Tnv idia {wikA TTNYA HE TOUg
OEUTEPOYEVEIG avTIOPOUG UTTOPET VO TTPOKOAECOUV
WEUBWG apvNTIKG 1 WeUdWG BETIKA aTToTEAETHOTA
Aéyw Tng €TTiGPACNG AUTOAVTICWHATWY A QUOIKWV
AVTIOCWHATWV.

O1 1gT0i o116 GTOopa TTOU £X0UV HOAUVOET aTrd Tov 16 TNG
nmratindag B kal TepIEXouv To ETTIPAVEIOKS aVTIYOVO
NG NTTaTimIdag B evdéxeTal va TTAPOUCIACOUV un
€10IKA Xpwon e HRP.

EvdéxeTal va TTpokUWouV Jn avapevoueva
atroteAéopara Adyw Tng BioAoyikng peTaBAnTéTNTAG
TNG €KPPACNG TOU AVTIYOVOU O€ VEOTTAGOUATA I
GA\oug TTaBoAoyikoUg IGTOUG.

H kAIVIKA epunveia oTToI0USATIOTE ATTOTEAEOUATOG TNG
e€taong TpETTel va agloAoyeital oTo TTAiTIo Tou
10TPIKOU I0TOPIKOU TOU a0BEVOUG Kal TV
ATTOTEAEOUATWY GAAWY BIAYVWOTIKWY EPYOCTNPIAKWY
e€eTdoewy. H xpwan TTpETTEl va TTPAYUATOTTOIEITAI O
TNOTOTTOINWEVO, adEI0B0TNUEVO EPYOTTAPIO UTTO TNV
emiBAewn e1dikeupévou TTaBoAdyou, o oTToiog givai
utreUBuVOG yia Tnv agloAdynon kai Tn dlaceaAion Tng
ETTAPKEIOG TWV BETIKWV Kal apvnTIKWV eAEyxwv. O
KOTOOKEUAOTHG Ogv EUBUVETQI YIa ECQAAPEVa
aTToTEAECPATA TTOU OpeiAovTal o€ OTITIKA agloAdynon.
Ta Tpo atToAUpEVA QVTICWHATA Eival £TOINA TTPOG
Xpnon kai BeATioToTroINuéva yia Xpwaon. Meparépw
apaiwan evOEXETAI va 0dNyNOoEl O ECEAAPEVA
atmroteAéopaTa.

MeTa TNV €MTUXN ETMKUPWON Ol XPACTEG UTTOPOUV VA
APAIWVOUV TA CUNTTUKVWHATA QVTICWHATWY GUPPWVA
ME TIG atraiTroelg. MPETTEl va XpnoiyoTrolodvTal Kal va
TEKUNPIWVOVTAl Ol KATAAANAoI €Aeyxol.

H amédoan Tou TTpoidvTog kabopioTnke
XPNOIYOTTOIWVTAG HOVO TIG BIadIKATIEG TTOU
TTapEXOVTAl OTO TTAPOV EVOETO CUCKEUATIAG Kal
TPOTTOTTOINCEIG QUTWY TWV SIadIKACIWY EVOEXETAI VA
odnyAoouv o€ aAAayég oTnv atrédoon. H un
£pappoyn ocUPWva Je Ta TTPORAETTOUEVA OTO TTAPOV
OeAtio dedopévwy odnyei o€ atTwAeIa KaBe uBuvng.
OtroiadnTroTe aAAayr aTo TTpoidv, aTn olvBean, oTnv
£QApUOYN, KaBWG Kal TN Xpron o€ ouvOuaouo e
OTTOIOBNTTOTE AVTIOPACTHPIA EKTOG TWV CUVICTWHUEVWV
OTO TTAPOV OV ETTITPETTETAI- Ol XPIOTEG Eival Ol idlol
uTtreUBuVOI yIa TIG £V AOYyw aAAay£€g Kal TTPETTEN va
Trpofouv ag TTponyoUpevn ETTIKUPWON.

H epappuoyn og ouvduaopo pe dlayvwoTIKEG
OUOKEUEG, TT.X. JIO QUTOPATOTTOINKEVN TTAATQOPUO
XPWONG, atraiTei TTponyoUuevn ETMKUPWON TIPIV aTTO
TN Xpwon deiypaTtog aoBevoug.

Agv avaAauBdavoupue kapia eubuvn yia TUXOV CnuIEG,
OUUTTEPIAAUBAVONEVWY TWV CWHATIKWY BAABwv, TOU
XPOvou 1| TNG TTPoOoTIABEIag YIa OIKOVOUIKH {nuia TTou
TrpokaAgiTal amd autd To TTpoidv. H eyyunor pag
TrEPIOPieTal OTNV TIWK TTOU KaTaBARBNKE yia To
TTPOIbV.

quartett

uTTEPBOAIKA Xpwan uttoBaBpou, evoéxeTal va
uTTdpXoUV UWnAG eTTiTreda evdoyevoug BIoTivng (EKTOG
€AV XPNOIYOTIOIEITAI CUCTNUA AViXVEUCNG XWPIG
BioTivn). @a TpéTrel va cupTrepIANgOEi Eva Brpa
atrokAgigpouU Tng BioTivng.

6. To agidio Tou vatpiou adpavotrolei TNV HRP, yeyovog
TTOU UTTOPEi va 0dnyACEl o€ Weudr atmoTeAéouara.
MAUveTE TIG TOPEG OE PUBPIOTIKOG BIGAUpO Xwpig adidlo
varpiou.

7. ETKOIVWVAOTE PE TNV UTINPECIa £EUTTNPETNONG
TTeAATWV TNG quartett oe epiTTTwon aBeBaidTnTag.

NAoyoteyvia

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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2& TTEPITITWON TTOU O XPHOTNG OVTIMETWTTIOEI TEXVIKA
TpoBAAuaTa A TTPORAAATA OXETIKA PE TIG ETTIOOTEIG TOU
TIPOIGVTOG, CUMBOUAEUTEITE TOV KOTAOKEUAOTH A HIa
appodia apxn.

KdaBe ooBapd mrepioTaTikd TToU £X€I CUPBET O oxéon PE TN
OUOKEUN TTPETTEI VO OVAQEPETAI OTOV KATAOKEUOOTH Kal
oTnVv apuddia apxr Tou KPAToug JEAOUG OTO OTTOIO €ival
EYKATEOTNMEVOG O XPAOTNG ri/Kal 0 aoBevNG.

MepiAnwn TNG acg@aAeiag Kal Twv emdocewv (SSP) ptopei
va Bpedei ato EUDAMED 6t1av n oxeTikn evétnTa givai
S1aBéaipn.

AvaBswpnon

AMayR(eg): -

Emegynon Twv ocupfoAwv

AvTipeTIoNn TTPOoBANUATWYV

1.

p008_pax8-qr016-v1-0-2025-06-30

MNa Tnv gpunveia Twv amoTeAegPdTWY TNG XPWOong
TIPETTEl VA XPNOoIPoTToloUvTal pévo dBikTa KUTTapa,
KOBWG Ta ekQUAIoPEVA KUTTAPA EPPAVICOUV P €I0IKN
Xpwaon.

Edv dev epgpavioTei xpwan, eAéyEte Tn agipd
£QapHOYNG Twv avTidpaoTnpiwyv. AkoAoubRaoTe OAeg
TIG uTTOdEiEEIG TTOU BivovTal aTIG 0dnyieg XProng.

Mnv a@rveTe TIG TOPEG VO OTEYVWOOUV.

Edv eppavioTei agBevig xpwon, dWaoTe TTpoooxr KaTd
Ta OTASIA TNG XPWONG OTO PPECKO TTAPACKEUATHEVO
XPWHOYOVO, OTOUG XPOVOUG ETTWOCNG Kal OTIG
Bepuokpaaoieg, KaBWG Kal oTnv akpIBA amooTpdyyion
TWV aVTIOPACTNPIWV.

ATro@uyeTe TNV TTAgovalouoa Xpwan utrodbpou e
Tn BEATIOTN atropdkpuvon TG TTapagivng, To TTAUCIYO
TWV OVTIKEINEVOPOPWV KaI TNV apaiwan Tou
TIPWTOYEVOUG QVTIOWUATOG. Edv epgpavioTei

C €O197
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NO BRUKSANVISNING

Monoklonalt kaninantistoff mot

PAX8 (QR016)
In vitro-diagnostisk bruk (IVD)
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Figur 1 Ovarialkarsinom farget med anti-PAX8 (QR016)

quartett

antigenvisualiseringen via spesifikk binding av
primaerantistoffet. Sekundaerantistoffet binder seg til
primeaerantistoffet, og enzymkomplekset merker dette
komplekset. Den enzymatiske aktiveringen av kromogenet
resulterer i et synlig reaksjonsprodukt pa antigenstedet.
Hvert trinn inkuberes i en bestemt tid og ved en bestemt
temperatur, og krever mellomliggende vasketrinn. Deretter
kan praven kontrastfarges. Resultatene tolkes ved hjelp av
et lysmikroskop.

Medfglgende materialer

Primeert antistoff Anti-PAX8 (QR016)

Kilde Kanin

Underklasse 1gG

Immunogen Syntetisk peptid av humant PAX8

Antistoffkonsentrat Konsentrert antistoff i TRIS (pH
7,4) med < 1 % sera (okse, esel)
og < 0,1 % natriumazid

Anbefalt 1:100 - 1:200

arbeidsfortynningsint

ervall

Produktidentifikasjon

C-P008-025 25yl Konsentrat
C-P008-01 0.1 ml Konsentrat
C-P008-05 0.5 ml Konsentrat
C-P008-10 1 ml  Konsentrat
P-P008-30 3 ml Kilar til bruk
P-P008-70 7 ml Kilar til bruk
P-P008-150 15 ml Kilar til bruk

Tiltenkt bruk

Anti-humant antistoff for in vitro-diagnostisk bruk.
Primeerantistoffet er beregnet for kvalitativ pavisning av
assosierte antigener som angitt i avsnittet «<Sammendrag
og forklaring». Det er beregnet pa & brukes i en
immunhistokjemisk (IHC) prosedyre pa formalinfikserte,
parafininnstepte (FFPE) vevssnitt etterfulgt av
lysmikroskopisk visualisering for & hjelpe til med
tumordiagnostisering. Antistoffet kan brukes manuelt eller
med en hvilken som helst automatisert fargeplattform.
Produktet ma kun brukes av autorisert og kvalifisert
personell. Den kliniske tolkningen av eventuelle
testresultater skal vurderes i sammenheng med
pasientens sykehistorie og andre diagnostiske
laboratorietestresultater. En kvalifisert patolog ma utfgre
evalueringen.

Klar-til-bruk antistoff ~ Forhandsfortynnet antistoff i TRIS
(pH 7,4) med < 1 % sera (okse,

esel) og < 0,1 % natriumazid

Produktetiketten viser det spesifikke lotnummeret. Hver
enkelt lot sammenlignes og justeres med en referanselot
for & sikre en konsekvent immunhistokjemisk farging fra lot
til lot.

Forhandsfortynnet antistoff er klart til bruk og optimalisert
for farging. Ingen ytterligere fortynning, rekonstituering,
blanding eller titrering er nadvendig.

Antistoffkonsentratet er optimalisert for fortynning innenfor
fortynningsintervallet ved bruk av Q Diluent for IHC (kat.
nr. AD-001-xxxx). Det angitte fortynningsintervallet bar
betraktes som en anbefaling og avhenger av ulike fakta
(vev, fiksering, inkubasjonsforhold osv.). Optimal
fortynning méa bestemmes i brukerens eget system.

Materialer som kreves, men ikke medfglger

Sammendrag og forklaring

PAX8 er medlem av PAX-familien (Paired Box) av
transkripsjonsfaktorer. Den er avgjgrende for
organogenesen under den embryonale utviklingen av
nyrene, Miller-organene og skjoldbruskkjertelen. Pa grunn
av det restriktive uttrykket i normalt vev er PAX8 en
sensitiv og spesifikk marker for primaere svulster samt for
metastatiske svulster fra de ovennevnte organene og
vevene.

PAX8 uttrykkes i skjoldbruskkjertelkarsinom (~90 %),
endometriekarsinom (84-98 %), ovariekarsinom (71-99 %)
og nyrecellekarsinom (~90 %) [1-2].

- Positive og negative kontroller

- Objektglass (positivt ladet) og dekkglass

- Glass til farging

- Tidtaker

- Xylen eller xylenalternativ, f.eks. Q Dewax Solution
(kat. nr. DW-001-xxxx)

- Etanol

- Avjonisert eller destillert vann

- Oppvarmingsutstyr for forbehandling av vev

- Antistofffortynner, f.eks. Q Diluent for IHC (kat.nr. AD-
001-xxxx)

- Antigenretrievalreagens, f.eks. Q Retrieval Low pH 6,0
(kat.nr. AR-001-0120) eller Q Retrieval High pH 9,0
(kat.nr. AR-002-0120)

- Deteksjonssystem, f.eks. PolyQ Stain-sett og
passende kromogen

- Vaskebuffer, f.eks. TBS (kat.nr. BU-006-xxxx) eller
TBS-Tween20 (kat.nr. BU-007-xxxx)

- Blokkeringsreagens

- Hematoksylin

- Monteringsmedium

- Lysmikroskop

Oppbevaring og handtering

Prinsipp for prosedyren

Det angitte primeerantistoffet er egnet for
immunhistokjemisk farging av FFPE-vevssnitt basert pa
spesifikk antigen-antistoffreaksjon. Ved hjelp av et
deteksjonssystem koblet til horseraddish peroxidase
(HRP) eller alkalisk fosfatase (AP) utfares

p008_pax8-qr016-v1-0-2025-06-30

Oppbevares ved 2 - 8 °C.

Ved korrekt oppbevaring er antistoffet stabilt frem til
utlepsdatoen som er angitt pa hetteglasset. Dette gjelder
ogsa holdbarheten etter apning eller etter fortynning av
konsentratet av sluttbrukeren. Ma ikke brukes etter
utlgpsdatoen.
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For & sikre riktig reagenstilfarsel og stabilitet av antistoffet,
ma du sette pa lokket pa dispenseren etter hver bruk og
umiddelbart plassere flasken kjglig i oppreist stilling.

Klargjering av pragver

Rutinemessig behandlet FFPE-vev er egnet for bruk med
dette primaere antistoffet. Det anbefalte
vevsfikseringsmiddelet er 10 % ngytralbufret formalin.
Variable resultater kan oppsta som felge av langvarig
fiksering eller spesielle prosesser som for eksempel
avkalking av benmargspreparater. Tykkelsen pa vevssnitt,
som skal plasseres pa positivt ladede objektglass, bar
veere 2-5 ym. Forbehandling av de-parafinisert vev med
varmeindusert epitope retrieval (HIER) anbefales.
Objektglassene bgr farges sa snart som mulig, ettersom
antigenisiteten til kuttede vevssnitt kan avta over tid.

Den optimale forbehandlingsprotokollen ma bestemmes i
brukerens eget system.

Advarsler og forholdsregler

1. Produktet ma kun brukes av autorisert og kvalifisert
personell.

2. Det eringen antatt helserisiko hvis produktet brukes
som anvist. Sikkerhetsdatablad er tilgjengelig pa
forespgrsel.

3. Produktet inneholder natriumazid som
konserveringsmiddel. Rent natriumazid er giftig.
Konsentrasjonen av natriumazid i dette reagenset er <
0,1 %, noe som ikke er klassifisert som farlig.

4. Som med alle produkter som stammer fra biologiske
kilder, er det viktig at prosedyrer for korrekt handtering
folges.

5. Ikke bruk reagenser etter utlgpsdatoen.

6. Tarimngdvendige forholdsregler ved handtering av
reagenser. Bruk verneklaer og hansker.

7. Alle farlige materialer skal avhendes i henhold til
retningslinjene for avhending av farlig avfall. Materialer
av menneskelig eller animalsk opprinnelse skal
handteres som biologisk farlig materiale og avhendes
med riktige forholdsregler.

8. Unnga mikrobiell kontaminering av reagenser, da det
kan fare til feil resultater.
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brukes som hjelpemiddel for & stille en spesifikk diagnose
pa en pasientprave.

Hvis de positive vevskontrollene ikke viser riktig positiv
farging, ma resultatene med testpr@vene anses som

ugyldige.

Eksempel pa positiv vevskontroll:

- Nyre (minst svak til moderat, distinkt kjernefarging
skal kunne sees i flertallet av epitelcellene i de
proksimale og distale nyretubuli,
oppsamlingskanalene og parietalepitelcellene i
Bowmans kapsel)

- Eggleder (svak til moderat, tydelig kjernefarging i de
fleste cilierte epitelceller og en sterk kjernefarging av
de interskalerte sekretoriske epitelcellene)

Negativ vevskontroll

Negative vevskontroller gir en indikasjon pa uspesifikk
bakgrunnsfarging. Hvis det forekommer spesifikk farging i
de negative vevskontrollomradene, ma resultatene med
pasientprgvene anses som ugyldige.

De mange ulike celletypene som finnes i de fleste
vevssnitt, gir interne negative kontrollomrader. Derfor kan
det samme vevet som brukes til den positive
vevskontrollen, brukes som negativ vevskontroll.

Eksempel pa intern negativ vevskontroll:
- Tonsill (ingen farging skal sees i plateepitelceller og i
lymfocytter)

Avvik

Hvis kvalitetskontrollresultatene ikke oppfyller
spesifikasjonene, er pasientresultatene ugyldige.
Identifiser og korriger problemet (se avsnittet
«Feilsgking»), og gjenta deretter hele prosedyren med
pasientprgvene.

Negativ kontrollreagens

Et negativt kontrollreagens brukes i stedet for det primeere
antistoffet for & evaluere uspesifikk farging. Vertsart og
inkubasjonstid skal veere lik primaerantistoffet.

Tolkning av resultatene

Fargingsprosedyre

Primeerantistoffet er optimalisert for bruk i kombinasjon
med PolyQ Stain deteksjonssystemer. Fglgende data er
anbefalinger. Pa grunn av variasjoner i vevsfiksering og -
behandling, samt generelle laboratorieinstrument- og
miljgforhold, kan det veere n@dvendig & justere
inkubasjonstidene. Den optimale protokollen ma
bestemmes i brukerens eget system.

Antigenretrieval: HIER; Kok vevssnitt i Q Retrieval i ca. 30
minutter, etterfulgt av avkjgling ved romtemperatur (RT).

Inkubering av primaerantistoff i 30 - 60 min ved RT.

Fargingsprotokoll: Fglg prosedyren som er beskrevet i
instruksjonene for det deteksjonssystemet som brukes.

Anbefalinger for fargingsprotokoller:
1. Leica Bond

Fortynning - 1:100

Forbehandling - HIER: ER2 30 min
Inkubasjon - 60 min

Deteksjon - Bond Polymer Refine

Immunfargingsprosedyren fgrer til at et farget
reaksjonsprodukt utfelles pa de antigenomradene som er
lokalisert av det primeere antistoffet.

Celluleer lokalisering: Kjerne.

En kvalifisert patolog med erfaring i immunhistokjemiske
prosedyrer ma evaluere positive og negative
vevskontroller fgr pasientpraver tolkes.

Intensiteten av positiv farging skal vurderes i sammenheng
med eventuell bakgrunnsfarging av den negative
reagenskontrollen.

Merk: Et negativt resultat betyr at det aktuelle antigenet
ikke ble pavist, ikke at antigenet er fravaerende i cellene
eller vevet som analyseres. Et panel av antistoffer kan
brukes til & verifisere resultatene. | tillegg ber morfologien
til hver vevsprgve undersgkes ved hjelp av et
hematoksylin- og eosinfarget snitt. En kvalifisert patolog
ma tolke pasientens morfologiske funn og relevante
kliniske data.

Ytelsesegenskaper

Prosedyrer for kvalitetskontroll

Positiv vevskontroll

En positiv vevskontroll ma kjgres med hver fargeprosedyre
som utfgres for & overvake korrekt ytelse av behandlet vev
og testreagenser. Kjente positive vevskontroller skal ikke
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Antistoffet er validert ved IHC ved bruk av FFPE-vevssnitt
fra ulike typer friskt og neoplastisk vev fra mennesker.

Tabell 1 Testing av friske FFPE-vevssnitt

Vev Positive/totale tilfeller
Skjoldbruskkjertel 2/2
Nyre 10/10
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Endometrium 1/1

Eggleder 3/3

Mandlene 0/10

Blindtarmen 0/10

Tabell 2 Testing av neoplastiske FFPE-vevssnitt

Vev Positive/totale tilfeller
Skjoldbruskkjertelkarsinom 13/14
Nyrecellekarsinom 9/10

Ovariekarsinom 18/20
Endometriumkarsinom 8/9

PAX8 (QR0O16) viser ingen kryssreaktivitet med PAX5 eller
PAX®6.

Analytisk ytelse

Antistoffet besto alle testene for analytisk ytelse. Analytisk
sensitivitet er bestemt ved & male samsvar med kjente
positive vev, og analytisk spesifisitet er bestemt ved a
male samsvar med kjente negative vev med minst 90 %
samlet samsvar mellom den nye testen og de forventede
resultatene hver. Resultatene er 100 % hver.

Riktigheten er verifisert ved sammenligning med et
uavhengig produkt, og er bekreftet ved at resultatene
stemmer 100 % overens.

Metoden har et hgyt presisjonsniva - repeterbarhet innen
kjering (utfert flere ganger p4 samme dag av samme
analytiker med samme instrument), reproduserbarhet
mellom kjeringer (utfert pa forskjellige dager av forskjellige
analytikere med forskjellige instrumenter) og
reproduserbarhet fra lot til lot (resultatene av en ny
reagenslot sammenlignet med resultatene av en tidligere
brukt lot) er bekreftet med 100 % for hver. Riktighet og
presisjon gir metoden en hgy grad av malengyaktighet.
Siden IHC er en kvalitativ deteksjonsmetode som gir
informasjon om hvorvidt det tilsvarende antigenet er til
stede eller ikke, er de konsentrasjonsrelaterte
parameterne deteksjons- og kvantifiseringsgrenser,
cutoff/toleransegrense, maleomrade og linearitet ikke
anvendelige og kan ikke defineres for dette produktet.

Klinisk ytelse

For vurdering av klinisk ytelse har autoriserte fargebilder
fra kunder som har brukt klonen QR016, blitt evaluert for &
bevise klinisk evidens med sikte pa & oppna en robust og
korrekt visualisering av malantigenet i kliniske prever med
ukjent ekspresjonsniva, og dermed bidra til en gyldig
diagnose.

Kliniske ytelsesparametere har blitt beregnet med totalt 14
skjoldbruskkjertelkarsinom, 10 nyrecellekarsinom, 20
ovariekarsinom, 9 endometriekarsinom [egne data] samt
10 tonsille- og 10 blindtarmvev [egne data]. Oppsummert
diagnostisk sensitivitet, diagnostisk spesifisitet, PPV, NPV
og LR- resulterte i henholdsvis 100 %, 100 %, 100 %, 100
% og 0 (tolket som overbevisende diagnostisk bevis).
Resultatene av den kliniske ytelsesevalueringen er i
samsvar med vitenskapelig fagfellevurdert litteratur, som
vist i avsnittet «<Sammendrag og forklaring». De resterende
testede vevene kan gi en oversikt over
fargingsegenskapene til PAX8 (QR016).
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resultater. Optimal ytelse krever tilstrekkelig
pravekvalitet samt riktig preveforberedelse.

5. Overdreven eller ufullstendig motfarging kan
kompromittere korrekt tolkning av resultatene.

6. Falske positive resultater kan oppsta pa grunn av ikke-
immunologisk binding av proteiner eller
substratreaksjonsprodukter. De kan ogsa vaere
forarsaket av pseudoperoksidaseaktivitet (erytrocytter),
endogent biotin (eksempel: lever, hjerne, nyre) eller
endogen peroksidaseaktivitet (cytokrom C).

7. Ved bruk i blokkeringstrinn kan normale sera fra
samme dyrekilde som de sekundzere antiseraene
forarsake falske negative eller falske positive resultater
pa grunn av effekten av autoantistoffer eller naturlige
antistoffer.

8. Vev fra personer som er smittet med hepatitt B-virus
og som inneholder hepatitt B-overflateantigen, kan
vise uspesifikk farging med HRP.

9. Uventede resultater kan forekomme pa grunn av
biologisk variasjon i antigenuttrykk i svulster eller
annet patologisk vev.

10. Den kliniske tolkningen av alle testresultater skal
vurderes i sammenheng med pasientens sykehistorie
og andre diagnostiske laboratorietestresultater.
Farging ma utferes i et sertifisert, lisensiert
laboratorium under tilsyn av en kvalifisert patolog som
er ansvarlig for evaluering og sikring av at positive og
negative kontroller er tilstrekkelige. Produsenten er
ikke ansvarlig for feilaktige resultater som skyldes
visuell evaluering.

11. Forhandsfortynnede antistoffer er klare til bruk og
optimalisert for farging. Ytterligere fortynning kan fare
til feil resultater.

12. Etter vellykket validering kan brukerne fortynne
antistoffkonsentrater i henhold til kravene. Egnede
kontroller ma brukes og dokumenteres.

13. Produktets ytelse ble etablert kun ved bruk av
prosedyrene som er beskrevet i dette
pakningsvedlegget, og endringer i disse prosedyrene
kan fare til endringer i effektiviteten. Hvis produktet
ikke brukes som foreskrevet i dette databladet,
bortfaller alt ansvar. Eventuelle endringer i produkt,
sammensetning, implementering, samt bruk i
kombinasjon med andre reagenser enn det som er
anbefalt i dette databladet, er ikke tillatt; brukerne er
selv ansvarlige for disse endringene og ma utfere
validering pa forhand.

14. Bruk i kombinasjon med diagnostisk utstyr, f.eks. en
automatisert fargeplattform, krever forhandsvalidering
for farging av pasientprgver.

15. Vi tar ikke ansvar for eventuelle skader, inkludert
personskader, tidsbruk eller gkonomisk tap forarsaket
av dette produktet. Var garanti er begrenset til prisen
som er betalt for produktet.

Feilsgking

Begrensninger

For in vitro-diagnostisk bruk.

Kun til laboratoriebruk.

Dette reagenset er «kun til profesjonell bruk», da
immunhistokjemi er en flertrinnsprosess som krever
spesialisert opplaering i valg av passende reagenser,
vev, fiksering og prosessering, klargjering av
immunhistokjemi-objektglasset, valg av
deteksjonssystem og tolkning av fargingsresultatene.
4. Vevsfarging er avhengig av handtering, prosessering
og oppbevaring av vevet fgr farging. Feil fiksering,
frysing, tining, vasking, terking, oppvarming,
seksjonering eller kontaminering med andre vev eller
vaesker kan fgre til artefakter, antistofffangst eller feil

W=
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1. Bare intakte celler skal brukes til & tolke
fargingsresultatene, da degenererte celler viser
uspesifikk farging.

2. Huvis ingen farging oppstar, kontroller rekkefalgen pa
pafgring av reagenser. Folg alle anvisninger i
bruksanvisningen.

3. Ikke la snittene tarke ut.

4. Huvis det oppstar svak farging, ma du under

fargingstrinnene vaere oppmerksom pé nytilberedt
kromogen, inkubasjonstider og -temperaturer, samt
ngyaktig drenering av reagenser.

5. Unngé for mye bakgrunnsfarging ved & fjerne parafin,
vaske objektglassene og fortynne det primaere
antistoffet pa en optimal mate. Hvis det oppstar for
mye bakgrunnsfarging, kan det vaere hgye nivaer av
endogent biotin til stede (med mindre det brukes et
biotinfritt deteksjonssystem). Et biotinblokkeringstrinn
ber inkluderes.
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6. Natriumazid inaktiverer HRP, noe som kan fare til
falske resultater. Vask snittene i natriumazidfri buffer.
7. Kontakt quartett kundeservice ved usikkerhet.

Litteratur

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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SV BRUKSANVISNING

Monoklonal antikropp fran kanin mot

PAX8 (QR016)

In vitro-diagnostisk anvédndning (IVD)
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Figur 1 Karcinom i aggstocken fargat med anti-PAX8
(QRO16)
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antigenvisualiseringen via specifik bindning av den priméara
antikroppen. Den sekundara antikroppen binder till den
primara antikroppen och enzymkomplexet méarker detta
komplex. Den enzymatiska aktiveringen av kromogenen
resulterar i en synlig reaktionsprodukt pa antigenstallet.
Varje steg inkuberas under en exakt tid och vid en exakt
temperatur och kraver mellanliggande tvattsteg. Provet
kan sedan motférgas. Resultaten tolkas med hjalp av ett
ljusmikroskop.

Material som tillhandahalls

Primar antikropp Anti-PAX8 (QR016)

Identifiering av produkten

C-P008-025 25yl Koncentrat
C-P008-01 0.1 ml Koncentrat

C-P008-05 0.5 ml Koncentrat
C-P008-10 1 ml  Koncentrat
P-P008-30 3 ml  Fardig att anvanda
P-P008-70 7 ml  Fardig att anvanda
P-P008-150 15 ml Fardig att anvanda

Avsedd anvandning

Anti-human antikropp for in vitro-diagnostisk anvandning.
Den primara antikroppen ar avsedd for kvalitativ detektion
av associerade antigener enligt forteckningen i avsnittet
"Sammanfattning och forklaring”. Den ar avsedd att
anvandas inom en immunohistokemisk (IHC) procedur pa
formalinfixerade, paraffininbadddade (FFPE) vavnadssnitt
foljt av ljusmikroskopisk visualisering for att underlatta
tumdrdiagnos. Antikroppen kan anvandas manuellt eller
med nagon automatiserad fargningsplattform.

Produkten far endast anvandas av auktoriserad och
utbildad personal. Den kliniska tolkningen av eventuella
testresultat ska utvarderas mot bakgrund av patientens
sjukdomshistoria och andra diagnostiska
laboratorietestresultat. En kvalificerad patolog maste utféra
utvarderingen.

Vard Kanin

Underklass 1gG

Immunogen Syntetisk peptid av human PAX8

Antikropps- Koncentrerad antikropp i TRIS (pH

koncentrat 7,4) med < 1 % sera (n6tkreatur,
asna) och < 0,1 % natriumazid

Rekommenderad 1:100 - 1:200

arbetsspadningsinte

rvall

Antikropp fardig att Forspadd antikropp i TRIS (pH

anvanda 7,4) med < 1 % sera (notkreatur,

asna) och < 0,1 % natriumazid

Produktetiketten visar det specifika lotnumret. Varje enskilt
parti jamférs och justeras med ett referensparti for att
sakerstalla en konsekvent immunohistokemisk
fargningsprestanda fran parti till parti.

Forspadd antikropp ar klar att anvanda och optimerad for
fargning. Ingen ytterligare spadning, rekonstituering,
blandning eller titrering behdvs.

Antikroppskoncentratet ar optimerat for spadning inom
spadningsintervallet med Q Diluent for IHC (kat.nr AD-001-
xxxx). Det angivna spadningsintervallet ska betraktas som
en rekommendation och beror pa olika fakta (vavnad,
fixering, inkubationsférhallanden etc.). Optimal spadning
ska bestammas i anvandarens eget system.

Material som kravs men som inte tillhandahalls

Sammanfattning och forklaring

PAX8 ar en medlem av PAX-familjen (Paired Box) av
transkriptionsfaktorer. Den ar viktig fér organogenesen
under den embryonala utvecklingen av njurarna, Muller-
organen och skoldkorteln. Pa grund av det restriktiva
uttrycket i normala vavnader ar PAX8 en kéanslig och
specifik markor for primara tumorer samt for metastatiska
tumorer fr&n ovan namnda organ och vavnader.

PAX8 uttrycks i skoldkortelcancer (~90%),
endometriecancer (84-98%), ovariecancer (71-99%) och
njurcellscancer (~90%) [1-2].

- Positiva och negativa kontroller

- Objektglas for mikroskop (positivt laddade) och
tackglas

- Burkar for fargning

- Timer

- Xylen eller xylenalternativ, t.ex. Q Dewax Solution
(kat.nr. DW-001-xxxx)

- Etanol

- Avjoniserat eller destillerat vatten

- Uppvarmningsutrustning for férbehandlingssteg av
vavnad

- Antikroppsspadningsmedel, t.ex. Q Diluent for IHC
(kat.nr AD-001-xxxx)

- Antigen retrieval reagens, t.ex. Q Retrieval Low pH 6,0
(kat.nr AR-001-0120) eller Q Retrieval High pH 9,0
(kat.nr AR-002-0120)

- Detektionssystem, t.ex. PolyQ Stain-kit och lamplig
kromogen

- Tvattbuffert, t.ex. TBS (art.nr. BU-006-xxxx) eller TBS-
Tween20 (kat.nr. BU-007-xxxx)

- Blockerande reagens

- Hematoxylin

- Monteringsmedium

- Ljusmikroskop

Princip for forfarandet

Forvaring och hantering

Den angivna primara antikroppen ar lamplig for
immunohistokemisk fargning av FFPE-vavnadssnitt
baserat pa specifik antigen-antikroppsreaktion. Med hjalp
av ett detektionssystem kopplat till pepparrotsperoxidas
(HRP) eller alkaliskt fosfatas (AP) utfors
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Forvaras vid 2 - 8 °C.

Vid korrekt forvaring ar antikroppen stabil fram till det
utgdngsdatum som anges pa injektionsflaskan. Detta
galler aven hallbarhetstiden efter 6ppnande eller efter
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spadning av koncentratet av slutanvandaren. Anvand inte
efter utgangsdatumet.

For att sékerstalla korrekt reagenstillférsel och
antikroppens stabilitet, satt pa locket pa dispensern efter
varje anvandning och stall omedelbart flaskan kallt i
upprétt l1age.

quartett

Forfaranden for kvalitetskontroll

Beredning av prover

Rutinmassigt bearbetade FFPE-vavnader ar Iampliga for
anvandning med denna priméara antikropp. Det
rekommenderade vavnadsfixeringsmedlet ar 10 % neutralt
buffrat formalin. Variabla resultat kan uppsta till foljd av
forlangd fixering eller speciella processer som t.ex.
avkalkning av benmargspreparat. Tjockleken pa
vavnadssnitt, som ska placeras pa positivt laddade
objektglas, ska vara 2-5 ym. Férbehandling av
avparaffinerad vavnad med varmeinducerad epitope
retrieval (HIER) rekommenderas. Objektglasen bor fargas
sa snart som mojligt, eftersom antigeniciteten hos skurna
vavnadssnitt kan minska med tiden.

Det optimala férbehandlingsprotokollet maste bestdmmas i
anvandarens eget system.

Varningar och forsiktighetsatgarder

1. Produkten far endast anvandas av behdérig och
kvalificerad personal.

2. Det finns inga uppskattade halsorisker om produkten
anvands enligt anvisningarna. Sakerhetsdatablad kan
erhallas pa begaran.

3. Produkten innehaller natriumazid som
konserveringsmedel. Ren natriumazid ar giftig.
Koncentrationen av natriumazid i detta reagens ar <
0,1 %, vilket inte klassificeras som farligt.

4. Som med alla produkter som harror fran biologiska
kallor ska korrekta hanteringsrutiner anvandas.

5. Anvand inte reagens efter utgangsdatum.

6. Vidta rimliga forsiktighetsatgarder vid hantering av
reagens. Anvand skyddsklader och skyddshandskar.

7. Alla farliga material ska kasseras i enlighet med
riktlinjerna for bortskaffande av farligt avfall. Material
av manskligt eller animaliskt ursprung ska hanteras
som biologiskt farligt material och kasseras med
lampliga forsiktighetsatgarder.

8. Undvik mikrobiell kontaminering av reagenser
eftersom det kan orsaka felaktiga resultat.

Procedur for fargning

Den priméara antikroppen har optimerats for anvandning i
kombination med PolyQ Stain detektionssystem. Fdljande
data ar rekommendationer. Pa grund av variationer i
vavnadsfixering och bearbetning, samt allménna
laboratorieinstrument och miljéférhallanden, kan det vara
nddvandigt att justera inkubationstiderna. Det optimala
protokollet maste bestdmmas i anvandarens eget system.

Antigenatervinning: HIER; koka vavnadssnitt i Q Retrieval i
cirka 30 minuter foljt av kylning i rumstemperatur (RT).

Inkubation av primar antikropp under 30-60 min vid RT.

Protokoll for fargning: Folj proceduren som beskrivs i
instruktionerna for det anvanda detektionssystemet.

Rekommendationer for fargningsprotokoll:
1. Leica Bond

Spadning - 1:100

Forbehandling - HIER: ER2 30 min
Inkubation - 60 min

Detektion - Bond Polymer Refine
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Positiv vdvnadskontroll

En positiv vavnadskontroll maste utféras med varje
fargningsprocedur som utférs for att dvervaka att
bearbetade vavnader och testreagenser fungerar korrekt.
Kanda positiva vavnadskontroller ska inte anvandas som
hjalpmedel for att faststélla en specifik diagnos for
patientprovet.

Om de positiva vavnadskontrollerna inte uppvisar Iamplig
positiv fargning maste resultaten med testproverna
betraktas som ogiltiga.

Exempel pa positiv vavnadskontroll:

- Njurar (Minst svag till mattlig, tydlig karnfargning ska
ses i majoriteten av epitelcellerna i de proximala och
distala njurtubuli, uppsamlingskanaler och
parietalepitelcellerna i Bowmans kapsel)

- Aggledare (Svag till méttlig, tydlig karnfargning i
majoriteten av de cilierade epitelcellerna och en stark
karnfargning av de interkalerade sekretoriska
epitelcellerna)

Negativ vavnadskontroll

Negativa vavnadskontroller ger en indikation pa icke-
specifik bakgrundsfargning. Om specifik fargning
forekommer i de negativa vavnadskontrollerna maste
resultaten med patientproverna betraktas som ogiltiga.

De olika celltyper som finns i de flesta vavnadssnitt
erbjuder interna negativa kontrollplatser. Darfor kan
samma vavnad som anvands for den positiva
vavnadskontrollen anvandas som den negativa
vavnadskontrollen.

Exempel pa intern negativ vavnadskontroll:
- Tonsill (Ingen fargning bor ses i skivepitelceller och i
lymfocyter)

Avvikelser

Om resultaten fran kvalitetskontrollen inte uppfyller
specifikationerna ar patientresultaten ogiltiga. Identifiera
och atgarda problemet (se avsnitt "Felsdkning”) och
upprepa sedan hela proceduren med patientproverna.

Reagens for negativ kontroll

Ett negativt kontrollreagens anvands i stallet for den
primara antikroppen for att utvardera icke-specifik
fargning. Vardart och inkubationstid ska vara liknande som
for den primara antikroppen.

Tolkning av resultaten

C €O197

Immunfargningsproceduren leder till att en fargad
reaktionsprodukt falls ut pa de antigenstallen som
lokaliserats av den primara antikroppen.

Cellular lokalisering: Nuklear.

En kvalificerad patolog med erfarenhet av
immunhistokemiska forfaranden maste utvardera positiva
och negativa vavnadskontroller innan patientprover tolkas.
Den positiva fargningens intensitet bér bedémas mot
bakgrund av eventuell bakgrundsfargning av den negativa
reagenskontrollen.

Obs: Ett negativt resultat innebar att antigenet i fraga inte
detekterades, inte att antigenet saknas i de celler eller
vavnader som analyseras. En panel av antikroppar kan
anvandas for att verifiera resultaten. Dessutom ska
morfologin i varje vavnadsprov underskas med hjalp av
ett snitt som fargats med hematoxylin och eosin. En
kvalificerad patolog maste tolka patientens morfologiska
fynd och relevanta kliniska data.
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Egenskaper for prestanda

Begrinsningar

Antikroppen har validerats genom IHC med FFPE-
vavnadssnitt fran manniska av olika typer av friska och
neoplastiska vavnader.

Tabell 1 Testning av friska FFPE-vavnadssnitt

Védvnad Positiva/totala fall
Skoldkortel 2/2

Njurar 10/10

Bukhinnor 11

Aggledare 3/3

Tonsill 0/10

Appendix 0/10

Tabell 2 Testning av neoplastiska FFPE-vavnadssnitt

Védvnad Positiva/totala fall
Skoldkértelcancer 13/14

Njurcancer 9/10
Aggstockscancer 18/20
Endometriumcarcinom 8/9

PAX8 (QR0O16) visar ingen korsreaktivitet med PAXS5 eller
PAX6.

Analytisk prestanda

Antikroppen klarade alla tester fér analytisk prestanda.
Analytisk kanslighet har faststallts genom att mata
Overensstammelser med kénda positiva vavnader, och
analytisk specificitet har faststallts genom att mata
overensstdmmelser med kédnda negativa vavnader med
minst 90% total dverensstammelse mellan det nya testet
och de férvantade resultaten vardera. Resultaten ar 100%
vardera.

Riktigheten har verifierats genom jamférelse med en
oberoende produkt och bekraftas genom att resultaten
overensstammer till 100%.

Metoden har en hdg precisionsniva - repeterbarhet inom
korning (utférs flera gdnger samma dag av samma
analytiker med samma instrument), reproducerbarhet
mellan kérningar (utférs olika dagar av olika analytiker
med olika instrument) och reproducerbarhet fran parti till
parti (resultaten fran ett nytt reagensparti jamférs med
resultaten fran ett tidigare anvant parti) bekraftas med
100% vardera. Riktighet och precision resulterar i en hog
grad av matnoggrannhet for metoden.

Eftersom IHC ar en kvalitativ detektionsmetod som ger
information om huruvida motsvarande antigen ar
narvarande eller inte, ar de koncentrationsrelaterade
parametrarna detektions- och kvantifieringsgranser,
cutoff/toleransgrans, matomrade och linjéritet inte
tillampliga och kan inte definieras fér denna produkt.

Klinisk prestanda

For beddmning av klinisk prestanda har auktoriserade
fargningsbilder som tillhandahallits av kunder som anvant
klon QRO16 utvarderats for att styrka klinisk evidens i syfte
att uppna en robust och korrekt visualisering av
malantigenet i kliniska prover med okanda uttrycksnivaer
och darigenom bidra till en giltig diagnos.

Kliniska prestandaparametrar har beraknats med totalt 14
skoéldkortelcancer, 10 njurcancer, 20 aggstockscancer, 9
endometriecancer [egna uppgifter] samt 10 tonsill- och 10
appendixvavnader [egna uppgifter]. Sammanfattad
diagnostisk sensitivitet, diagnostisk specificitet, PPV, NPV
och LR- resulterade i 100%, 100%, 100%, 100%
respektive 0 (tolkad som dvertygande diagnostisk
evidens). Resultaten av utvarderingen av den kliniska
prestandan 6verensstammer med vetenskaplig peer-
reviewed litteratur, vilket framgar av avsnittet
"Sammanfattning och forklaring”. De aterstaende testade
vavnaderna kan ge en éversikt over
fargningsegenskaperna for PAX8 (QR016).
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1. For in vitro-diagnostisk anvandning.

2. Endast for laboratoriebruk.

3. Detta reagens ar "endast for professionellt bruk”
eftersom immunohistokemi ar en process i flera steg
som kraver specialutbildning i val av 1ampliga
reagenser, vavnader, fixering och bearbetning,
férberedelse av immunohistokemislidet, val av
detektionssystem och tolkning av fargningsresultaten.

4. Vavnadsfargning ar beroende av hantering,
bearbetning och férvaring av vavnaden fore fargning.
Felaktig fixering, frysning, upptining, tvattning,
torkning, uppvarmning, snittning eller kontaminering
med andra vavnader eller vatskor kan ge upphov till
artefakter, antikroppsfangst eller felaktiga resultat.
Optimal prestanda kréver tillracklig provkvalitet samt
lamplig provberedning.

5. Overdriven eller ofullstéandig motfargning kan forsvara
en korrekt tolkning av resultaten.

6. Falskt positiva resultat kan upptrada pa grund av icke-
immunologisk bindning av proteiner eller
substratreaktionsprodukter. De kan ocksa orsakas av
pseudoperoxidasaktivitet (erytrocyter), endogent biotin
(exempel: lever, hjarna, njure) eller endogen
peroxidasaktivitet (cytokrom C).

7. Vid anvandning i blockeringssteg kan normala sera
fran samma djurkalla som de sekundara antisera
orsaka falskt negativa eller falskt positiva resultat pa
grund av effekten av autoantikroppar eller naturliga
antikroppar.

8. Vavnader fran personer som &r infekterade med
hepatit B-virus och som innehaller hepatit B-ytantigen
kan uppvisa ospecifik fargning med HRP.

9. Ovantade resultat kan uppsta pa grund av biologisk
variabilitet i antigenuttryck i neoplasmer eller andra
patologiska vavnader.

10. Den kliniska tolkningen av alla testresultat ska
utvarderas mot bakgrund av patientens
sjukdomshistoria och andra diagnostiska
laboratorietestresultat. Fargning maste utforas i ett
certifierat, licensierat laboratorium under éverinseende
av en kvalificerad patolog som &r ansvarig for
utvardering och sakerstallande av att positiva och
negativa kontroller &r tillrackliga. Tillverkaren ansvarar
inte for felaktiga resultat som beror pa visuell
utvardering.

11. Férspadda antikroppar ar fardiga att anvandas och
optimerade for fargning. Ytterligare spadning kan leda
till felaktiga resultat.

12. Efter framgangsrik validering kan anvandare spada ut
antikroppskoncentrat enligt kraven. Lampliga kontroller
maste anvandas och dokumenteras.

13. Produktens prestanda faststélldes endast med hjalp av
de forfaranden som anges i denna bipacksedel och
andringar av dessa forfaranden kan leda till
forandringar i effektiviteten. Om produkten inte
anvands pa det satt som foreskrivs i detta datablad
upphdr allt ansvar. Alla &ndringar i produkt,
sammansattning, implementering samt anvandning i
kombination med andra reagenser an de som
rekommenderas har ar inte tillatna; anvandarna ar
sjalva ansvariga for dessa andringar och maste utféra
validering i forvag.

14. Anvandning i kombination med diagnostiska enheter,
t.ex. en automatiserad fargningsplattform, kraver
forhandsvalidering fore fargning av patientprover.

15. Vi tar inte ansvar for eventuella skador, inklusive
personskada, tid eller anstrangning eller ekonomisk
forlust som orsakas av denna produkt. Var garanti ar
begransad till det pris som betalats for produkten.
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Fels6kning och felavhjélpning

1. Endast intakta celler ska anvandas for tolkning av
fargningsresultat, eftersom degenererade celler
uppvisar ospecifik fargning.

2. Om ingen fargning sker, kontrollera
appliceringsordningen for reagenserna. Fol;j alla
anvisningar som ges i bruksanvisningen.

3. Latinte snitten torka ut.

4. Om svag fargning uppstar, var uppmarksam under
fargningsstegen pa nyberedd kromogen,
inkubationstider och temperaturer, samt noggrann
avtappning av reagens.

5. Undvik éverdriven bakgrundsfargning genom optimal
borttagning av paraffin, tvattning av objektglas och
spadning av primar antikropp. Om &verdriven
bakgrundsfargning uppstar kan héga nivaer av
endogent biotin férekomma (savida inte ett biotinfritt
detektionssystem anvands). Ett biotinblockeringssteg
bor inkluderas.

6. Natriumazid inaktiverar HRP, vilket kan leda till falska
resultat. Tvéatta sektionerna i natriumazidfri buffert.

7. Kontakta quartett kundtjanst vid eventuella oklarheter.

Litteratur

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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PAX8 (QR016)
In vitro-diagnostisk brug (IVD)
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Figur 1 Ovariecarcinom farvet med anti-PAX8 (QR016)
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antistof. Det sekundaere antistof binder sig til det primaere
antistof, og enzymkomplekset meerker dette kompleks.
Den enzymatiske aktivering af kromogenet resulterer i et
synligt reaktionsprodukt pa antigenstedet. Hvert trin
inkuberes i en bestemt tid og ved en bestemt temperatur
og kreever mellemliggende vasketrin. Prgven kan derefter
modfarves. Resultaterne fortolkes ved hjeelp af et
lysmikroskop.

Medfelgende materialer

Primaert antistof Anti-PAX8 (QR016)

Veert Kanin
Underklasse IgG
Immunogen Syntetisk peptid af human PAX8

Antistofkoncentrat Koncentreret antistof i TRIS (pH
7,4) med < 1 % sera (kvaeg, aesel)
og < 0,1 % natriumazid

Anbefalet 1:100 - 1:200

arbejdsfortyndingso

mrade

Identifikation af produktet

C-P008-025 25yl Koncentrat
C-P008-01 0.1 ml Koncentrat
C-P008-05 0.5 ml Koncentrat
C-P008-10 1 ml  Koncentrat
P-P008-30 3 ml Kilar til brug
P-P008-70 7 ml  Klar til brug
P-P008-150 15 ml Kilar til brug

Tilsigtet anvendelse

Anti-humant antistof til in vitro-diagnostisk brug. Det
primaere antistof er beregnet til kvalitativ pavisning af
associerede antigener som anfgrt i afsnittet »Resumé og
forklaring«. Det er beregnet til at blive brugt i en
immunhistokemisk (IHC) procedure pa formalinfikserede,
paraffinindlejrede (FFPE) vaevssektioner efterfulgt af
lysmikroskopisk visualisering for at hjaelpe med at
diagnosticere tumorer. Antistoffet kan bruges manuelt eller
med enhver automatiseret farvningsplatform.

Produktet ma kun anvendes af autoriseret og kvalificeret
personale. Den kliniske fortolkning af alle testresultater
skal evalueres i sammenhaeng med patientens
sygehistorie og andre diagnostiske
laboratorietestresultater. En kvalificeret patolog skal udfgre
evalueringen.

Antistof klar til brug Forfortyndet antistof i TRIS (pH
7,4) med <1 % sera (kvaeg, aesel)

og < 0,1 % natriumazid

Produktetiketten viser det specifikke lotnummer. Hvert
enkelt parti sammenlignes og justeres med et
referenceparti for at sikre en ensartet immunhistokemisk
farvning fra parti til parti.

Forfortyndet antistof er klar til brug og optimeret til
farvning. Der er ikke behov for yderligere fortynding,
rekonstituering, blanding eller titrering.
Antistofkoncentrat er optimeret til fortynding inden for
fortyndingsintervallet ved hjeelp af Q Diluent for IHC (kat.
nr. AD-001-xxxx). Det angivne fortyndingsinterval skal
betragtes som en anbefaling og afhaenger af forskellige
forhold (veev, fiksering, inkubationsbetingelser osv.). Den
optimale fortynding skal bestemmes i brugerens eget
system.

Materialer, der kraeves, men ikke leveres

Resumé og forklaring

PAX8 er medlem af PAX-familien (Paired Box) af
transkriptionsfaktorer. Den er afggrende for
organogenesen under den embryonale udvikling af
nyrerne, Miller-organerne og skjoldbruskkirtlen. Pa grund
af det restriktive udtryk i normalt vaev er PAX8 en fglsom
og specifik markgr for primaere tumorer samt for
metastatiske tumorer fra de ovennasvnte organer og veev.
PAX8 udtrykkes i skjoldbruskkirtelkarcinom (~90 %),
endometriekarcinom (84-98 %), ovariekarcinom (71-99 %)
og nyrecellekarcinom (~90 %) [1-2].

- Positive og negative kontroller

- Mikroskopslides (positivt ladede) og deekglas

- Glas til farvning

- Timer

- Xylen eller xylen-alternativ, f.eks. Q Dewax Solution
(kat. nr. DW-001-xxxx)

- Ethanol

- Deioniseret eller destilleret vand

- Varmeudstyr til forbehandling af vaev

- Antistoffortynder, f.eks. Q Diluent for IHC (kat. nr. AD-
001-xxxx)

- Antigen retrieval-reagens, f.eks. Q Retrieval Low pH
6,0 (kat. nr. AR-001-0120) eller Q Retrieval High pH
9,0 (kat. nr. AR-002-0120)

- Detektionssystem, f.eks. PolyQ Stain-kit og passende
kromogen

- Vaskebuffer, f.eks. TBS (kat. nr. BU-006-xxxx) eller
TBS-Tween20 (kat. nr. BU-007-xxxx)

- Blokerende reagens

- Haematoxylin

- Monteringsmedium

- Lysmikroskop

Opbevaring og handtering

Princippet i proceduren

Det angivne primeere antistof er egnet til
immunhistokemisk farvning af FFPE-vaevssnit baseret pa
specifik antigen-antistofreaktion. Ved hjeelp af et
detektionssystem, der er knyttet til peberrodsperoxidase
(HRP) eller alkalisk fosfatase (AP), udfgres
antigenvisualiseringen via specifik binding af det primaere

p008_pax8-qr016-v1-0-2025-06-30

Opbevares ved 2 - 8 °C.

Ved korrekt opbevaring er antistoffet stabilt op til den
udlgbsdato, der er angivet pa heetteglasset. Dette gaelder
ogsa for holdbarheden efter abning eller efter fortynding af
koncentratet af slutbrugeren. Ma ikke anvendes efter
udligbsdatoen.

C€O197 38/ 81



For at sikre korrekt levering af reagens og stabilitet af
antistoffet skal du udskifte dispenserhaetten efter hver brug
og straks placere flasken keligt i en lodret position.

Forberedelse af praver

Rutinemaessigt behandlet FFPE-vaev er velegnet til brug
med dette primaere antistof. Det anbefalede
vaevsfikseringsmiddel er 10 % neutral buferet formalin. Der
kan forekomme varierende resultater som folge af
leengerevarende fiksering eller saerlige processer som
f.eks. afkalkning af knoglemarvspraeparater. Tykkelsen af
vaevssnit, som skal placeres pa positivt ladede objektglas,
skal veere 2-5 ym. Forbehandling af deparaffineret vaev
med varmeinduceret epitope retrieval (HIER) anbefales.
Objektglassene skal farves sa hurtigt som muligt, da
antigeniciteten af de skarne veevssnit kan aftage med
tiden.

Den optimale forbehandlingsprotokol skal bestemmes i
brugerens eget system.

Advarsler og forholdsregler

1. Kun autoriseret og kvalificeret personale ma bruge
produktet.

2. Der eringen anslaede sundhedsrisici, hvis produktet
anvendes som anvist. Sikkerhedsdatablad kan
rekvireres.

3. Produktet indeholder natriumazid som
konserveringsmiddel. Ren natriumazid er giftig.
Koncentrationen af natriumazid i dette reagens er <
0,1 %, hvilket ikke er klassificeret som farligt.

4. Som med ethvert produkt, der stammer fra biologiske
kilder, skal der anvendes korrekte
handteringsprocedurer.

5. Brug ikke reagenser efter udigbsdatoen.

6. Tag rimelige forholdsregler ved handtering af
reagenser. Brug beskyttelsestgj og handsker.

7. Alle farlige materialer skal bortskaffes i henhold til
retningslinjerne for bortskaffelse af farligt affald.
Materialer af menneskelig eller animalsk oprindelse
skal handteres som biofarlige materialer og bortskaffes
med passende forholdsregler.

8. Undga mikrobiel kontaminering af reagenser, da det
kan medfere forkerte resultater.

quartett

korrekte ydelse af behandlede vaev og testreagenser.
Kendte positive vaevskontroller bgr ikke bruges som en
hjeelp til at bestemme en specifik diagnose af
patientprgven.

Hvis de positive vaevskontroller ikke viser passende positiv
farvning, skal resultaterne med testpreverne betragtes
som ugyldige.

Eksempel pa positiv veevskontrol:

- Nyre (Mindst svag til moderat, tydelig kernefarvning
ber ses i starstedelen af epitelcellerne i de proksimale
og distale nyretubuli, opsamlingskanaler og
parietalepitelcellerne i Bowmans kapsel)

- /Eggeleder (Svag til moderat, tydelig kernefarvning i
starstedelen af de cilierede epitelceller og en steerk
kernefarvning af de indskudte sekretoriske epitelceller)

Negativ vaevskontrol

Negative vaevskontroller giver en indikation af ikke-specifik
baggrundsfarvning. Hvis der forekommer specifik farvning i
de negative veaevskontroller, skal resultaterne med
patientpraverne betragtes som ugyldige.

De mange forskellige celletyper, der findes i de fleste
veevsafsnit, giver interne negative kontrolsteder. Derfor
kan det samme veev, der bruges til den positive
veevskontrol, bruges som den negative vaevskontrol.

Eksempel pa intern negativ veevskontrol:
- Tonsil (Ingen farvning ber ses i pladeepitelceller og i
lymfocytter)

Afvigelser

Hvis resultaterne af kvalitetskontrollen ikke opfylder
specifikationerne, er patientresultaterne ugyldige.
Identificer og afhjaelp problemet (se afsnittet »Fejlfinding«),
og gentag derefter hele proceduren med patientprgverne.

Negativ kontrolreagens

Et negativt kontrolreagens bruges i stedet for det primaere
antistof til at evaluere ikke-specifik farvning. Veertsart og
inkubationstid skal svare til det primaere antistof.

Fortolkning af resultater

Farvningsprocedure

Primeert antistof er optimeret til brug i kombination med
PolyQ Stain-detektionssystemer. Fglgende data er
anbefalinger. Pa grund af variationer i vaevsfiksering og -
behandling samt generelle laboratorieinstrumenter og
miljgforhold kan det vaere ngdvendigt at justere
inkubationstiderne. Den optimale protokol skal bestemmes
i brugerens eget system.

Antigen retrieval: HIER; Vaevssnit koges i Q Retrieval i ca.
30 minutter efterfulgt af afkeling ved stuetemperatur (RT).

Inkubation af primeert antistof i 30-60 min ved RT.

Farvningsprotokol: Falg proceduren beskrevet i
instruktionerne for det anvendte detektionssystem.

Anbefalinger til farvningsprotokoller:
1. Leica Bond

Fortynding - 1:100

Forbehandling - HIER: ER2 30 min
Inkubation - 60 min

Detektion - Bond Polymer Refine

Immunfarvningsproceduren far et farvet reaktionsprodukt
til at udfeeldes pa de antigensteder, der er lokaliseret af det
primaere antistof.

Celluleer lokalisering: Nuklear.

En kvalificeret patolog med erfaring i immunhistokemiske
procedurer skal evaluere positive og negative
veevskontroller fgr fortolkning af patientpraver.
Intensiteten af positiv farvning skal vurderes i
sammenhzaeng med eventuel baggrundsfarvning af den
negative reagenskontrol.

Bemeerk: Et negativt resultat betyder, at det pageeldende
antigen ikke blev pavist, ikke at antigenet er fraveerende i
de analyserede celler eller vaev. Et panel af antistoffer kan
bruges til at verificere resultaterne. Derudover skal
morfologien af hver vaevsprgve undersgges ved hjeelp af
et haematoxylin- og eosinfarvet snit. En kvalificeret patolog
skal fortolke patientens morfologiske fund og relevante
kliniske data.

Ydeevneevaluering

Procedurer for kvalitetskontrol

Positiv veevskontrol
Der skal kares en positiv vaevskontrol med hver
farvningsprocedure, der udferes, for at overvage den

p008_pax8-qr016-v1-0-2025-06-30

Antistoffet er blevet valideret ved IHC ved hjeelp af FFPE-
humane vaevsafsnit af forskellige typer sundt og
neoplastisk vaev.

Tabel 1 Test af sunde FFPE-veevsafsnit

Vaev Positive/total tilfaelde

Skjoldbruskkirtel 2/2
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Nyre 10/10
Endometrium 11
AEggeleder 3/3

Tonsil 0/10
Appendix 0/10

Tabel 2 Testning af neoplastiske FFPE-vaevssnit
Vaev Positive/total tilfaelde
Skjoldbruskkirtelkarcinom 13/14
Nyrecellekarcinom 9/10
Ovariekarcinom 18/20
Endometriumkarcinom 8/9

PAX8 (QR016) viser ingen krydsreaktivitet med PAX5 eller
PAX6.

Analytisk ydeevne

Antistoffet bestod alle tests for analytisk ydeevne.
Analytisk sensitivitet er blevet bestemt ved at male
overensstemmelser med kendte positive vaev, og analytisk
specificitet er blevet bestemt ved at male
overensstemmelser med kendte negative vaev med mindst
90 % samlet overensstemmelse mellem den nye test og
de forventede resultater hver. Resultaterne er 100 % hver.
Rigtigheden er blevet verificeret ved sammenligning med
et uafhaengigt produkt og er bekreeftet, da resultaterne
matcher 100 %.

Metoden har en hgj grad af preecision - repeterbarhed
inden for karslen (udfert flere gange pa samme dag af
samme analytiker med samme instrument),
reproducerbarhed mellem karsler (udfert pa forskellige
dage af forskellige analytikere med forskellige
instrumenter) og reproducerbarhed fra parti til parti
(resultater af et nyt reagensparti sammenlignet med
resultaterne af et tidligere anvendt parti) er bekraeftet med
100 % hver. Rigtighed og preecision resulterer i en hg;j
grad af malengjagtighed for metoden.

Da IHC er en kvalitativ detektionsmetode, der giver
oplysninger om, hvorvidt det tilsvarende antigen er til stede
eller ej, er de koncentrationsrelaterede parametre
detektions- og kvantificeringsgraenser,
cutoff/tolerancegraense, maleomrade og linearitet ikke
anvendelige og kan ikke defineres for dette produkt.

Klinisk ydeevne

Til vurdering af den kliniske ydeevne er autoriserede
farvningsbilleder leveret af kunder ved hjeelp af klon
QRO016 blevet evalueret for at bevise klinisk evidens med
det formal at opna en robust og korrekt visualisering af
malantigenet i kliniske praver med ukendte
ekspressionsniveauer og derved bidrage til en gyldig
diagnose.

Kliniske preestationsparametre er blevet beregnet med i alt
14 skjoldbruskkirtelkarcinomer, 10 nyrecellekarcinomer, 20
ovariekarcinomer, 9 endometriekarcinomer [egne data]
samt 10 tonsil- og 10 appendixveev [egne data].
Sammenfattet diagnostisk sensitivitet, diagnostisk
specificitet, PPV, NPV og LR- resulterede i henholdsvis
100 %, 100 %, 100 %, 100 % og O (fortolket som
overbevisende diagnostisk evidens). Resultaterne af den
kliniske preestationsevaluering er i overensstemmelse med
videnskabelig peer-reviewed litteratur som vist i afsnittet
»Resumé og forklaring«. De resterende testede vaev kan
give et overblik over farvningsegenskaber for PAX8
(QRO16).
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detektionssystem og fortolkning af
farvningsresultaterne.

4. Veevsfarvning er afhaengig af handtering, behandling
og opbevaring af vaevet for farvning. Forkert fiksering,
frysning, optgning, vask, tgrring, opvarmning, snitning
eller kontaminering med andre veev eller vaesker kan
give artefakter, antistofindfangning eller forkerte
resultater. Optimal ydeevne kraever tilstreekkelig
prevekvalitet samt passende prgveforberedelse.

5. Overdreven eller ufuldstaendig modfarvning kan
kompromittere en korrekt fortolkning af resultaterne.

6. Falsk positive resultater kan ses pa grund af ikke-
immunologisk binding af proteiner eller
substratreaktionsprodukter. De kan ogsa vaere
forarsaget af pseudoperoxidaseaktivitet
(erythrocytter), endogent biotin (eksempel: lever,
hjerne, nyre) eller endogen peroxidaseaktivitet
(cytokrom C).

7. Nar normale sera fra samme dyrekilde som de
sekundeere antisera anvendes i blokeringstrin, kan de
forarsage falsk negative eller falsk positive resultater
pa grund af effekten af autoantistoffer eller naturlige
antistoffer.

Veev fra personer, der er inficeret med hepatitis B-
virus og indeholder hepatitis B-overfladeantigen, kan
udvise uspecifik farvning med HRP.

9. Uventede resultater kan forekomme pa grund af
biologisk variation af antigenekspression i
neoplasmer eller andet patologisk veev.

10. Den kliniske fortolkning af alle testresultater skal
evalueres i sammenhang med patientens
sygehistorie og andre diagnostiske
laboratorietestresultater. Farvning skal udfgres i et
certificeret, autoriseret laboratorium under opsyn af
en kvalificeret patolog, som er ansvarlig for
evaluering og sikring af, at de positive og negative
kontroller er tilstraekkelige. Producenten er ikke
ansvarlig for forkerte resultater pa grund af visuel
evaluering.

11. Forfortyndede antistoffer er klar til brug og optimeret
til farvning. Yderligere fortynding kan fare til forkerte
resultater.

12. Efter vellykket validering kan brugerne fortynde
antistofkoncentrater i henhold til kravene. Passende
kontroller skal anvendes og dokumenteres.

13. Produktets ydeevne blev kun fastlagt ved hjeelp af
procedurerne i denne indleegsseddel, og eendringer i
disse procedurer kan fere til 2endringer i
effektiviteten. Manglende anvendelse som
foreskrevet i dette datablad medfgrer tab af ethvert
ansvar. Eventuelle sendringer i produkt,
sammensaetning, implementering samt brug i
kombination med andre reagenser end anbefalet heri
er ikke tilladt; brugerne er selv ansvarlige for disse
eendringer og skal udfere forudgaende validering.

14. Anvendelse i kombination med diagnostisk udstyr,
f.eks. en automatiseret farvningsplatform, kraever
forudgaende validering far farvning af patientprever.

15. Vi patager os intet ansvar for eventuelle skader,
herunder personskade, tidsforbrug eller gkonomisk
tab forarsaget af dette produkt. Vores garanti er
begraenset til den pris, der er betalt for produktet.

Fejlfinding

Begraensninger

1. Tilin vitro-diagnostisk brug.

2. Kun til laboratoriebrug.

3. Dette reagens er »kun til professionel brug«, da
immunhistokemi er en proces i flere trin, der kraever
specialuddannelse i valg af passende reagenser,
veev, fiksering og behandling, forberedelse af det
immunhistokemiske objektglas, valg af
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1. Der bgr kun anvendes intakte celler til fortolkning af
farvningsresultater, da degenererede celler viser
uspecifik farvning.

2. Hvis der ikke opstar farvning, skal du kontrollere
reekkefelgen af reagenserne. Folg alle anvisninger i
brugsanvisningen.

3. Lad ikke snittene tgrre ud.

4.  Hvis der forekommer svag farvning, skal du under
farvningstrinnene vaere opmaerksom pa frisklavet
kromogen, inkubationstider og -temperaturer samt
ngjagtig aftapning af reagenser.
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5. Undga overskydende baggrundsfarvning ved optimal
fiernelse af paraffin, vask af objektglas og fortynding
af primeert antistof. Hvis der opstar overdreven
baggrundsfarvning, kan der veere hgje niveauer af
endogent biotin til stede (medmindre der anvendes et
biotinfrit detektionssystem). Et biotin-blokeringstrin
bar inkluderes.

6. Natriumazid inaktiverer HRP, hvilket kan fare il falske
resultater. Vask snittene i natriumazidfri buffer.

7. Kontakt Quartett kundeservice i tilfeelde af
usikkerhed.

Litteratur

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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| tilfeelde af at brugeren oplever tekniske eller
ydelsesrelaterede problemer med produktet, bedes du
kontakte producenten eller en kompetent myndighed.

Enhver alvorlig heendelse, der er sket i forbindelse med
udstyret, skal rapporteres til producenten og den
kompetente myndighed i den medlemsstat, hvor brugeren
og/eller patienten er etableret.

Resumé af sikkerhed og ydeevne (SSP) kan findes i
EUDAMED, nar det relaterede modul er tilgeengeligt.
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ET KASUTUSJUHEND

Kuiliku monoklonaalne antikeha

PAX8 (QR016)

In vitro diagnostiline kasutamine (IVD)

5 %e 3

5
v‘ [
4 '9",' .
7.

Joonis 1 Anti-PAX8-ga (QR016) varvitud
munasarjakartsinoom.
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(AP) abil seotud avastamissiisteemi, toimub antigeeni
visualiseerimine primaarse antikeha spetsiifilise sidumise
kaudu. Sekundaarne antikeha seondub primaarse
antikehaga ja enstiimikompleks margistab selle
kompleksi. Kromogeeni ensliimaatilise aktiveerimise
tulemusel tekib antigeeni kohas nahtav reaktsiooniprodukt.
Iga etappi inkubeeritakse téapse aja ja temperatuuri jooksul
ning see nduab vahepealseid pesemisetappe. Seejarel
voib proovi vastavarvida. Tulemusi tdlgendatakse
valgusmikroskoobi abil.

Esitatud materjalid

Esmane antikeha Anti-PAX8 (QR016)

Peremees Kulik

Alaklass IgG

Immunogeen Inimese PAX8 sunteetiline peptiid

Antikeha Kontsentreeritud antikeha TRIS-is

kontsentraat (pH 7,4) koos < 1 % seerumiga
(veised, eesel) ja< 0,1 %
naatriumasiidiga

Soovitatav 1:100 - 1:200

téolaiendusvahemik

Toote identifitseerimine

C-P008-025 25yl Kontsentraat
C-P008-01 0.1 ml Kontsentraat

C-P008-05 0.5 ml Kontsentraat
C-P008-10 1 ml  Kontsentraat
P-P008-30 3ml Valmis
P-P008-70 7 ml Valmis
P-P008-150 15 ml Valmis

Kavandatav kasutusviis

Inimese vastane antikeha in vitro diagnostiliseks
kasutamiseks. Esmane antikeha on ette nahtud punktis
,Kokkuvéte ja selgitus” loetletud seotud antigeenide
kvalitatiivseks avastamiseks. See on ette nahtud
kasutamiseks immunohistokeemia (IHC) protseduuri
raames formaliiniga fikseeritud, parafiiniga kaetud (FFPE)
koeldikudel, millele jargneb valgusmikroskoopiline
visualiseerimine, et aidata kaasa kasvaja diagnoosimisele.
Antikeha vo6ib kasutada manuaalselt voi mis tahes
automatiseeritud varvimisplatvormiga.

Toodet voivad kasutada ainult volitatud ja kvalifitseeritud
tootajad. Iga testitulemuse Kkiliinilist tdlgendust tuleb hinnata
patsiendi haigusloo ja muude diagnostiliste laboratoorsete
testide tulemuste kontekstis. Hindamist peab teostama
kvalifitseeritud patoloog.

Valmis antikeha Eelpuhastatud antikeha TRIS-is
(pH 7,4) koos < 1 % seerumiga
(veised, eesel) ja < 0,1 %

naatriumasiidiga

Toote etiketil on margitud konkreetne partii number. Iga
Uksikut partiid vorreldakse ja kohandatakse
vordluspartiiga, et tagada partiide vahel ihesugune
immunohistokeemiline varvimisvéime.

Eelhoonestatud antikeha on kasutusvalmis ja varvimiseks
optimeeritud. Taiendavat lahjendamist, taastamist,
segamist vai tiitrimist ei ole vaja.

Antikehakontsentraat on optimeeritud lahjendusvahemikus
lahjendamiseks, kasutades Q Diluent for IHC (kat. nr AD-
001-xxxx). Naidatud lahjenduspiirkonda tuleb pidada
soovituslikuks ja see soltub erinevatest asjaoludest (kude,
fikseerimine, inkubatsioonitingimused jne). Optimaalne
lahjendus tuleb méarata kasutaja enda susteemis.

Vajalikud, kuid mitte ette ndhtud materjalid

Kokkuvéte ja selgitus

PAX8 on transkriptsioonifaktorite PAX perekonna (Paired
Box) liige. See on oluline organogeneesi jaoks neerude,
Mulleri organite ja kilpndarme embriionaalse arengu ajal.
Kuna PAX8 ekspressioon normaalsetes kudedes on
piiratud, on ta tundlik ja spetsiifiline marker nii primaarsete
kasvajate kui ka metastaatiliste kasvajate jaoks eespool
nimetatud organitest ja kudedest.

PAX8 ekspresseerub kilpnaarmekartsinoomil (~90%),
endomeetriumi kartsinoomil (84-98%),
munasarjakartsinoomil (71-99%) ja neerurakk-kartsinoomil
(~90%) [1-2].

- Positiivsed ja negatiivsed kontrollid

- Mikroskoopiaklaasid (positiivselt laetud) ja
katteklaasid

- Varvimispurgid

- Taimer

- Kslleen voi ksileeni alternatiiv, nt Q Dewax Solution
(kat. nr DW-001-xxxx)

- Etanool

- Deioniseeritud voi destilleeritud vesi

- Kuumutusseadmed kudede eeltd6tluseks

- Antikeha lahjendaja, nt Q Diluent for IHC (kat. nr AD-
001-xxxx)

- Antigeeni tagasivotureagens, nt Q Retrieval Low pH
6,0 (kat. nr AR-001-0120) v&i Q Retrieval High pH 9,0
(kat. nr AR-002-0120).

- Detekteerimissiisteem, nt PolyQ Stain-komplektid ja
sobiv kromogeen.

- Pesupuhver, nt TBS (kat. nr BU-006-xxxx) voi TBS-
Tween20 (kat. nr BU-007-xxxx).

- Blokeerimisreaktiivi

- Hematoksdliin

- Pustitusvahend

- Valgusmikroskoop

Menetluse pohiméte

Ladustamine ja kaitlemine

Nimetatud esmane antikeha sobib FFPE koeldikude
immunohistokeemiliseks varvimiseks spetsiifilise
antigeeni-antikeha reaktsiooni alusel. Kasutades
madardika-peroksidaasi (HRP) voi leeliselise fosfataasi

p008_pax8-qr016-v1-0-2025-06-30

Sailitada temperatuuril 2-8 °C.

Korrektsel sailitamisel on antikeha stabiilne kuni viaalil
margitud kolblikkusaja 16puni. See kehtib ka sailivusaja
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kohta parast avamist voi parast kontsentraadi lahjendamist
I6ppkasutaja poolt. Mitte kasutada parast kdlblikkusaega.
Reaktiivi nbuetekohase manustamise ja antikeha
stabiilsuse tagamiseks asendage parast iga kasutamist
dosaatori kork ja asetage pudel kohe jahedasse
pustasendisse.

quartett

Kvaliteedikontrolli menetlused

Proovi ettevalmistamine

Tavaparaselt té6deldud FFPE koed sobivad selle
primaarse antikehaga kasutamiseks. Soovitatav
koefiksaator on 10 % neutraalne puhverdatud formaliin.
Pikaajalise fikseerimise voi eriprotsesside, naiteks
luutdipreparaatide dekaltsifitseerimise tulemusena véivad
tulemused erineda. Positiivselt laetud klaasidele
asetatavate koeldikude paksus peaks olema 2-5 um.
Soovitatav on deparafiinitud kudede eelt66tlus kuumusega
indutseeritud epitoopide taastamisega (HIER). Slaidid
tuleks varvida voimalikult kiiresti, kuna I6igatud koel&ikude
antigeensus vdib aja jooksul vaheneda.

Optimaalne eeltdotlusprotokoll tuleb maarata kasutaja
enda susteemis.

Hoiatused ja ettevaatusabinoud

1. Toodet tohib kasutada ainult volitatud ja
kvalifitseeritud personal.

2. Kui toodet kasutatakse vastavalt juhistele, ei ole
hinnanguliselt terviseriske. MSDS on saadaval
ndudmisel.

3. Toode sisaldab séilitusainena naatriumasiidi. Puhas
naatriumasiid on murgine. Naatriumasiidi
kontsentratsioon selles reaktiivis on < 0,1 %, mis ei
ole klassifitseeritud ohtlikuks.

4. Nagu iga bioloogilistest allikatest saadud toote puhul,
tuleb kasutada nduetekohaseid kaitlemisprotseduure.

5. Arge kasutage reagente parast kdlblikkusaja I16ppu.

6. Reaktiivide kaitlemisel tuleb rakendada méistlikke
ettevaatusabindusid. Kasutage kaitseriietust ja
kaitsekindaid.

7. Koik ohtlikud materjalid tuleb havitada vastavalt
ohtlike jaatmete kérvaldamise juhistele. Inim- voi
loomset péritolu materjale tuleb kaidelda kui
bioloogiliselt ohtlikke materjale ja havitada
nduetekohaste ettevaatusabindudega.

8. Valtida reaktiivide mikroobset saastumist, kuna see
voib pbhjustada ebadigeid tulemusi.

Varvimisprotseduur

Esmane antikeha on optimeeritud kasutamiseks koos
PolyQ Stain tuvastussiisteemidega. Jargmised andmed on
soovitused. Kudede fikseerimise ja td6tlemise, samuti
Uldiste laboriseadmete ja keskkonnatingimuste erinevuste
tottu voib olla vajalik inkubatsiooniaegade kohandamine.
Optimaalne protokoll tuleb maarata kasutaja enda
susteemis.

Antigeeni tagasivotmine: HIER; keeta koelbike Q
Retrieval'is umbes 30 minutit, millele jargneb jahutamine
toatemperatuuril (RT).

Inkubeeritakse primaarset antikeha 30-60 minutit
temperatuuril RT.

Varvimisprotokoll: Jargida kasutatud tuvastussusteemi
juhendis kirjeldatud protseduuri.

Varvimisprotokollide soovitused:

1. Leica Bond
Lahjendus -1:100
Eeltootlus - HIER: ER2 30 min

- 60 min
- Bond Polymer Refine

Inkubatsioon
Detekteerimine
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Positiivne koekontroll

Iga varvimisprotseduuri puhul tuleb teha positiivne
koekontroll, et jalgida t66deldud kudede ja testreaktiivide
korrektset toimimist. Teadaolevalt positiivset koekontrolli ei
tohi kasutada abivahendina patsiendi proovi konkreetse
diagnoosi maaramisel.

Kui positiivsed koekontrollid ei nita asjakohast positiivset
varvimist, tuleb testiproovide tulemused lugeda kehtetuks.

Naide positiivse koekontrolli kohta:

- Neerud (Vahemalt nérk kuni mdddukas, selge
tuumavarvimine peaks olema naha enamikus
proksimaalsete ja distaalsete neerutorude
epiteelirakkudes, kogumiskanalites ja Bowmani kapsli
parietaalsetes epiteelirakkudes)

- Munajuha (nérk kuni méddukas, selge
tuumavarvimine enamikus kiilse epiteelirakkudes ja
tugev tuumavarvimine interkalaatsetes sekretorilistes
epiteelirakkudes)

Negatiivne koekontroll

Negatiivne koekontroll annab méarku mittespetsiifilisest
taustavarvimisest. Kui negatiivse koekontrolli kohtades
esineb spetsiifiline varvimine, tuleb patsiendi proovide
tulemusi lugeda kehtetuks.

Enamikus koeldikudes esinevate rakutiitipide
mitmekesisus pakub sisemisi negatiivseid kontrollkohti.
Seetdttu voib negatiivse koekontrolliga kasutada sama
kude, mida kasutati positiivse koekontrolli jaoks.

Naide sisemise negatiivse koekontrolli kohta:
- Tonsill (plaatseepitelirakkudes ja limfotsuitides ei tohi
olla varvumist).

Erinevused

Kui kvaliteedikontrolli tulemused ei vasta
spetsifikatsioonidele, on patsiendi tulemused kehtetud.
Tehke kindlaks ja parandage probleem (vt jaotist ,Vigade
koérvaldamine®), seejarel korrake kogu protseduur
patsiendiga.

Negatiivne kontrollreagens

Negatiivset kontrollreagensit kasutatakse esmase antikeha
asemel mittespetsiifilise varvimise hindamiseks.
Peremeesliik ja inkubatsiooniaeg peaksid olema sarnased
primaarse antikehaga.

Tulemuste télgendamine

Immuunivarvimise protseduur pdhjustab varvilise
reaktsiooniprodukti sadestumist primaarse antikeha poolt
lokaliseeritud antigeeni kohtades.

Rakkude lokaliseerimine: Tuuma.

Kvalifitseeritud patoloog, kellel on kogemusi
immunohistokeemia menetlustes, peab enne patsiendi
proovide télgendamist hindama positiivseid ja negatiivseid
koekontrolle.

Positiivse varvimise intensiivsust tuleb hinnata negatiivse
reagendi kontrolli véimaliku taustavarvimise kontekstis.

Markus: Negatiivne tulemus tahendab, et kdnealust
antigeeni ei tuvastatud, mitte et antigeen puudub uuritud
rakkudes voi koes. Tulemuste kontrollimiseks voib
kasutada antikehade paneeli. Lisaks tuleb iga koeproovi
morfoloogiat uurida, kasutades selleks hematoksdiliini ja
eosiiniga varvitud 16ike. Kvalifitseeritud patoloog peab
tdlgendama patsiendi morfoloogilisi tulemusi ja
asjakohaseid kliinilisi andmeid.
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Toimimisomadused

Antikeha on valideeritud IHC-meetodil, kasutades FFPE
inimkoe 16igud erinevat tlupi tervetest ja neoplastilistest
kudedest.

Tabel 1 Tervete FFPE koeldikude testimine

Kude Positiivsed/téielikud
Jjuhtumid kokku

Kilpnaare 2/2

Neerud 10/10

Endomeetrium 11

Munajuha 3/3

Mandlid 0/10

Liigese limaskesta 0/10

Tabel 2 Neoplastiliste FFPE koelbikude testimine

Kude Positiivsed/téielikud
juhtumid kokku

Kilpnaarmekartsinoom 13/14

Neerukartsinoom 9/10

Munasarja kartsinoom 18/20

Endomeetriumi kartsinoom 8/9

PAX8 (QR0O16) ei naita ristreaktiivsust PAX5 véi PAX6-ga.

Analiiiitilised tulemused

Antikeha labis kdik analldtilised testid. Analtutiline
tundlikkus maarati kindlaks, mo6tes kokkulangevust
teadaolevate positiivsete kudede ja analtutiline
spetsiifilisus maarati kindlaks, mdotes kokkulangevust
teadaolevate negatiivsete kudede puhul, kusjuures iga uue
testi ja oodatavate tulemuste vaheline kokkulangevus oli
vahemalt 90%. Mdlemad tulemused on 100%.
Tdeparasust on kontrollitud séltumatu tootega vordlemise
teel ja see on kinnitatud, kuna tulemused vastavad 100%.
Meetodi tdpsus on kdrge - korratavus testisarja piires
(sama analutik on teinud mitu korda samal paeval sama
seadmega), reprodutseeritavus testisarja vahel (eri
anallltikud on teinud erinevatel paevadel eri seadmetega)
ja reprodutseeritavus eri partiide vahel (uue reaktiivipartii
tulemused vdrreldes varem kasutatud partii tulemustega)
on kinnitatud 100% ulatuses. Tdeparasuse ja tapsuse
tulemuseks on meetodi kdrge mddtetapsus.

Kuna IHC on kvalitatiivne avastamismeetod, mis annab
teavet selle kohta, kas vastav antigeen on olemas voi
mitte, ei ole kontsentratsiooniga seotud parameetrid
avastamis- ja kvantifitseerimispiir, piirvaartus/tolerantspiir,
mddtepiirkond ja lineaarsus kohaldatavad ja neid ei ole
véimalik selle toote puhul maaratleda.

Kliiniline tulemuslikkus

Kliinilise tulemuslikkuse hindamiseks on hinnatud klientide
poolt klooni QR016 abil esitatud volitatud varvimisfotod, et
téestada Kliinilisi tdendeid eesmargiga saavutada
sihtantigeeni kindel ja korrektne visualiseerimine tundmatu
ekspressioonitasemega kliinilistes proovides, aidates
seelabi kaasa valiidsele diagnoosile.

Kliinilise tulemuslikkuse parameetrid on arvutatud kokku
14 kilpnaarmekartsinoomi, 10 neerurakk-kartsinoomi, 20
munasarjakartsinoomi, 9 endomeetriumi kartsinoomi [oma
andmed] ning 10 mandli ja 10 liite koe[oma andmed]
puhul. Kokkuvétlik diagnostiline tundlikkus, diagnostiline
spetsiifilisus, PPV, NPV ja LR- andsid tulemuseks
vastavalt 100%, 100%, 100%, 100% ja O (tSlgendati
veenva diagnostilise tdendina). Kliinilise tulemuslikkuse
hindamise tulemused on kooskdlas teadusliku refereeritud
kirjandusega, nagu on naidatud jaotises ,Kokkuvdte ja
selgitus“. Ulejaanud testitud koed véivad anda Ulevaate
PAX8 (QR016) varvimisomadustest.
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3. See reagent on ,ainult professionaalseks
kasutamiseks”, kuna immunohistokeemia on
mitmeastmeline protsess, mis néuab spetsiaalset
véljadpet sobivate reagentide, kudede, fikseerimise ja
téotlemise, immunohistokeemilise slaidi
ettevalmistamise, detekteerimissisteemi valiku ja
varvimistulemuste tdlgendamise osas.

4. Kudede varvimine soltub koe kaitlemisest,
todtlemisest ja sailitamisest enne varvimist. Ebadige
fikseerimine, kiilmutamine, sulatamine, pesemine,
kuivatamine, kuumutamine, Idikamine voi saastumine
teiste kudede vdi vedelikega voib pdhjustada
artefakte, antikehade kinnijaamist voi ebadigeid
tulemusi. Optimaalne tulemuslikkus eeldab piisavat
proovi kvaliteeti ja asjakohast proovi ettevalmistamist.

5. Liigne voi ebataielik vastavarvimine voib kahjustada
tulemuste nduetekohast tdlgendamist.

6. Valepositiivsed tulemused vdivad tekkida valkude voi
substraadi reaktsiooniproduktide mitteimmunoloogilise
seondumise tottu. Neid voib pohjustada ka
pseudoperoksidaasi aktiivsus (eritrotstidid),
endogeenne biotiin (ndide: maks, aju, neerud) voi
endogeenne peroksidaasi aktiivsus (tstitokroom C).

7. Blokeerimisetappide kasutamisel véivad
sekundaarsete antiseerumidega samast loomast parit
normaalsed seerumid pdhjustada valenegatiivseid voi
valepositiivseid tulemusi autoantikehade voi
looduslike antikehade mdju téttu.

8. B-hepatiidi viirusega nakatunud isikutelt saadud ja B-
hepatiidi pinnaantigeeni sisaldavatel kudedel vdib
esineda HRPga mittespetsiifilist varvimist.

9. Ootamatud tulemused voivad tekkida antigeeni
ekspressiooni bioloogilise varieeruvuse tottu
neoplasmades vdi muudes patoloogilistes kudedes.

10. Iga testitulemuse Kliinilist tdlgendust tuleb hinnata
patsiendi haigusloo ja teiste diagnostiliste
laboratoorsete testide tulemuste kontekstis. Varvimine
peab toimuma sertifitseeritud, litsentseeritud laboris
kvalifitseeritud patoloogi jarelevalve all, kes vastutab
positiivsete ja negatiivsete kontrollide hindamise ja
vastavuse tagamise eest. Tootja ei vastuta visuaalsest
hindamisest tingitud ebadigete tulemuste eest.

11. Eelhahjendatud antikehad on kasutusvalmis ja
varvimiseks optimeeritud. Edasine lahjendamine voib
pdhjustada ebadigeid tulemusi.

12. Pérast edukat valideerimist vdivad kasutajad
lahjendada antikehade kontsentraate vastavalt
nduetele. Tuleb kasutada ja dokumenteerida
asjakohased kontrollid.

13. Toote toimivus on kindlaks tehtud ainult kdesolevas
pakendi infolehes esitatud protseduuride abil ja nende
protseduuride muutmine vdib pdhjustada muutusi
téhususes. Kaesolevas infolehes ettenahtud viisil
mittekasutamine toob kaasa igasuguse vastutuse
kaotamise. Mis tahes muudatused tootes, koostises,
rakendamises, samuti kasutamine koos muude kui
siinkohal soovitatud reaktiividega ei ole lubatud;
kasutajad vastutavad nende muudatuste eest ise ja
peavad eelnevalt valideerima.

14. Kasutamine koos diagnostikaseadmetega, nt
automatiseeritud varvimisplatvormiga, néuab eelnevat
valideerimist enne patsiendi proovi varvimist.

15. Me ei vota vastutust voimalike kahjude eest,
sealhulgas isikukahjustuste, aja- voi t6dmahu voi
majandusliku kahju eest, mida see toode on
pShjustanud. Meie garantii piirdub toote eest makstud
hinnaga.

Veaotsing

Piirangud

1. In vitro diagnostiliseks kasutamiseks.
2. Ainult laboratoorseks kasutamiseks.
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1. Varvimistulemuste télgendamiseks tuleks kasutada
ainult intaktseid rakke, kuna degenereerunud rakud
naitavad mittespetsiifilist varvumist.

2. Kui varvimist ei toimu, kontrollige reaktiivide
pealekandmise jarjekorda. Jargige koiki
kasutusjuhendis antud juhiseid.
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3. Arge laske Idikudel kuivada.

4. Kui esineb nork varvimine, pddrake varvimisetappide
ajal tdhelepanu varskelt valmistatud kromogeenile,
inkubatsiooniaegadele ja -temperatuuridele ning
reaktiivide tapsele aravoolule.

5. Valtige liigset taustavarvimist, eemaldades parafiini
optimaalselt, pestes slaide ja lahjendades primaarset
antikeha. Kui tekib liigne taustavarvimine, voib
esineda suur endogeense biotiini sisaldus (valja
arvatud juhul, kui kasutatakse biotiinivaba
tuvastussulsteemi). Tuleb lisada biotiini blokeerimise
etapp.

6. Naatriumasiid inaktiveerib HRP-d, mis voib pdhjustada
valesid tulemusi. Peske 16igud naatriumasiidivaba
puhvriga.

7. Ebakindluse korral vétke ihendust quartett
klienditeenindusega.
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LV  LIETOSANAS INSTRUKCIJA

TruSa monoklonala antiviela pret

PAX8 (QR016)

In vitro diagnostikas (IVD) izmanto$ana

5 %e 3

5
v‘ [
4 '9",' .
7.

1. attéls Olnicu karcinoma, kas iekrasota ar anti-PAX8
(QRO16)

quartett

fermentu komplekss marké So kompleksu. Hromogéna
enzimu aktivacijas rezultata antigéna vieta rodas redzams
reakcijas produkts. Katru soli inkubé precizi noteiktu laiku
un temperatira, un tam ir nepiecieSami mazgasanas
posmi. P&c tam paraugu var pretkrasot. Rezultatus
interpreté, izmantojot gaismas mikroskopu.

Piegadatie materiali

Primara antiviela Anti-PAX8 (QR016)

Saimnieks Trusu
Apaksklase 1gG
Imunogéns Cilvéka PAXS sintétiskais peptids

Antivielu koncentrats  Koncentréta antiviela TRIS (pH
7.4) ar <1 % serumu (liellopu,
€zelu) un < 0,1 % natrija azida

leteicamais darba 1:100 - 1:200

atSkaidijumu

Produkta identifikacija

C-P008-025 25yl Koncentrats
C-P008-01 0.1 ml Koncentrats

C-P008-05 0.5 ml Koncentrats
C-P008-10 1 ml  Koncentrats
P-P008-30 3 ml Gatavs lietoSanai
P-P008-70 7 ml  Gatavs lietoSanai
P-P008-150 15 ml Gatavs lietoSanai

Paredzétais lietojums

diapazons
LietoSanai gatava leprieks$ atSkaidita antiviela TRIS
antiviela (pH 7,4) ar < 1 % serumu (liellopu,

€zelu) un < 0,1 % natrija azida

Produkta etiketé noradits konkrétas partijas numurs. Katra
atseviSka partija tiek salidzinata un pielagota references
partijai, lai nodrosinatu konsekventu imunhistokimiskas
krasoSanas veiktsp€&ju no partijas I1dz partijai.

lepriek$ atSkaidita antiviela ir gatava lietoSanai un
optimizéta krasoSanai. Nav nepiecieSama turpmaka
atSkaidiSana, atjauno$ana, sajauk$ana vai titréSana.
Antivielu koncentrats ir optimizéts atSkaidisanai
atSkaidijumu diapazona, izmantojot Q Diluent for IHC (kat.
Nr. AD-001-xxxx). Noradttais atSkaidiSanas diapazons
jauzskata par ieteikumu un ir atkarigs no dazadiem faktiem
(audu, fiksacijas, inkubacijas apstakliem utt.). Optimalais
atSkaidijums janosaka pasa lietotaja sistéma.

Pret cilvéka antiviela in vitro diagnostikai. Primara antiviela
ir paredzéta saistito antigénu kvalitativai noteikSanai, ka
uzskaitits sadala “Kopsavilkums un paskaidrojumi”. To
paredzéts izmantot imdnhistokimijas (IHC) procedara uz
formalina fiksétiem, parafina iestradatiem (FFPE) audu
Skélumiem, kam seko vizualizacija gaismas mikroskopija,
lai palidzétu diagnosticét audzéju. Antivielu var izmantot
manuali vai ar jebkuru automatisko krasoSanas platformu.
So produktu drikst lietot tikai pilnvarots un kvalificéts
personals. Jebkura testa rezultatu kliniska interpretacija
janoverté konteksta ar pacienta slimibas vésturi un citu
diagnostisko laboratorisko testu rezultatiem. NovértéSana
javeic kvalificétam patologam.

NepiecieSamie, bet nepiegadatie materiali

Kopsavilkums un skaidrojums

PAX8 ir PAX (Paired Box) transkripcijas faktoru gimenes
loceklis. Tas ir |oti svarigs nieru, Millera organu un
vairogdziedzera organu embrionalas attistibas laika. Ta ka
PAX8 ekspresija normalos audos ir ierobezota, tas ir jutigs
un specifisks markieris primaro audzéju, ka art
metastatisku audzéju noteikSanai iepriek$ minétajos
organos un audos.

PAXS8 ir izteikts vairogdziedzera karcinoma (~ 90 %),
endometrija karcinoma (84-98 %), olnicu karcinoma (71-99
%) un nieru $anu karcinoma (~ 90 %) [1-2].

- Pozitivas un negativas kontroles

- Mikroskopa priekSmetstiklini (pozitivi uzladéti) un
nosegplaksnites

- krasosanas burcinas

- Taimeris

- Ksilols vai ksilola alternativa, pieméram, Q Dewax
Skidums (kat. Nr. DW-001-xxxx).

- Etanols

- Dejonizéts vai destiléts Gdens

- Sildisanas iekarta audu priek$apstrades posmam

- Antivielu atSkaiditajs, pieméram, Q atSkaiditajs IHC
(kat. Nr. AD-001-xxxx).

- reagents antigénu atgt$anai, pieméram, Q Retrieval
Low pH 6,0 (kat. Nr. AR-001-0120) vai Q Retrieval
High pH 9,0 (kat. Nr. AR-002-0120).

- noteik8anas sistéma, pieméram, PolyQ Stain
komplekti un atbilsto§s hromogéns.

- mazgaSanas buferSkidums, pieméram, TBS (kat. Nr.
BU-006-xxxx) vai TBS-Tween20 (kat. Nr. BU-007-
XXXX).

- Bloké&Sanas reagents

- Hematoksilins

- Montazas vide

- Gaismas mikroskops

Uzglabasana un apstrade

Procediiras princips

Minéta primara antiviela ir piemérota FFPE audu griezumu
imanhistokimiskai krasoSanai, pamatojoties uz specifisku
antigéna un antivielas reakciju. Izmantojot noteikSanas
sistému, kas saistita ar marrutku peroksidazi (HRP) vai
sarmaino fosfatazi (AP), antigéna vizualizaciju veic,
izmantojot primaro antivielu specifisku saisti$anos.
Sekundara antiviela saistas ar primaro antivielu, un
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Uzglabat 2 - 8 °C temperatara.

Pareizi uzglabajot, antiviela ir stabila [ldz deriguma termina
beigam, kas noradits uz flakona. Tas attiecas art uz
deriguma terminu péc atvérSanas vai péc tam, kad
galalietotajs atSkaidijis koncentratu. Nelietot péc deriguma
termina beigam.

Lai nodrosinatu pareizu reagenta piegadi un antivielas
stabilitati, péc katras lietoSanas reizes nomainiet dozatora
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vacinu un nekavéjoties atdzeséjiet flakonu vertikala
stavokIr.
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Kvalitates kontroles procediras

Parauga sagatavosana

Regulari apstradati FFPE audi ir pieméroti lietoSanai ar So
primaro antivielu. leteicamais audu fiksators ir 10 %
neitralais buferétais formalins. ligakas fiksacijas vai Tpasu
procesu, pieméram, kaulu smadzenu preparatu
atkalkoSanas, rezultata var rasties mainigi rezultati. Audu
griezumu biezumam, kas janovieto uz pozitivi Iadétiem
priekSmetstikliniem, jabat 2-5 ym. Deparafinizétus audus
ieteicams iepriek$ apstradat ar termiski inducétu epitopa
iegusanu (HIER). Slaidi jakraso péc iespéjas atrak, jo
sagrieztu audu griezumu antigéniskums laika gaita var
mazinaties.

Optimalais priekSapstrades protokols janosaka lietotaja
sistema.

Bridinajumi un piesardzibas pasakumi

1. RaZojumu drikst lietot tikai pilnvarots un kvalificéts
personals.

2. Ja produkts tiek lietots atbilstoSi noradijumiem,
veselibas apdraudéjums netiek Iésts. MSDS ir
pieejams péc pieprasijuma.

3. Produkts satur natrija azidu ka konservantu. Tirs
natrija azids ir toksisks. Natrija azida koncentracija
$aja reagenta ir < 0,1 %, kas nav klasificéts ka
bistams.

4. Tapat ka ar jebkuru produktu, kas iegats no
biologiskiem avotiem, jaizmanto pareizas apstrades
proceddras.

5. Neizmantojiet reagentus péc deriguma termina
beigam.

6. Veiciet sapratigus piesardzibas pasakumus, stradajot
ar reagentiem. Lietojiet aizsargapgérbu un
aizsargcimdus.

7. Visi bistamie materiali jaiznicina saskana ar bistamo
atkritumu iznicinaSanas vadIiinijam. Ar cilvéku vai
dzivnieku izcelsmes materialiem jarikojas ka ar
biologiski bistamiem materialiem un tie jalikvidg,
ievérojot atbilstoSus piesardzibas pasakumus.

8. Jaizvairas no reagentu mikrobiologiska piesarnojuma,
jo tas var izraisit nepareizu rezultatu iegdSanu.

Krasosanas procedira

Primara antiviela ir optimizéta lietoSanai kopa ar PolyQ
Stain noteik$anas sistémam. leteikumi ir 3adi dati. Nemot
véra audu fiksacijas un apstrades atskirtbas, ka art
visparéjos laboratorijas instrumentu un vides apstak|us,
var bat nepiecieSams pielagot inkubacijas laiku. Optimalais
protokols janosaka lietotaja sistéma.

Antigéna atgiSana: HIER; audu sekcijas varit Q Retrieval
apméram 30 min, péc tam atdzesét istabas temperatdra
(RT).

Primaras antivielas inkubé&sana 30 - 60 min RT
temperatara.

KrasoSanas protokols: levérot procediru, kas aprakstita
izmantotas noteikSanas sistémas instrukcija.

leteikumi krasoS$anas protokoliem:

1. Leica Bond

Atskaidijums -1:100

Priek8apstrade - HIER: ER2 30 min
Inkubacija - 60 min

Detekcija - Bond Polymer Refine.
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Pozitiva audu kontrole

Katra kraso$anas procedira javeic pozitiva audu kontrole,
lai uzraudzitu apstradato audu un testa reagentu pareizu
darbibu. Zinamas pozitivas audu kontroles nedrikst
izmantot ka paliglidzekli pacienta parauga konkrétas
diagnozes noteikSanai.

Ja pozitivas audu kontroles neuzrada atbilstoSu pozitivu
krasojumu, rezultati ar testa paraugiem jauzskata par
nederigiem.

Pozitivas audu kontroles piemérs:

- Nieres (vismaz vaja lidz mérena, izteikta kodolu
krasojuma jabat redzamam lielakaja dala epitélija Stnu
proksimalajos un distalajos nieru kanalinos,
savacéjkanalos un Bowmana kapsulas parietala
epitélija SGnas).

- Falopija kanals (vaja Iidz vidégji izteikta, izteikta kodolu
krasojuma klatbatne lielakaja dala ris|veida epitélija
Sdnu un izteikta kodolu krasojuma klatbatne
interkalarajas sekrétora epitélija $tnas).

Negativa audu kontrole

Negativa audu kontrole sniedz noradi par nespecifisku
fona krasojumu. Ja negativajas audu kontroles vietas
paradas specifiska krasosana, rezultati ar pacienta
paraugiem jauzskata par nederigiem.

Lielakaja dala audu griezumu esoSo Sanu tipu
daudzveidiba nodroSina iek8€&jas negativas kontroles
vietas. Tapéc par negativo audu kontroli var izmantot tos
pasus audus, kas izmantoti pozitivajai audu kontrolei.

lek$éjas negativas audu kontroles piemérs:
- Tonsils (plakana epitélija $tnas un limfocitos nav
redzams krasojums)

Neatbilstibas

Ja kvalitates kontroles rezultati neatbilst specifikacijam,
pacienta rezultati ir nederigi. Identificéjiet un noveérsiet
problému (skatit sadalu “Problému novérSana”), péc tam
atkartojiet visu proceddru ar pacienta paraugiem.

Negativas kontroles reagents

Lai novértétu nespecifisko krasojumu, primaras antivielas
vieta izmanto negativas kontroles reagentu. Saimnieka
sugai un inkubacijas laikam jabat Iidzigam primarajai
antivielai.

Rezultatu interpretacija

Imunokraso$anas procedira izraisa krasaina reakcijas
produkta nogulsnésanos antigéna vietas, kas lokalizétas
ar primaro antivielu.

Sinu lokalizacija: Kodola.

Kvalificétam patologam, kuram ir pieredze
imanhistokimijas procediras, pirms pacienta paraugu
interpretacijas janovérté pozitivas un negativas audu
kontroles.

Pozitiva krasojuma intensitate janovérté, nemot véra
negativa reagenta kontroles fona krasojumu.

Piezime: Negativs rezultats nozimé, ka attiecigais
antigéns netika konstatéts, nevis to, ka parbaudamajas
$Unas vai audos antigéns nav konstatéts. Rezultatu
parbaudei var izmantot antivielu paneli. Turklat katra audu
parauga morfologija japarbauda, izmantojot hematoksilina
un eozina iekrasotu griezumu. Kvalificétam patologam
jainterpreté pacienta morfologiskie rezultati un attiecigie
kiTniskie dati.
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Veiktspéjas raksturlielumi

Lerobezojumi

Antiviela ir validéta ar IHC, izmantojot FFPE cilvéka audu
griezumus no dazada veida veseliem un neoplastiskiem
audiem.

1 tabula Veselu FFPE audu griezumu testé$ana

Auds Pozitivi/kopéjais
gadijumu skaits

Vairogdziedzeris 2/2

Nieres 10/10

Endometrijs 11

Olvadkanalija 3/3

Tonsils 0/10

Papildinajums 0/10

2 tabula Neoplastisku FFPE audu griezumu testé$ana

Auds Pozitivi/kopéjais
gadijumu skaits

Vairogdziedzera karcinoma 13/14

Nieru Sanu karcinoma 9/10

Olnicu karcinoma 18/20

Endometrija karcinoma 8/9

PAX8 (QR016) neuzrada savstarpé&ju reaktivitati ar PAX5
vai PAX6.

Analitiska veiktspéja

Antiviela izturéja visus analitiskas veiktspéjas testus.
Analitiskais jutigums ir noteikts, izmérot sakritibas ar
zinamiem pozitiviem audiem, un analttiskais specifiskums
ir noteikts, izmérot sakritibas ar zinamiem negativiem
audiem ar vismaz 90 % kopéjo sakritibu starp jauno testu
un sagaidamajiem rezultatiem katra. Rezultati ir 100 %.
Ticamiba ir parbaudita, salidzinot ar neatkarigu produktu,
un ta ir apstiprinata, jo rezultati atbilst 100 %.

Metodei ir augsts precizitates Iimenis - atkartojamiba
vienas sérijas ietvaros (to veic vairakas reizes viena un
taja paSa diena viens un tas pats analitikis ar vienu un to
pasu instrumentu), reproducéjamiba starp sérijam (to veic
daZadas dienas dazadi analitiki ar dazadiem
instrumentiem) un reproducéjamiba starp sérijam (jaunas
reagenta sérijas rezultati tiek salidzinati ar ieprieks
izmantotas sérijas rezultatiem) ir apstiprinata ar 100 %
katra. Ticamiba un precizitate nodro$ina augstu metodes
mérfjumu precizitates I[Tmeni.

Ta ka IHC ir kvalitativa noteikSanas metode, kas sniedz
informaciju par to, vai attiecigais antigéns ir vai nav
klatesoSs, ar koncentraciju saistitie parametri -
noteikS8anas un kvantitativas noteikSanas robezas,
robezvértiba/tolerances robeza, mérijjumu diapazons un
linearitate - nav piemérojami un nav defingjami $im
produktam.

Kliniska veiktspéja

Lai novértétu kiinisko veiktspéju, klientu iesniegtie
autorizétie krasosSanas attéli, izmantojot klonu QRO016, ir
novertéti, lai pieraditu kliniskos pieradijumus ar mérki
panakt stabilu un pareizu mérka antigéna vizualizaciju
klTniskajos paraugos ar nezinamu ekspresijas limeni,
tadéjadi veicinot pamatotu diagnozi.

Kliniskas veiktsp&jas parametri ir aprékinati, izmantojot 14
vairogdziedzera karcinomas, 10 nieru $anu karcinomas,
20 olnicu karcinomas, 9 endometrija karcinomas [pasu
dati], ka arT 10 mandeles un 10 apendiksa audus [pasu
dati]. Apkopojot diagnostisko jutigumu, diagnostisko
specifiskumu, PPV, NPV un LR-, tika iegati attiecigi 100
%, 100 %, 100 %, 100 %, 100 % un O (interpretéts ka
parliecinoss diagnostiskais pieradijums). Kliniskas
veiktsp€jas novértéjuma rezultati atbilst zinatniski
recenzeétai literaturai, ka noradits sadala “Kopsavilkums un
paskaidrojumi”. Pargjie testétie audi var sniegt parskatu
par PAX8 (QR016) krasojuma Tpasibam.
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1. LietoSanai in vitro diagnostika.

2. Tikai laboratoriskai lietoSanai.

3. Sis reagents ir “tikai profesionalai lieto$anai”, jo
imunhistokimija ir daudzpakapju process, kas prasa
specializétu apmacibu atbilstosu reagentu, audu,
fiksacijas un apstrades, iminhistokimiska
priekSmetstiklina sagatavoSanas, noteik$anas
sistémas izvéles un krasoSanas rezultatu
interpretacijas jautajumos.

4. Audu krasosana ir atkariga no audu apstrades,
apstrades un uzglabasanas pirms krasosanas.
Nepareiza fiksacija, sasaldéSana, atkausésana,
mazgasana, zavésana, sildiSana, griezumu veidoSana
vai piesarnojums ar citiem audiem vai Skidrumiem var
radit artefaktus, antivielu aizturéSanu vai nepareizus
rezultatus. Optimalai veiktspé&jai nepiecieSama
atbilstoSa parauga kvalitate, ka art atbilstoSa parauga
sagatavoSana.

5. Parmériga vai nepilniga pretkrasoSana var apdraudét
pareizu rezultatu interpretaciju.

6. Viltus pozitivus rezultatus var izraistt neimunologiska
proteinu vai substrata reakcijas produktu saistiSanas.
Tos var izraistt arT pseido peroksidazes aktivitate
(eritroctti), endogéns biotins (piemérs: aknas,
smadzenes, nieres) vai endogéna peroksidazes
aktivitate (citohroms C).

7. JablokéSanas posmos izmanto normalus serumus no
ta pasa dzivnieku avota, no ka sekundarie antiserumi,
tie var izraisrt viltus negativus vai viltus pozitivus
rezultatus autoantivielu vai dabisko antivielu
iedarbibas del.

8. Ar B hepatita virusu inficétu personu audos, kas satur
B hepatita virsmas antigénu, var bit nespecifiska
krasoSanas ar HRP.

9. Negaidtti rezultati var rasties antigéna ekspresijas
biologiskas mainibas dé| jaunveidojumos vai citos
patologiskos audos.

10. Jebkura testa rezultata kiTniska interpretacija janovérté
konteksta ar pacienta slimibas vésturi un citu
diagnostisko laboratorisko testu rezultatiem.
Kraso$ana javeic sertificéta, licencéta laboratorija
kvalificéta patologa uzraudziba, kurs ir atbildigs par
pozitivo un negativo kontrolu novértéSanu un
atbilstibas nodrosinasanu. RaZotajs nav atbildigs par
nepareiziem rezultatiem, kas iegati vizualas
novértéSanas rezultata.

11. lepriek$ atSkaiditas antivielas ir gatavas lietoSanai un
optimizétas kraso$anai. Turpmaka atSkaidiSana var
novest pie nepareiziem rezultatiem.

12. Péc veiksmigas validacijas lietotaji var atSkaidit
antivielu koncentratus atbilstoSi prasibam. Jaizmanto
un jadokumenté atbilsto$as kontroles.

13. Produkta efektivitate tika noteikta, izmantojot tikai $aja
lieto§anas pamaciba sniegtas proceduras, un So
procediru modifikacijas var izraisit efektivitates
izmainas. Ja preparats netiek lietots, ka noradits Saja
datu lap3, tiek zaudéta jebkada atbildiba. 14.
Jebkadas izmainas produkta, ta sastava, izpildijuma,
ka arf lietoSana kombinacija ar citiem reagentiem, kas
nav ieteikti $8aja dokumenta, nav atlautas; lietotaji pasi
ir atbildigi par $Tm izmainam, un viniem ir javeic
iepriekSéja validacija.

14. LietoSanai kombinacija ar diagnostikas iericém,
pieméram, automatizétu krasoSanas platformu, pirms
pacienta parauga krasoSanas javeic iepriek$éja
validacija.

15. Més neuznemamies atbildibu par jebkadiem
iespé&jamiem zaudéjumiem, tostarp miesas
bojajumiem, laika vai plu patérinu vai ekonomiskiem
zaudé&jumiem, ko radijis Sis produkts. Mdsu garantija ir
ierobezZota ar cenu, kas samaksata par izstradajumu.
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Problému novérsana

1. KrasosSanas rezultatu interpretacijai jaizmanto tikai
neskartas $lnas, jo dedenerétas Stnas uzrada
nespecifisku krasojumu.

2. Ja nenotiek iekraso$anas, parbaudiet reagentu
lietoSanas secibu. levérojiet visas lietoSanas
instrukcija sniegtas norades.

3. Nelaujiet sekcijam izzat.

4. Jaiekraso$anas ir vaja, iekrasoSanas laika pievérsiet
uzmanibu svaigi sagatavotam hromogénam,
inkubacijas laikam un temperatdrai, ka art precizai
reagentu iztukSosanai.

5. lzvairieties no liekas fona iekraso$anas, optimali
atdalot parafinu, mazgajot priekSmetstiklinus un
atSkaidot primaro antivielu. Ja rodas parmériga fona
iekrasoSanas, iespéjams, ir augsts endogéna biotina
[Tmenis (ja vien netiek izmantota sistéma, kas nesatur
biotinu). Jaieklauj biotina blokéSanas posms.

6. Natrija azids inaktivé HRP, kas var izraistt kladainus
rezultatus. Izskalojiet sekcijas buferskiduma, kas
nesatur natrija azidu.

7. Neskaidribu gadijuma sazinieties ar quartett klientu
apkalpo$anas dienestu.

Literatara

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.
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Ja lietotajs saskaras ar jebkadam tehniskam vai ar
razojuma darbibu saistitam problémam, ladzu,
konsultgjieties ar razotaju vai kompetento iestadi.

Par jebkuru nopietnu incidentu, kas noticis saistiba ar
ierici, jazino razotgjam un tas dalibvalsts kompetentajai
iestadei, kura ir registréts lietotajs un/vai pacients.

Drosibas un veiktspé&jas kopsavilkumu (SSP) var atrast
EUDAMED, ja ir pieejams attiecigais modulis.

ParskatiSana

Veiktas izmainas: -

Simbolu skaidrojums

Kataloga numurs E Izmantot lidz
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Batch code ERS Temperature limitation

In vitro diagnostika DE Leverot lieto$anas instrukciju
In vitro diagnostic agent Consult instructions for use
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LT NAUDOJIMO INSTRUKCIJOS

TriuSio monokloninis antikiinas prie$

PAX8 (QR016)

Naudojimas in vitro diagnostikai (IVD)

5 %e 3

5
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1 pav. Kiausidziy karcinoma, dazyta anti-PAX8 (QR016)

quartett

pirminio antikdno, o fermentinis kompleksas Zenklina §j
kompleksa. Dél fermentinio chromogeno aktyvavimo
antigeno vietoje susidaro matomas reakcijos produktas.
Kiekviename etape inkubuojama tiksliai nustatytg laikg ir
temperatirg, be to, reikalingi tarpiniai plovimo etapai. Po to
méginys gali bati nuspalvintas. Rezultatai interpretuojami
naudojant Sviesinj mikroskopa.

Pateiktos medziagos

Pirminis antikiinas Anti-PAX8 (QR016)

Produkto identifikavimas

C-P008-025 25yl Koncentratas
C-P008-01 0.1 ml Koncentratas
C-P008-05 0.5 ml Koncentratas
C-P008-10 1 ml  Koncentratas
P-P008-30 3 ml  Paruo$ta naudoti
P-P008-70 7 ml  Paruosta naudoti
P-P008-150 15 ml Paruosta naudoti

Numatomas naudojimas

Antiklinas prie$ Zmoguy, skirtas in vitro diagnostikai.
Pirminis antikGinas skirtas kokybiSkai nustatyti susijusius
antigenus, iSvardytus skyriuje ,Santrauka ir paaiSkinimas®.
Jis skirtas naudoti imunohistochemijos (IHC) procediroje
formalinu fiksuotiems, j parafing jterptiems (FFPE) audiniy
pjdviams, po to vizualizuojant Sviesiniu mikroskopu, kad
baty lengviau diagnozuoti navikg. Antikiing galima naudoti
rankiniu bddu arba naudojant bet kokig automatizuotg
dazymo platforma.

Produktg gali naudoti tik jgalioti ir kvalifikuoti darbuotojai.
Klinikiné bet kokio tyrimo rezultaty interpretacija turéty bati
vertinama atsizvelgiant j paciento ligos istorijg ir kity
diagnostiniy laboratoriniy tyrimy rezultatus. Vertinima turi
atlikti kvalifikuotas patologas.

Seimininkas Triugis

Poklasis 1gG

Imunogenas Zmogaus PAX8 sintetinis peptidas

Antikdny Koncentruotas antikinas TRIS

koncentratas tirpale (pH 7,4) su <1 % serumy
(galvijy, asily) ir < 0,1 % natrio
azido

Rekomenduojamas 1:100 - 1:200

darbinis skiedimo

intervalas

Paruostas naudoti IS anksto praskiestas antikiinas

antikdnas TRIS tirpale (pH 7,4) su<1 %

serumy (galvijy, asily) ir < 0,1 %
natrio azido

Produkto etiketéje nurodytas konkretus partijos numeris.
Kiekviena atskira partija lyginama ir derinama su etalonine
partija, kad baty uZztikrintas nuoseklus imunohistocheminis
dazymas nuo partijos iki partijos.

18 anksto praskiestas antikinas yra paruostas naudoti ir
optimizuotas dazymui. Nereikia papildomai skiesti, atkurti,
maisyti ar titruoti.

Antikdiny koncentratas optimizuotas skiedimui skiedimo
diapazone, naudojant ,Q Diluent for IHC* (kat. Nr. AD-001-
xxxx). Nurodytas skiedimo intervalas turéty bati laikomas
rekomendacija ir priklauso nuo jvairiy fakty (audinio,
fiksacijos, inkubavimo salygy ir kt.). Optimaly praskiedimag
reikia nustatyti naudotojo sistemoje.

Reikalingos, bet nepateiktos medziagos

Santrauka ir paaiSkinimas

PAX8 yra PAX Seimos (Paired Box) transkripcijos veiksniy
narys. Jis yra gyvybiSkai svarbus organogenezei
embrioninio inksty, Miulerio organy ir skydliaukés
vystymosi metu. Dél ribotos raiSkos normaliuose
audiniuose PAX8 yra jautrus ir specifinis pirminiy naviky
bei metastazavusiy naviky i§ minéty organy ir audiniy
Zymuo.

PAX8 yra isreikStas skydliaukés karcinomoje (~90 %),
endometriumo karcinomoje (84-98 %), kiausidziy
karcinomoje (71-99 %) ir inksty Igsteliy karcinomoje
(~90 %) [1-2].

- Teigiama ir neigiama kontrolé

- Mikroskopiniai stikleliai (teigiamai jkrauti) ir dengiamieji
stikleliai

- dazymo indeliai

- Laikmatis

- Ksilenas arba ksileno alternatyva, pvz., ,Q Dewax
Solution” (kat. Nr. DW-001-xxxx)

- Etanolis

- Dejonizuotas arba distiliuotas vanduo

- Sildymo jranga audiniy pirminio apdorojimo etapui

- Antikdny skiediklis, pvz., ,Q Diluent for IHC* (kat. Nr.
AD-001-xxxx)

- reagentas antigenui i$gauti, pvz., ,Q Retrieval Low pH
6,0“ (kat. Nr. AR-001-0120) arba ,Q Retrieval High pH
9,0“ (kat. Nr. AR-002-0120)

- Aptikimo sistema, pvz., ,PolyQ Stain“ rinkiniai ir
atitinkamas chromogenas.

- plovimo buferinis tirpalas, pvz., TBS (kat. Nr. BU-006-
xxxx) arba TBS-Tween20 (kat. Nr. BU-007-xxxx)

- Blokavimo reagentas

- Hematoksilinas

- Tvirtinimo terpé

- Sviesos mikroskopas

Procediiros principas

Laikymas ir tvarkymas

Nurodytas pirminis antikiinas tinka imunohistocheminiam
FFPE audiniy pjaviy dazymui pagal specifine antigeno ir
antikdno reakcija. Naudojant aptikimo sistemg, susietg su
krieny peroksidazés (HRP) arba Sarminés fosfatazés (AP)
jungtimi, antigenas vizualizuojamas specifi§kai prisijungus
pirminiam antikGnui. Antrinis antikGinas prisijungia prie
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Laikyti 2-8 °C temperatiroje.

Tinkamai laikomas antikdinas iSlieka stabilus iki tinkamumo
vartoti termino, nurodyto ant buteliuko. Tai taip pat taikoma
tinkamumo laikui atidarius arba galutiniam vartotojui
praskiedus koncentratg. Nenaudokite pasibaigus galiojimo
laikui.
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Kad uztikrintuméte tinkama reagento tiekimg ir antikiino
stabiluma, po kiekvieno naudojimo pakeiskite dozatoriaus
dangtelj ir i$ karto atvésinkite buteliukg vertikalioje
padétyje.

quartett

Kokybés kontrolés procediiros

Méginio paruosSimas

Su Siuo pirminiu antikinu galima naudoti jprastai
apdorotus FFPE audinius. Rekomenduojamas audiniy
fiksatorius yra 10 % neutralus buferinis formalinas. Dél
ilgesnio fiksavimo arba specialiy procesy, pavyzdZziui,
kauly €iulpy preparaty nukalkinimo, gali bati gauti skirtingi
rezultatai. Audiniy pjaviy, kurie turéty bati dedami ant
teigiamai jkrauty stikleliy, storis turéty bati 2-5 ym.
Deparafinizuotus audinius rekomenduojama i$ anksto
apdoroti kar§¢iu indukuotu epitopy paieSka (HIER).
Skaidulos turéty bati nudazytos kuo greiciau, nes
supjaustyty audiniy pjaviy antigeniSkumas laikui bégant
gali sumazéti.

Optimaly pirminio apdorojimo protokolg turi nustatyti pats
naudotojas.

Ispéjimai ir atsargumo priemonés

1. Gaminj turi naudoti tik jgaliotas ir kvalifikuotas
personalas.

2. Apskaiciuota, kad naudojant gaminj taip, kaip
nurodyta, pavojaus sveikatai néra. MSDS galima gauti
paprasius.

3. Produkto sudétyje yra natrio azido kaip konservanto.
Grynas natrio azidas yra toksiskas. Siame reagente
natrio azido koncentracija yra < 0,1 %, todél jis
nelaikomas pavojingu.

4. Kaip ir su visais i$ biologiniy Saltiniy gautais
produktais, reikia laikytis atitinkamy tvarkymo
procedary.

5. Nenaudokite reagenty pasibaigus galiojimo laikui.

6. Dirbdami su reagentais imkités pagrjsty atsargumo
priemoniy. Naudokite apsauginius drabuZius ir
pirstines.

7. Visos pavojingos medziagos turi bati Salinamos
laikantis pavojingy atlieky Salinimo rekomendacijy.
Zmoniy ar gyviny kilmés medziagos turi bati
traktuojamos kaip biologiSkai pavojingos ir Salinamos
laikantis atitinkamy atsargumo priemoniy.

8. 8. Venkite reagenty uzterS§imo mikrobais, nes tai gali
sukelti klaidingus rezultatus.

Dazymo procediira

Pirminis antikinas optimizuotas naudoti kartu su PolyQ
Stain aptikimo sistemomis. Sie duomenys yra
rekomendaciniai. Dél audiniy fiksacijos ir apdorojimo, taip
pat bendry laboratorijos prietaisy ir aplinkos salygy gali
tekti koreguoti inkubacijos laikg. Optimaly protokolg turi
nustatyti pats naudotojas savo sistemoje.

Antigeno iStraukimas: HIER; audiniy pjavius virkite Q
Retrieval mazdaug 30 min. ir atvésinkite kambario
temperataroje (RT).

Pirminio antikGno inkubavimas 30-60 min RT
temperataroje.

Dazymo protokolas: Atlikite procedirg, aprasSytg
naudojamos aptikimo sistemos instrukcijoje.

Rekomendacijos dél dazymo protokoly:

1. Leica Bond

Skiedimas -1:100

Pirminis apdorojimas - HIER: ER2 30 min.
Inkubavimas - 60 min.

Aptikimas - Bond Polymer Refine
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Teigiama audiniy kontrolé

Kiekvienos dazymo procediros metu turi bati atliekama
teigiama audiniy kontrolé, kad baty galima stebéti, ar
tinkamai veikia apdoroti audiniai ir tiriamieji reagentai.
Zinomos teigiamos audiniy kontrolés neturéty bt
naudojamos kaip pagalbiné priemoné nustatant konkrecig
paciento méginio diagnoze.

Jei teigiamos audiniy kontrolés nepavyksta tinkamai
teigiamai nudazyti, rezultatai su tiriamaisiais méginiais turi
bati laikomi negaliojanciais.

Teigiamos audiniy kontrolés pavyzdys:

- Inkstai (bent silpnai ar vidutiniSkai ryskiai, ryskiai
dazomos daugumos proksimaliniy ir distaliniy inksty
kanaléliy, surinkimo lataky ir Bowmano kapsulés
parietalinio epitelio Igsteliy epitelio Igstelés)

- KiauSintakiai (silpnai ar vidutiniSkai rySkiai, rySkiai
dazomos daugumos rievétyjy epitelio Igsteliy epitelio
Igstelés ir stipriai dazomos tarpiniy sekreciniy epitelio
Igsteliy epitelio lastelés)

Neigiama audiniy kontrolé

Neigiama audiniy kontrolé parodo nespecifinj foninj
dazyma. Jei neigiamos audiniy kontrolés vietose atsiranda
specifinis dazymas, paciento méginiy rezultatai turi bati
laikomi negaliojanciais.

Daugumoje audiniy pjaviy esanciy Igsteliy tipy jvairové
suteikia galimybe naudoti vidines neigiamos kontrolés
vietas. Todél tas pats audinys, naudotas teigiamai audiniy
kontrolei, gali bati naudojamas kaip neigiama audiniy
kontrolé.

Vidinés neigiamos audiniy kontrolés pavyzdys:
- Tonzilés (ploksciojo epitelio Iastelése ir limfocituose
démiy neturi bati)

Neatitikimai

Jei kokybés kontrolés rezultatai neatitinka specifikacijy,
paciento rezultatai negalioja. Nustatykite ir pasalinkite
problema (zr. skyriy , Trik&iy $alinimas*), tada pakartokite
visg procedlrg su paciento méginiais.

Neigiamos kontrolés reagentas

Neigiamas kontrolinis reagentas naudojamas vietoj
pirminio antikano, kad baty galima jvertinti nespecifinj
dazyma. Seimininko rasis ir inkubacijos laikas turi bt
panadis j pirminio antikdno.

Rezultaty aiSkinimas

Imuninio dazymo procediiros metu pirminio antikiino
lokalizuotose antigeno vietose nuséda spalvotas reakcijos
produktas.

Lasteliné lokalizacija: Branduoliné.

Kvalifikuotas patologas, turintis imunohistochemijos
procedury patirties, prie$ interpretuodamas paciento
méginius turi jvertinti teigiamg ir neigiama audiniy kontrole.
Teigiamo dazymo intensyvumas turéty bati vertinamas
atsizvelgiant j bet kokj neigiamo kontrolinio reagento
dazymo fona.

Pastaba: Neigiamas rezultatas reiSkia, kad atitinkamas
antigenas nebuvo aptiktas, o ne tai, kad jo néra tiriamose
Igstelése ar audiniuose. Rezultatams patikrinti gali bati
naudojama antikdiny grupé. Be to, kiekvieno audinio
méginio morfologijg reikia istirti naudojant hematoksilinu ir
eozinu nudazytg pjavj. Kvalifikuotas patologas turi
iSaiskinti paciento morfologinius duomenis ir atitinkamus
klinikinius duomenis.
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Veikimo charakteristikos
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Antikdinas buvo patvirtintas IHC metodu, naudojant FFPE
Zmogaus audiniy pjavius i$ jvairiy tipy sveiky ir navikiniy
audiniy.

1 lentelé Sveiky FFPE audiniy pjaviy testavimas

Audinys Teigiami atvejai/is
viso atvejy

Skydliauké 2/2

Inkstai 10/10

Endometriumas 11

KiauSintakis 3/3

Tonzilé 0/10

Priedélis 0/10

1 lentelé Testing of neoplastic FFPE tissue sections

Audinys Navikiniy FFPE
audiniy pjaviy
tyrimas

Skydliaukés karcinoma 13/14

Inksty Igsteliy karcinoma 9/10

KiauSidés karcinoma 18/20

Endometriumo karcinoma 8/9

PAX8 (QR016) nerodo kryZminio reaktyvumo su PAX5
arba PAX6.

Analitiné veikla

Antikdinas iSlaiké visus analitinio veiksmingumo testus.
Analitinis jautrumas buvo nustatytas matuojant atitikimus
su zinomais teigiamais audiniais, o analitinis
specifiSkumas - matuojant atitikimus su Zinomais
neigiamais audiniais, kai bendras naujojo tyrimo ir
laukiamy rezultaty atitikimas kiekvienu atveju yra ne
mazesnis kaip 90 %. Kiekvieno i$ jy rezultatai yra 100 %.
Tikrumas buvo patikrintas lyginant su nepriklausomu
produktu ir patvirtintas, nes rezultatai sutampa 100 %.
Metodo tikslumas yra aukstas - pakartojamumas tarp
serijy (kelis kartus tg pacig dieng tas pats analitikas atliko
tyrima tuo paciu prietaisu), atkuriamumas tarp serijy
(skirtingomis dienomis skirtingi analitikai atliko tyrimag
skirtingais prietaisais) ir atkuriamumas tarp partijy (naujos
reagento partijos rezultatai lyginami su anksc¢iau naudotos
partijos rezultatais) patvirtinami po 100 %. Metodo
teisingumas ir tikslumas lemia aukstg matavimo tikslumo
lygi-

Kadangi IHC yra kokybinis aptikimo metodas, kuriuo
gaunama informacija apie tai, ar yra atitinkamas
antigenas, su koncentracija susije parametrai aptikimo ir
kiekybinio nustatymo ribos, ribiné verté / tolerancijos riba,
matavimo intervalas ir tiesiSkumas Siam produktui
netaikomi ir negali bati apibréZti.

Klinikinis veikimas

Siekiant jvertinti klinikinj veiksminguma, klinikiniams
jrodymams patvirtinti buvo jvertintos klienty, naudojanciy
klong QR016, pateiktos autorizuotos dazymo nuotraukos,
kad klinikiniuose méginiuose, kuriy raiSkos lygis
nezinomas, bty uztikrintas patikimas ir teisingas tikslinio
antigeno vizualizavimas, taip prisidedant prie pagrjstos
diagnozés nustatymo.

Klinikinio efektyvumo parametrai buvo apskaiciuoti i$ viso
su 14 skydliaukés karcinomy, 10 inksty Igsteliy karcinomuy,
20 kiausidziy karcinomy, 9 endometriumo karcinomomis
[savi duomenys], taip pat 10 tonziliy ir 10 apendikso
audiniy [savi duomenys]. Apibendrinti diagnostinis
jautrumas, diagnostinis specifiSkumas, PPV, NPV ir LR-
davé atitinkamai 100 %, 100 %, 100 %, 100 %, 100 % ir O
(aiSkinama kaip jtikinamas diagnostinis jrodymas).
Klinikinio veiksmingumo vertinimo rezultatai atitinka
mokslinés recenzuojamos literatdros duomenis, kaip
nurodyta skyriuje ,Apibendrinimas ir paaiSkinimas®.
Likusieji tirti audiniai gali padéti apzvelgti PAX8 (QR016)
dazymo ypatumus.
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Apribojimai

1. Invitro diagnostikai.

2. Tik laboratoriniam naudojimui.

3. Sis reagentas skirtas tik profesionaliam naudojimui,

10.

1.
12.

13.

14.

15.
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nes imunohistochemija yra keliy etapy procesas,
reikalaujantis specialaus pasirengimo parenkant
tinkamus reagentus, audinius, fiksacijg ir apdorojima,
imunohistocheminio objektinio stiklelio paruosima,
aptikimo sistemos pasirinkima ir dazymo rezultaty
interpretavima.

Audiniy dazymas priklauso nuo audiniy tvarkymo,
apdorojimo ir laikymo prie§ dazymg. Netinkamas
fiksavimas, uzsaldymas, atSildymas, plovimas,
dziovinimas, kaitinimas, pjdviy darymas arba
uzterSimas kitais audiniais ar skysciais gali sukelti
artefaktus, antikiny sulaikyma arba neteisingus
rezultatus. Optimaliam rezultatui pasiekti reikia
tinkamos méginio kokybés ir tinkamo méginio
paruoSimo.

Per didelis arba nepilnas prieddéliy dazymas gali
pakenkti tinkamam rezultaty interpretavimui.

Dél neimunologinio baltymy ar substrato reakcijos
produkty suriS§imo gali bati gaunami klaidingai
teigiami rezultatai. Juos taip pat gali sukelti
pseudoperooksidazés aktyvumas (eritrocitai),
endogeninis biotinas (pavyzdys: kepenys, smegenys,
inkstai) arba endogeninis peroksidazés aktyvumas
(citochromas C).

Kai naudojami blokavimo etapuose, normallds
serumai i$ to paties gyvino Saltinio, kaip ir antriniai
antiserumai, gali sukelti klaidingai neigiamus arba
klaidingai teigiamus rezultatus dél autoantikiiny arba
natdraliy antikiiny poveikio.

Hepatito B virusu uzsikrétusiy asmeny audiniai,
kuriuose yra hepatito B pavirSiaus antigeno, gali bati
nespecifiSkai dazomi HRP.

Dél biologinio antigeno raiskos kintamumo navikuose
ar kituose patologiniuose audiniuose gali atsirasti
netikéty rezultaty.

Klinikiné bet kokio tyrimo rezultaty interpretacija
turéty bati vertinama atsizvelgiant j paciento ligos
istorijg ir kity diagnostiniy laboratoriniy tyrimy
rezultatus. 11. Dazymas turi bati atliekamas
kvalifikuotam patologui, kuris yra atsakingas uz
teigiamos ir neigiamos kontrolés jvertinimg ir
tinkamumo uztikrinimg. Gamintojas neatsako uz
neteisingus rezultatus, gautus dél vizualinio vertinimo.
1S anksto praskiesti antikiinai yra paruosti naudoti ir
optimizuoti daZzymui. Tolesnis skiedimas gali lemti
neteisingus rezultatus.

Po sékmingo patvirtinimo naudotojai gali skiesti
antikdny koncentratus pagal reikalavimus. Turi bati
taikoma ir dokumentais patvirtinta atitinkama kontrolé.
Produkto veiksmingumas buvo nustatytas naudojant
tik Siame pakuotés lapelyje pateiktas procediras, o
pakeitus Sias proceddras, veiksmingumas gali
pasikeisti. Nenaudojant preparato taip, kaip nurodyta
Siame informaciniame lapelyje, prarandama bet kokia
atsakomybeé. Bet kokie gaminio, sudéties,
jgyvendinimo, taip pat naudojimo kartu su bet kokiais
kitais reagentais, nei rekomenduojama Siame
informaciniame lapelyje, pakeitimai yra neleistini;
naudotojai patys atsako uz Siuos pakeitimus ir turi
atlikti iSankstinj patvirtinimg.

Taikant kartu su diagnostiniais prietaisais, pavyzdZiui,
automatine dazymo platforma, prie§ dazant paciento
méginj reikia atlikti iSankstinj patvirtinima.

Mes neprisiimame atsakomybés uz bet kokig galimg
Zalg, jskaitant asmens suzalojima, laiko ar pastangy
sgnaudas ar ekonominius nuostolius, kuriuos sukéle
Sis gaminys. Mdsy garantija apsiriboja uz gaminj
sumokeéta kaina.
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Trikéiy Salinimas

1. Dazymo rezultatams interpretuoti reikia naudoti tik
nepazeistas lgsteles, nes degeneravusios Igstelés yra
nespecifiSkai dazomos.

2. Jei démiy neatsiranda, patikrinkite reagenty
naudojimo eiliSkuma. Laikykités visy naudojimo
instrukcijoje pateikty nurodymuy.

3. Neleiskite pjuaviams iSdziati.

4. Jei dazymas silpnas, dazymo etapuose atkreipkite
demes;j j Svieziai paruostg chromogena, inkubacijos
laikg ir temperatirg, taip pat j tiksly reagenty
nusausinima.

5. ISvenkite perteklinio foninio dazymo, optimaliai
pasalindami parafing, nuplaudami skaidres ir
praskiede pirminj antiking. Jei atsiranda per didelis
foninis dazymas, gali bati didelis endogeninio biotino
kiekis (nebent naudojama aptikimo sistema be
biotino). Reikéty atlikti biotino blokavimo etapa.

6. Natrio azidas inaktyvuoja HRP, todél rezultatai gali
bati klaidingi. Skiriamuosius pjavius plaukite
buferiniame tirpale be natrio azido.

7. Kilus bet kokiems neaiSkumams, kreipkités | ,quartett*
klienty aptarnavimo tarnyba.

Literatara

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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Krali¢i monoklonalni protilatka proti

PAX8 (QR016)

Diagnostické pouZiti in vitro (IVD)
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Obrazek 1 Karcinom vaje¢niku barveny pomoci anti-PAX8
(QRO16)

quartett

Sekundarni protilatka se vaze na primarni protilatku a
enzymovy komplex tento komplex oznaéi. Vysledkem
enzymatické aktivace chromogenu je viditelny reakéni
produkt v misté antigenu. Kazdy krok se inkubuje po
presné stanovenou dobu a teplotu a vyzaduje prolozené
promyvaci kroky. Vzorek maze byt nasledné protibarven.
Vysledky se interpretuji pomoci svételného mikroskopu.

Poskytnuté materialy

Primarni protilatka Anti-PAX8 (QR016)

Hostitel Rabbit
Podtfida 1gG
Imunogen Synteticky peptid lidského PAX8

Koncentrat protilatky ~ Koncentrovana protilatka v TRIS
(pH 7,4) s <1 % séra (skot, osel) a

< 0,1 % azidu sodného

Doporuéeny rozsah 1:100 — 1:200

pracovniho fedéni

Identifikace produkti

C-P008-025 25yl Koncentrat
C-P008-01 0.1 ml Koncentrat

C-P008-05 0.5 ml Koncentrat
C-P008-10 1 ml  Koncentrat
P-P008-30 3 ml Prfipraveno k pouziti
P-P008-70 7 ml  Pfipraveno k pouziti
P-P008-150 15 ml Pfipraveno k pouziti

Zamyslené pouziti

Protilatka pfipravena
k pouziti

Predfedéna protilatka v TRIS (pH
7,4)s <1 % séra (skot, osel) a <
0,1 % azidu sodného

Na Stitku vyrobku je uvedeno Cislo konkrétni 8arze. Kazda
jednotliva Sarze se porovnava a upravuije s referencni
Sarzi, aby se zajistila konzistentni imunohistochemicka
barvici ucinnost jednotlivych Sarzi.

Predfedéna protilatka je pfipravena k pouZiti a
optimalizovana pro barveni. Neni nutné zadné dalsi
fedéni, rekonstituce, michani ani titrace.

Koncentrat protilatky je optimalizovan pro fedéni v rozsahu
fedéni pomoci Q Diluent for IHC (kat. €. AD-001-xxxx).
Uvedeny rozsah fedéni je tfeba povazovat za doporuceni
a zavisi na riznych skute¢nostech (tkan, fixace, podminky
inkubace atd.). Optimalni fedéni je tfeba urcit ve vlastnim
systému uzivatele.

Protilatka proti Clovéku pro diagnostické pouZiti in vitro.
Primarni protilatka je ur€ena ke kvalitativni detekci
pfidruzenych antigen(i uvedenych v ¢asti ,Souhrn a
vysvétleni“. Je ur€ena k pouziti v ramci
imunohistochemického (IHC) postupu na formalinem
fixovanych, do parafinu zalitych (FFPE) tkariovych fezech
s naslednou vizualizaci svételnou mikroskopii, ktera
napomaha diagnostice nadoru. Protilatka mize byt pouzita
manualné nebo s jakoukoli automatickou barvici
platformou.

Produkt smi pouzivat pouze autorizovany a kvalifikovany
personal. Klinicka interpretace jakychkoli vysledku testu by
méla byt hodnocena v kontextu anamnézy pacienta a
vysledka dal$ich diagnostickych laboratornich testu.
Vyhodnoceni musi provést kvalifikovany patolog.

Pozadované, ale neposkytované materialy

Shrnuti a vysvétleni

PAX8 je ¢lenem rodiny transkrip&nich faktord PAX (Paired
Box). Je nezbytny pro organogenezi béhem
embryonalniho vyvoje ledvin, Millerovych organt a stitné
Zlazy. Vzhledem k omezené expresi v normalnich tkanich
je PAX8 citlivym a specifickym markerem pro primarni
nadory i metastazy z vySe uvedenych organu a tkani.
PAX8 je exprimovan u karcinomu §titné zlazy (~90 %),
karcinomu endometria (84-98 %), karcinomu vaje¢nik(
(71-99 %) a karcinomu ledvin (~90 %) [1-2].

- Pozitivni a negativni kontroly

- mikroskopicka sklicka (kladné nabita) a kryci sklicka

- barvici nadobky

- Casoval

- Xylen nebo jeho alternativa, napf. roztok Q Dewax
Solution (kat. €. DW-001-xxxx)

- Etanol

- Deionizovana nebo destilovana voda

- Ohfivaci zafizeni pro pfedupravu tkani

- Redidlo protilatek, napt. Q Diluent for IHC (kat. &. AD-
001-xxxx)

- cinidlo pro ziskani antigenu, napf. Q Retrieval Low pH
6,0 (kat. €. AR-001-0120) nebo Q Retrieval High pH
9,0 (kat. €. AR-002-0120).

- Detekéni systém, napf. soupravy PolyQ Stain a
vhodny chromogen.

- Promyvaci pufr, napf. TBS (kat. ¢. BU-006-xxxx) nebo
TBS-Tween20 (kat. ¢. BU-007-xxxx).

- Blokovaci €inidlo

- Hematoxylin

- Montazni médium

- Svételny mikroskop

Skladovani a manipulace

Princip postupu

Uvedena primarni protilatka je vhodna pro
imunohistochemické barveni fezd FFPE tkani na zakladé
specifické reakce antigen-protilatka. Pomoci detekéniho
systému spojeného s kfenovou peroxidazou (HRP) nebo
alkalickou fosfatdzou (AP) se vizualizace antigenu provadi
prostfednictvim specifické vazby primarni protilatky.
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Skladuijte pfi teploté 2 - 8 °C.

PFi spravném skladovani je protilatka stabilni az do data
exspirace uvedeného na lahvi¢ce. To plati i pro dobu
pouzitelnosti po otevieni nebo po nafedéni koncentratu
koncovym uzivatelem. Nepouzivejte po uplynuti doby
pouzitelnosti.

Abyste zajistili spravné dodani ¢inidla a stabilitu protilatky,
vymeérite po kazdém pouZiti uzavér davkovace a lahvicku
ihned umistéte do chladna ve svislé poloze.
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Pfiprava vzorku

Rutinné zpracované tkané FFPE jsou vhodné pro pouziti s
touto primarni protilatkou. Doporu¢enym fixaénim
prostfedkem pro tkané je 10 % neutralni pufrovany
formalin. V dusledku delsi fixace nebo specialnich
procesl, jako je dekalcifikace preparati kostni diené,
muze dojit k rozdilnym vysledkdm. Tloustka tkarfovych
fez(, které by mély byt umistény na pozitivné nabitych
sklickach, by méla byt 2 - 5 ym. Doporucuje se pfedbézna
Uprava deparafinované tkané pomoci tepelné
indukovaného ziskavani epitopt (HIER). Preparaty by
meély byt obarveny co nejdfive, protoze antigenicita
nafezanych tkanovych fezli se miize ¢asem snizit.
Optimalni protokol predupravy musi byt stanoven ve
vlastnim systému uZivatele.

Upozornéni a bezpeénostni opatieni

1. Vyrobek smi pouzivat pouze opravnény a
kvalifikovany personal.

2. Pokud je vyrobek pouzivan v souladu s pokyny,
nejsou odhadovana zadna zdravotni rizika.
Bezpecnostni list je k dispozici na vyzadani.

3. Vyrobek obsahuje azid sodny jako konzervacni latku.
Cisty azid sodny je toxicky. Koncentrace azidu
sodného v tomto Cinidle je < 0,1 %, coz neni
klasifikovano jako nebezpecéné.

4. Stejné jako u kazdého produktu pochazejiciho z
biologickych zdroju je tfeba pouzivat spravné postupy
manipulace.

5. Nepouzivejte €inidla po uplynuti doby pouzitelnosti.

6. Pfi manipulaci s Cinidly dodrZujte pfimérena
bezpecnostni opatfeni. PouZivejte ochranny odév a
rukavice.

7. VSechny nebezpecné materialy likvidujte podle
pokyn0 pro likvidaci nebezpeéného odpadu. S
materialy lidského nebo zvifeciho ptivodu by se mélo
zachazet jako s biologicky nebezpecnymi materialy a
mély by byt zlikvidovany s pfislu§nymi bezpe¢nostnimi
opatfenimi.

8. Zabrarite mikrobialni kontaminaci €inidel, protoze
muze zpUsobit nespravné vysledky.

quartett

tkanoveé kontroly by nemély byt pouzivany jako pomucka
pfi uréovani specifické diagnézy vzorku pacienta.

Pokud pozitivni tkarnové kontroly neprokazi odpovidajici
pozitivni barveni, je tfeba vysledky s testovanymi vzorky
povazovat za neplatné.

PFiklad pozitivni tkanové kontroly:

- Ledviny (alespor slabé az stfedné silné, zfetelné
jaderné barveni by mélo byt patrné ve vétsiné
epitelovych bunék proximalnich a distalnich
ledvinnych tubull, sbérnych kanalkl a parietalnich
epitelovych bunék Bowmanova pouzdra).

- Vejcovod (slabé az stfedné silné, vyrazné jaderné
barveni ve vétsiné fasinkovych epitelovych bunék a
silné jaderné barveni interkalarnich sekre¢nich
epitelovych bunék)

Negativni tkariova kontrola

Negativni tkarova kontrola poskytuje indikaci
nespecifického barveni na pozadi. Pokud se v mistech
negativni tkarfiové kontroly objevi specifické barveni, je
tfeba vysledky se vzorky pacienta povaZovat za neplatné.

Rznorodost bunécnych typa pfitomnych ve vétsiné
tkanovych fezl nabizi vnitfni negativni kontrolni mista.
Proto mGze byt stejna tkan pouzita pro pozitivni tkafiovou
kontrolu pouzita jako negativni tkafiova kontrola.

PFiklad pro vnitfni negativni tkariovou kontrolu:
- Tonzily (v dlazdicovych epitelialnich bunkach a
lymfocytech by nemélo byt vidét Zzadné barveni)

Neshody

Pokud vysledky kontroly kvality neodpovidaji specifikacim,
jsou vysledky pacienta neplatné. Identifikujte a odstrarite
problém (viz ¢ast ,Odstrariovani problémd*“) a poté
zopakujte cely postup se vzorky pacientd.

Negativni kontrolni ¢inidlo

Negativni kontrolni €inidlo se pouziva misto primarni
protilatky k vyhodnoceni nespecifického barveni. Druh
hostitele a doba inkubace by mély byt podobné jako u
primarni protilatky.

Postup barveni

Interpretace vysledku

Primarni protilatka byla optimalizovana pro pouziti v
kombinaci s detekénimi systémy PolyQ Stain. Nasledujici
udaje predstavuji doporuéeni. Vzhledem k rozdilim ve
fixaci a zpracovani tkané, jakoz i k obecnym podminkam
laboratornich pfistroji a prostfedi mize byt nutné upravit
inkubaéni ¢asy. Optimalni protokol musi byt stanoven ve
vlastnim systému uzivatele.

Ziskavani antigenu: HIER; varte tkafové fezy v Q
Retrieval po dobu pfiblizné 30 minut a poté je ochladte pfi
pokojové teploté (RT).

Inkubace primarni protilatky po dobu 30 - 60 min pfi RT.

Protokol barveni: Postupujte podle postupu popsaného v
navodu k pouzitému detekénimu systému.

Doporuceni pro protokoly barveni:
1. Leica Bond

Redéni - 1:100

Pfreduprava - HIER: ER2 30 min.
Inkubace - 60 min

Detekce - Bond Polymer Refine

PFi imunobarveni dochazi k vysrazeni barevného
reakéniho produktu v mistech, kde je antigen lokalizovan
primarni protilatkou.

Bunécéna lokalizace: Nuklearni.

Kvalifikovany patolog se zkuSenostmi s
imunohistochemickymi postupy musi pfed interpretaci
vzorkud pacient vyhodnotit pozitivni a negativni tkafové
kontroly.

Intenzita pozitivniho barveni by méla byt posuzovana v
kontextu pfipadného barveni pozadi negativni kontroly
¢inidla.

Poznamka: Negativni vysledek znamena, Zze dany antigen
nebyl detekovan, nikoli Ze se v testovanych burikach nebo
tkani nevyskytuje. K ovéreni vysledki Ize pouzit panel
protilatek. Kromé toho je tfeba vysetfit morfologii kazdého
vzorku tkdné pomoci fezu obarveného hematoxylinem a
eozinem. Kvalifikovany patolog musi interpretovat
morfologické nalezy pacienta a pfislusné klinické udaje.

Vykonnostni charakteristiky

Postupy kontroly kvality

Pozitivni tkariova kontrola

PFi kazdém barveni musi byt provedena pozitivni tkafiova
kontrola, aby bylo mozné sledovat spravné provedeni
zpracovanych tkani a testovacich Cinidel. Znamé pozitivni
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Protilatka byla validovana metodou IHC s pouzitim fezl
FFPE lidskych tkani rdznych typl zdravych a
neoplastickych tkani.
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Tabulka 1 Testovani zdravych FFPE tkarnovych fezl ¢inidel, tkani, fixace a zpracovani, pfipravy

Tkan Pozitivni/celkovy imunohistochemického preparatu, vybéru detekéniho
pocet pripadi systému a interpretace vysledkd barveni.

Stitna zlaza 2/2 4. Barveni tkani je zavislé na manipulaci, zpracovani a
Ledviny 10/10 skladovani tkané pred barvenim. Nespravna fixace,
Endometrium 1/1 zmrazeni, rozmrazeni, promyvani, suseni, zahfivani,
Vejcovod 3/3 fezani nebo kontaminace jinymi tkanémi ¢&i tekutinami
Tonzily 0/10 mUze vést k artefaktiim, zachyceni protilatek nebo
PFiloha 0/10 nespravnym vysledkdm. Optimalni vykon vyZaduje

odpovidajici kvalitu vzorku a také vhodnou pfipravu
vzorku.

Tabulka 2 Testovani lastickych fezll tkané FFPE
St £ eslovalll NEcpasieyeh ToZu Tane 5. Nadmérné nebo neuplné protibarveni mize ohrozit

Tkan zgég\%{;:gzovy spravnou interpretaci vysledkd.
Karcinom Stitné Zlazy 13/14 6. Muze dojit k faleSné pozitivnim vysledkdm z ddvodu
Karcinom ledvin 9/10 neimunologické vazby proteind nebo reakénich
- viny produktd substratu. Mohou byt také zpisobeny
Karc!nom vaJecmku_ 18/20 pseudoperoxidazovou aktivitou (erytrocyty),
Karcinom endometria 8/9 endogennim biotinem (pfiklad: jatra, mozek, ledviny)
. . - nebo endogenni peroxidazovou aktivitou (cytochrom
PAX8 (QR016) nevykazuje zkfizenou reaktivitu s PAX5 C).
nebo PAXG. 7. PFipouziti v blokovacich krocich mohou normalni
L séra ze stejného zvifeciho zdroje jako sekundarni
Analyticky vykon

antiséra zpusobit faleSné negativni nebo fale$né
pozitivni vysledky v dusledku ucinku autoprotilatek
nebo pfirozenych protilatek.

Tkané osob infikovanych virem hepatitidy B, které
obsahuji povrchovy antigen hepatitidy B, mohou
vykazovat nespecifické barveni pomoci HRP.
Neocekavané vysledky se mohou objevit v disledku
biologické variability exprese antigenu v novotvarech
nebo jinych patologickych tkanich.

Klinicka interpretace jakychkoli vysledkl testu by
méla byt hodnocena v kontextu anamnézy pacienta a
vysledkd dalSich diagnostickych laboratornich test.
11. Barveni musi byt provadéno v certifikované,
licencované laboratofi pod dohledem kvalifikovaného
patologa, ktery je odpovédny za vyhodnoceni a
zajisténi adekvatnosti pozitivnich a negativnich
kontrol. Vyrobce nenese odpovédnost za nespravné
vysledky zplsobené vizualnim hodnocenim.
Predfedéné protilatky jsou pfipraveny k pouZiti a
optimalizovany pro barveni. Dal$i fedéni muze vést k
nespravnym vysledkdm.

Po uspésné validaci mohou uzivatelé fedit
koncentraty protilatek podle pozadavk(. Musi byt
pouZity a zdokumentovany vhodné kontroly.
Uginnost vyrobku byla stanovena pouze podle
postupli uvedenych v této pfibalové informaci a
zmény téchto postupl mohou vést ke zménam
ucinnosti. Nepouziti pfipravku podle pokynu
uvedenych v tomto technickém listu vede ke ztraté
vesSkeré odpovédnosti. Jakékoli zmény vyrobku,
sloZeni, provedeni, jakoz i pouziti v kombinaci s
jinymi nez zde doporu€enymi €inidly nejsou povoleny;
uzivatelé jsou za tyto zmény odpovédni sami a musi
provést pfedchozi validaci.

Pouziti v kombinaci s diagnostickymi zafizenimi,
napf. automatickou barvici platformou, vyzaduje
predchozi validaci pfed barvenim vzorku pacienta.
Neprebirame odpovédnost za pfipadné Skody vcetné
zranéni osob, ¢asu nebo Usili na ekonomické ztraty
zplsobené timto vyrobkem. Nase zaruka je omezena
na cenu zaplacenou za vyrobek.

Protilatka proSla vSemi testy analytické vykonnosti.

Analyticka citlivost byla stanovena méfenim shody se

znamymi pozitivnimi tkanémi a analyticka specificnost byla 8.
stanovena méfenim shody se zndmymi negativnimi

tkanémi, pficemz celkova shoda mezi novym testem a

ocekavanymi vysledky byla vzdy nejméné 90 %. Vysledky 9.
jsou vzdy 100 %.

Pravdivost byla ovéfena porovnanim s nezavislym

produktem a je potvrzena jako 100 % shoda vysledku. 10.
Metoda ma vysokou urover pfesnosti - opakovatelnost v

ramci série (provedena nékolikrat ve stejny den stejnym

analytikem se stejnym pfistrojem), reprodukovatelnost

mezi sériemi (provedena v rdzné dny riznymi analytiky s

riznymi pfistroji) a reprodukovatelnost mezi jednotlivymi

sériemi (vysledky nové série ¢inidla porovnavané s

vysledky dfive pouzité série) jsou potvrzeny vzdy na

100 %. Pravdivost a presnost vedou k vysoké urovni

presnosti méfeni metody. 1.
Vzhledem k tomu, Ze IHC je kvalitativni detekéni metoda,

ktera poskytuje informaci o tom, zda je pfislusny antigen

pfitomen, €i nikoliv, parametry souvisejici s koncentraci - 12.
meze detekce a kvantifikace, mezni hodnota/tolerance,

rozsah méfeni a linearita - nejsou pouzitelné a nelze je pro

tento vyrobek definovat. 13.

Klinicky vykon

Pro posouzeni klinické vykonnosti byly vyhodnoceny
autorizované snimky barveni poskytnuté zdkazniky pomoci
klonu QR016, aby se prokazaly klinické dikazy s cilem
dosahnout robustni a spravné vizualizace cilového antigenu
v klinickych vzorcich s neznamou urovni exprese, a tim
prispét k platné diagnéze.

Parametry klinické vykonnosti byly vypocteny u celkem 14
karcinomu $titné zlazy, 10 karcinoma ledvin, 20 karcinomu 14.
vajecniku, 9 karcinom(l endometria [vlastni Udaje] a také u

10 tkani tonzil a 10 tkani apendixu [vlastni udaje].

Souhrnna diagnosticka senzitivita, diagnosticka specificita, 15.
PPV, NPV a LR- vedly k hodnotam 100 %, 100 %, 100 %,
100 % a 0 (interpretovano jako pfesvédcivy diagnosticky
dlikaz), v uvedeném poradi. Vysledky hodnoceni
klinického vykonu jsou v souladu s védeckou
recenzovanou literaturou, jak je uvedeno v ¢asti ,Shrnuti a
vysvétleni“. Zbyvajici testované tkané mohou poskytnout
prehled o vlastnostech barveni PAX8 (QR016).

Reseni problému

1. Pro interpretaci vysledkud barveni by se mély pouzivat
pouze neporusené burky, protoZze degenerované
buriky vykazuji nespecifické barveni.

2. Pokud nedojde k obarveni, zkontrolujte poradi

Omezeni

Pro diagnostické pouZziti in vitro.

1.

2. Pouze pro laboratorni pouziti.

3. Toto €inidlo je ,ur€eno pouze pro profesionalni
pouziti“, protoze imunohistochemie je
nékolikastupriovy proces, ktery vyZaduje
specializované Skoleni v oblasti vybéru vhodnych

p008_pax8-qr016-v1-0-2025-06-30

C €O197

aplikace Cinidel. Dodrzujte vSechny udaje uvedené v
navodu k pouziti.

Nenechte fezy vyschnout.

Pokud dojde ke slabému obarveni, vénujte b&€hem
krokd barveni pozornost Cerstvé pfipravenému
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chromogenu, inkubacni dobé a teploté a také
presnému odcerpani ¢inidel.

5. Optimalnim odstranénim parafinu, promytim
preparatli a nafedénim primarni protilatky pfedejdéte
nadbyteénému barveni na pozadi. Pokud dojde k
nadmérnému zbarveni pozadi, miZe byt pfitomna
vysoka hladina endogenniho biotinu (pokud se
nepouziva detekéni systém bez biotinu). Mél by byt
zafazen krok blokovani biotinu.

6. Azid sodny inaktivuje HRP, coz muze vést k faleSnym
vysledkdm. Promyvejte fezy v pufru bez azidu
sodného.

7. V pfipadé nejasnosti kontaktujte zakaznicky servis
spolecnosti quartett.
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HU HASZNALATI UTASITAS

Elleni nyul monoklonalis antitest

PAX8 (QR016)

In Vitro diagnosztikai felhasznalas (IVD)

5 %e 3

5
v‘ [
4 '9",' .
7.

1. abra Petefészekrak anti-PAX8 (QR016) festékkel festve

quartett

antitest specifikus kotédése révén torténik. A masodlagos
antitest az elsédleges antitesthez kétédik, és az
enzimkomplex ezt a komplexet jeldli. A kromogén
enzimatikus aktivalasa lathato reakcidterméket
eredményez az antigén helyén. Minden egyes lépést
pontosan meghatarozott ideig és hémérsékleten
inkubalunk, és k6zbens6 mosasi lépéseket igényel. A
mintat ezutan ellenfestéssel lehet ellenfesteni. Az
eredményeket fénymikroszkop segitségével kell
értelmezni.

Rendelkezésre bocsatott anyagok

Elsédleges antitest Anti-PAX8 (QR016)

Gazdatest Nyul
Alosztaly IgG
Immunogén Human PAX8 szintetikus peptidje

Antitestkoncentratu Koncentralt antitest TRIS-ben (pH

m 7,4) <1 % szérummal
(szarvasmarha, szamar) és < 0,1
% natrium-aziddal

Ajanlott 1:100 - 1:200
munkahigitasi

tartomany

A termék azonositasa

C-P008-025 25yl Koncentratum
C-P008-01 0.1 ml Koncentratum
C-P008-05 0.5 ml Koncentratum
C-P008-10 1 ml  Koncentratum
P-P008-30 3 ml Felhasznalasra kész
P-P008-70 7 ml  Felhasznalasra kész
P-P008-150 15 ml Felhasznalasra kész

Rendeltetésszerii hasznalat

Anti-human antitest in vitro diagnosztikai felhasznalasra.
Az elsédleges antitest az ,Osszefoglalé és magyarazat”
részben felsorolt kapcsolddd antigének minéségi
kimutatasara szolgal. Immunhisztokémiai (IHC) eljaras
keretében torténd felhasznalasra szantak formalinban
rogzitett, paraffinba agyazott (FFPE) szOveti metszeteken,
amelyet fénymikroszkdpos vizualizacié kovet a
tumordiagnoézis segitésére. Az antitest kézzel vagy
barmely automatizalt festési platformmal hasznalhaté.

A terméket csak felhatalmazott és szakképzett személyzet
hasznalhatja. A vizsgalati eredmények klinikai
értelmezését a beteg kortorténetének és egyéb
diagnosztikai laboratoriumi vizsgalati eredményeknek a
kontextusaban kell értékelni. Az értékelést képzett
patolégusnak kell elvégeznie.

Felhasznalasra kész  El6higitott antitest TRIS-ben (pH

antitestek 7,4) <1 % szérummal
(szarvasmarha, szamar) és < 0,1
% natrium-aziddal

A termék cimkéjén szerepel a tételszdm. Minden egyes
tételt 6sszehasonlitanak és beallitanak egy
referenciatételhez, hogy az immunhisztokémiai festési
teljesitmény tételrdl tételre konzisztens legyen.

Az elbhigitott antitest felhasznalasra kész és festésre
optimalizalt. Nincs szikség tovabbi higitasra,
rekonstiticiora, keverésre vagy titralasra.

Az antitest-koncentratum a Q Diluent for IHC (kat. sz. AD-
001-xxxx) higitasi tartomanyon bellli higitasra optimalizalt.
A feltuntetett higitasi tartomanyt ajanlasnak kell tekinteni,
és kulonbo6zd tényektdl fligg (szdvet, fixalas, inkubaciés
korilmények stb.). Az optimalis higitast a felhasznalé sajat
rendszerében kell meghatarozni.

Sziikséges, de nem biztositott anyagok

Osszefoglal6 és magyarazat

A PAXS8 a transzkripciés faktorok PAX csaladjanak (Paired
Box) tagja. A vese, a Milller-szervek és a pajzsmirigy
embrionalis fejl6dése soran létfontossagu az
organogenezisben. A normal szévetekben valo korlatozé
expresszidja miatt a PAX8 érzékeny és specifikus marker
a primer tumorok, valamint a fent emlitett szervekbdl és
szovetekbél szarmazoé metasztatikus tumorok szamara.

A PAX8 expresszalddik pajzsmirigy karcinomaban (~90%),
endometrium karcinémaban (84-98%), petefészek
karcinémaban (71-99%) és vesesejtes karcinomaban
(~90%) [1-2].

Az eljaras elve

A megadott primer antitest alkalmas FFPE
szbvetmetszetek immunhisztokémiai festésére specifikus
antigén-antitest reakcio alapjan. Tormaperoxidazhoz
(HRP) vagy alkalikus foszfatdzhoz (AP) kotott detektald
rendszerrel az antigén lathatéva tétele az elsédleges
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- Pozitiv és negativ kontrollok

- Mikroszképos targylemezek (pozitiv téltésliek) és
fedblemezek

- Fest6edények

- ldézite

- Xilol vagy xilol alternativaja, pl. Q Dewax Solution (kat.
sz. DW-001-xxxxxx)

- Etanol

- Deionizalt vagy desztillalt viz

- Fltéberendezés a szdvetek el6kezelési Iépéséhez

- Ellenanyag-higito, pl. Q Diluent for IHC (kat. sz. AD-
001-xxxx)

- Antigén-visszanyer6 reagens, pl. Q Retrieval Low pH
6,0 (kat. sz. AR-001-0120) vagy Q Retrieval High pH
9,0 (kat. sz. AR-002-0120).

- Detektald rendszer, pl. PolyQ Stain kitek és megfelel
kromogén

- Mosopuffer, pl. TBS (kat. sz. BU-006-xxxx) vagy TBS-
Tween20 (kat. sz. BU-007-xxxx)

- Blokkol6 reagens

- Hematoxilin

- Tartosité kdzeg

- Fénymikroszkop

Tarolas és kezelés

2-8 °C-on tarolandé.

Megfeleld tarolas esetén az antitest az injekcids Uvegen
feltlintetett lejarati datumig stabil. Ez vonatkozik a
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felbontas utani vagy a koncentratum végfelhasznalé altali
higitasa utani eltarthatésagi idére is. A lejarati id6 utan ne
hasznalja fel.

A reagens megfelel6 adagolasa és az antitest
stabilitdsanak biztositasa érdekében minden hasznalat
utén helyezze vissza az adagolé kupakjat, és azonnal
tegye az liveget hiivosre, fliggbleges helyzetbe.

quartett

Inkubalas - 60 perc
Detektalas - Bond Polymer Refine

Mindségellendrzési eljarasok

A minta el6készitése

A rutinszeriien feldolgozott, FFPE szdvetek alkalmasak
ennek az elsédleges antitestnek a felhasznalasara. Az
ajanlott szovetfixalészer 10 % semleges pufferelt formalin.
Hosszabb fixalas vagy specialis eljarasok, mint példaul a
csontvel8-készitmények dekalcifikalasa kdvetkeztében
valtozékony eredmények adodhatnak. A pozitiv toltési
targylemezekre helyezendd szévetmetszetek vastagsaga
2-5 ym legyen. A deparaffinalt szévetek héindukalt epitop-
visszanyeréssel (HIER) torténd elékezelése ajanlott. A
targylemezeket a lehet6 leghamarabb meg kell festeni,
mivel a vagott szovetmetszetek antigenitasa idével
csokkenhet.

Az optimalis el6kezelési protokollt a felhasznalé sajat
rendszerében kell meghatarozni.

Figyelmeztetések és ovintézkedések

1. A terméket csak felhatalmazott és szakképzett
személyzet hasznalhatja.

2. Atermék el6iras szerinti haszndlata esetén becslések
szerint nincs egészséguigyi kockazat. Az MSDS
kérésre rendelkezésre all.

3. A termék natrium-azidot tartalmaz tartositoszerként. A
tiszta natrium-azid mérgezd. A natrium-azid
koncentracidja ebben a reagensben < 0,1 %, ami nem
min&sul veszélyesnek.

4. Mint minden biolégiai forrasbél szarmazé termék
esetében, a megfelel6 kezelési eljarasokat kell
alkalmazni.

5. Ne haszndlja fel a reagenseket a lejarati id6 utan.

6. A reagensek kezelése soran tegye meg a megfeleld
ovintézkedéseket. Hasznaljon véd6ruhazatot és
védOkesztyt.

7. Minden veszélyes anyagot a veszélyes hulladékok
artalmatlanitasara vonatkozé iranyelveknek
megfelelen kell artalmatlanitani. Az emberi vagy allati
eredeti anyagokat bioldgiailag veszélyes anyagként
kell kezelni, és megfeleld 6vintézkedésekkel kell
artalmatlanitani.

8. Kertlje a reagensek mikrobialis szennyez6dését,
mivel az hibas eredményeket okozhat.

Pozitiv szévetkontroll

A feldolgozott szévetek és a tesztreagensek megfeleld
teljesitményének ellenérzése érdekében minden egyes
festési eljarassal egylitt pozitiv szévetkontrollt kell végezni.
Az ismert pozitiv szévetkontrollok nem hasznalhaték a
betegminta specifikus diagnézisanak meghatarozasahoz.
Ha a pozitiv szévetkontrollok nem mutatnak megfeleld
pozitiv festédést, a vizsgalati mintakkal kapott
eredményeket érvénytelennek kell tekinteni.

Példa pozitiv szévetkontrolira:

- Vese (Legalabb gyenge vagy mérsékelt, hatarozott
magfestésnek kell lennie a proximalis és distalis
vesetubulusok, gyiijtécsatornak és a Bowman-
kapszula parietalis hamseijtjeinek tdbbségében)

- Epecs6 (gyenge vagy mérsékelt, hatarozott
magfestédés a csillés hamsejtek tébbségén és erés
magfestédés az interkalalt szekretoros hamsejteken)

Negativ szévetkontroll

A negativ szévetkontrollok a nem specifikus
hattérfestédésre utalnak. Ha a negativ szévetkontroll
helyeken specifikus festédés fordul el, a betegmintakkal
kapott eredményeket érvénytelennek kell tekinteni.

A legtdbb szdvetszelvényben jelen 1évé sejttipusok

sokfélesége bels6 negativ kontrollhelyeket kinal. Ezért
ugyanaz a szOvet, amelyet a pozitiv széveti kontrollhoz
hasznaltak, hasznalhatd negativ szdveti kontrollként is.

Példa belsé negativ szdveti kontrollra:
- Tonsil (a laphamsejtekben és a limfocitakban nem
szabad festédést latni)

Eltérések

Ha a mindségellenérzési eredmények nem felelnek meg
az el6irasoknak, a beteg eredményei érvénytelenek.
Hatarozza meg és javitsa ki a problémat (lasd a
,2Hibaelharitas” cimi részt), majd ismételje meg a teljes
eljarast a betegmintakkal.

Negativ kontrolireagens

A negativ kontrollreagens az elsédleges ellenanyag helyett
a nem specifikus festédés értékelésére szolgal. A
gazdafajnak és az inkubacids idének hasonlénak kell
lennie az elsédleges antitesthez.

Festési eljaras

Az eredmények értelmezése

Az els6dleges antitestet a PolyQ Stain detektald
rendszerekkel valo hasznalatra optimalizaltak. A
kovetkezd adatok ajanlasok. A szdvetek rogzitésének és
feldolgozasanak, valamint az altalanos laboratériumi
eszkoz- és kornyezeti korilményeknek az eltérései miatt
szUkség lehet az inkubacids id6k modositasara. Az
optimalis protokollt a felhasznalé sajat rendszerében kell
meghatarozni.

Antigén visszanyerése: HIER; A szdvetszelvényeket Q
Retrievalban kb. 30 percig forralja, majd
szobahémérsékleten (RT) hiitse le.

Az els6dleges antitest inkubalasa 30-60 percig RT-n.

Festési protokoll: Kévesse az alkalmazott kimutatasi
rendszer hasznalati utasitasaban leirt eljarast.

Festési protokollokra vonatkozé ajanlasok:
1. Leica Bond

Higitas - 1:100

El6kezelés - HIER: ER2 30 perc
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Az immunfestési eljaras soran szines reakciétermék
csapddik ki az antigén helyén, amelyet a primer
ellenanyag lokalizal.

Sejt lokalizacié: Nuklearis

Egy képzett, immunhisztokémiai eljarasokban jartas
patologusnak kell kiértékelnie a pozitiv és negativ szoveti
kontrollokat a betegmintak értelmezése el6tt.

A pozitiv festédés intenzitasat a negativ reagens kontroll
hattérfest6édésének kontextusaban kell értékelni.

Megjegyzés: A negativ eredmény azt jelenti, hogy a
kérdéses antigént nem detektaltak, de nem feltétlenil
jelenti azt, hogy az antigén hianyzik a vizsgalt sejtekben
vagy szovetekben. Az eredmények megerdésitésére
ellenanyag-panelek is alkalmazhaték. Ezenkiviil minden
szdvettani minta morfoldgiajat hematoxilin-eozin festéssel
is meg kell vizsgalni. A beteg morfoldgiai leletét és
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vonatkozé klinikai adatait kizardlag képzett patologus
értékelheti.

Teljesitményjellemzék

Az ellenanyagot IHC-val validaltak kilénbdzé tipusu
egészséges és daganatos emberi szovetrészek FFPE
metszetein.

1. tablazat Egészséges FFPE szdvetrészek vizsgalata

quartett

szakirodalommal, amint az az ,Osszefoglalas és
magyarazat” részben lathatd. A fennmaradé vizsgalt
szOvetek attekintést adhatnak a PAX8 (QR016) festédési
jellemzairél.

Korlatozasok

Szovet Pozitiviesetek szama
Pajzsmirigy 2/2

Vese 10/10
Méhnyalkahartya 11

petevezeték 3/3

Tonsil 0/10

Fliggelék 0/10

2. tablazat Neoplasztikus FFPE szdvetrészek vizsgalata

Szovet Pozitiviesetek szama
Pajzsmirigy karcinéma 13/14

Vesesejtes karcindma 9/10

Petefészek karcindbma 18/20

Endometrium karcindma 8/9

A PAX8 (QR016) nem mutat keresztreaktivitast a PAX5-tel
vagy PAX6-tal.

Analitikai teljesitmény

Az antitest minden analitikai teljesitménytesztet teljesitett.
Az analitikai érzékenységet az ismert pozitiv szévetekkel
valé egyezés mérésével hataroztak meg, az analitikai
specificitast pedig az ismert negativ szévetekkel vald
egyezés mérésével hataroztak meg ugy, hogy az uj teszt
és a vart eredmények kozott legalabb 90%-os altalanos
egyezeés volt. Az eredmények mindegyike 100%-o0s.

A valddisagot egy fliggetlen termékkel valé
Osszehasonlitassal ellendrizték, és megerésitették, mivel
az eredmények 100%-ban megegyeznek.

A mddszer nagyfoku precizitassal rendelkezik - az
ismételhet6séget (ugyanazon a napon ugyanazon
analitikus ugyanazon miszerrel t6bbszor is elvégezte), a
reprodukalhatésagot (kiilonb6zé napokon kilénb6zd
analitikusok kilonb6zé miszerekkel végezték) és a tételek
kozotti reprodukalhatésagot (egy Uj reagens-tétel
eredményei egy kordbban hasznalt tétel eredményeivel
osszehasonlitva) 100%-ban megerdsitették. A hliség és a
pontossag a médszer nagyfoki mérési pontossagat
eredményezi.

Mivel az IHC egy min6ségi kimutatasi médszer, amely
arrél ad informaciot, hogy a megfelel6 antigén jelen van-e
vagy sem, a koncentracioval kapcsolatos kimutatasi és
mennyiségi hatarértékek, a hatarérték/toleranciahatar, a
mérési tartomany és a linearitas paraméterei nem
alkalmazhatéak, és mind nem hatarozhaték meg erre a
termékre.

Klinikai teljesitmény

A Klinikai teljesitmény értékeléséhez a QR016 klont
hasznalo Ugyfelek altal biztositott engedélyezett festési
képeket értékelték a klinikai bizonyitékok bizonyitasa
céljabdl, azzal a céllal, hogy a célantigén robusztus és
helyes megjelenitését érjék el ismeretlen expresszios
szintekkel rendelkezé klinikai mintéakban, ezaltal
hozzajarulva az érvényes diagnézishoz.

A klinikai teljesitményparamétereket 6sszesen 14
pajzsmirigy karcinoma, 10 vesesejtes karcindma, 20
petefészek karcindma, 9 endometrium karcinéma [sajat
adatok], valamint 10 mandula és 10 vakbél szévet[sajat
adatok] esetében szamoltuk ki. Az dsszesitett

diagnosztikai érzékenység, diagnosztikai specificitas, PPV,

NPV és LR- 100%, 100%, 100%, 100%, 100% és 0
(meggy6z6 diagnosztikai bizonyitékként értelmezve)
eredményt adtak. A klinikai teljesitményértékelés
eredményei 6sszhangban vannak a tudomanyos
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1. Invitro diagnosztikai felhasznalasra.

2. Kizarolag laboratoriumi felhasznalasra.

3. Ezareagens ,csak professzionalis hasznalatra”,
mivel az immunhisztokémia tébblépcsés folyamat,
amely specialis képzést igényel a megfeleld
reagensek, szovetek, fixalas és feldolgozas, az
immunhisztokémiai targylemez elékészitése, a
kimutatési rendszer kivélasztasa és a festési
eredmények értelmezése terén.

4. A szovetfestés a szovetek festést megel6zd
kezelésétdl, feldolgozasatol és tarolasatol figg. A
nem megfelel6 fixalas, fagyasztas, felolvasztas,
mosas, szaritas, melegités, szeletelés vagy mas
szovetekkel vagy folyadékokkal valé szennyez6dés
artefaktumokat, antitestcsapdat vagy helytelen
eredményeket eredményezhet. Az optimalis
teljesitményhez megfelelé mintaminéség és megfeleld
mintaelékészités szikséges.

5. A tulzott vagy hianyos ellenfestés veszélyeztetheti az
eredmények megfeleld értelmezését.

6. A fehérjék vagy a szubsztratreakcio termékeinek nem
immunoloégiai k6t6dése miatt téves pozitiv
eredmények adddhatnak. Ezeket okozhatja pszeudo-
peroxidaz aktivitas (eritrocitak), endogén biotin (példa:
maj, agy, vese) vagy endogén peroxidaz aktivitas
(citokrém C) is.

7. Ha a blokkol6 Iépésekben hasznaljak, a masodlagos
antiszéraval azonos allati forrasbol szarmazé normal
szérumok hamis negativ vagy hamis pozitiv
eredményeket okozhatnak az autoantitestek vagy
természetes antitestek hatasa miatt.

8. A hepatitis B virussal fert6zott személyekbdl
szarmazo, hepatitis B felszini antigént tartalmazé
szdvetek nem specifikus festédést mutathatnak HRP-
vel.

9. A daganatokban vagy mas patoldgias szévetekben az
antigén expresszidjanak bioldgiai valtozékonysaga
miatt nem vart eredmények fordulhatnak elé.

10. Barmely vizsgalati eredmény klinikai értelmezését a
beteg kortorténetének és egyéb diagnosztikai
laboratoriumi vizsgalati eredményeinek
Osszefiiggésében kell értékelni. A festést mindsitett,
engedélyezett laboratoriumban kell végezni, olyan
képzett patolégus felliigyelete mellett, aki felelés a
pozitiv és negativ kontrollok értékeléséért és
megfelel6ségének biztositasaért. A gyartd nem vallal
felel6sséget a vizudlis értékelésbdl ad6do hibas
eredményekért.

11. Az el6higitott antitestek hasznalatra készek és
festésre optimalizaltak. Tovabbi higitas helytelen
eredményekhez vezethet.

12. A sikeres validalast kdvetéen a felhasznalok a
kovetelményeknek megfeleléen higithatjak az antitest-
koncentratumokat. Megfelel6 kontrollokat kell
alkalmazni és dokumentalni.

13. A termék teljesitményét kizardlag a jelen
betegtajékoztatoban megadott eljarasok
alkalmazasaval allapitottak meg, és ezen eljarasok
maodositasa a hatékonysag megvaltozasahoz
vezethet. A jelen adatlapban el&irtak szerinti
alkalmazas elmulasztasa minden felelésség
elvesztéséhez vezet. A termék, az dsszetétel, a
végrehajtas, valamint a terméknek az itt ajanlottaktol
eltéré reagensekkel valé kombinalt hasznalata nem
megengedett; a felhasznaldk maguk felelések ezekért
a valtoztatasokért, és elézetes validalast kell
végezniuk.
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14. A diagnosztikai eszkézokkel, pl. automatizalt A szimbélumok magyarazata

festéplatformmal kombinalt alkalmazas a betegminta
festése el6tt el6zetes validalast igényel.

15. Nem vallalunk felel6sséget a termék altal okozott
esetleges karokért, beleértve a személyi sériiléseket,
az id6t vagy a faradsagot a gazdasagi veszteséget.
Garanciank a termékért fizetett arra korlatozadik.

=
o

Hibaelharitas

1. A festési eredmények értelmezéséhez csak ép
sejteket szabad hasznalni, mivel a degeneralt sejtek
nem specifikus festédést mutatnak.

2. Ha nem torténik festédés, ellendrizze a reagensek
alkalmazasi sorrendjét. Kévesse a hasznalati
utasitasban szerepl6 0sszes jelzést.

3. Ne hagyja, hogy a metszetek kiszaradjanak.

4. Ha gyenge festédés kdvetkezik be, a festési Iépések
soran figyeljen a frissen elkészitett kromogénre, az
inkubacios idére és hémérsékletre, valamint a
reagensek pontos lefolyasara.

5. Kertlje el a felesleges hattérfestést a paraffin
optimalis eltavolitasaval, a targylemezek mosasaval
és az elsddleges antitest higitasaval. Ha tulzott
hattérfestés fordul el, magas endogén biotinszint
lehet jelen (kivéve, ha biotinmentes detektalo
rendszert hasznalunk). llyenkor biotin blokkold Iépést
kell alkalmazni.

6. A natrium-azid inaktivalja a HRP-t, ami hamis
eredményekhez vezethet. A metszeteket natrium-
azidmentes pufferrel mossa at.

7. Barmilyen bizonytalansag esetén forduljon a quartett
ugyfélszolgalatahoz.

Irodalom

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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RO INSTRUCTIUNI DE UTILIZARE

Anticorp monoclonal de iepure
impotriva

PAX8 (QR016)

Utilizarea pentru diagnostic in vitro (IVD)
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Figura 1 Carcinom ovarian colorat cu anti-PAX8 (QR016)
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alcalina (AP), vizualizarea antigenului se realizeaza prin
legarea specifica a anticorpului primar. Anticorpul
secundar se leaga de anticorpul primar, iar complexul
enzimatic marcheaza acest complex. Activarea enzimatica
a cromogenului produce un produs de reactie vizibil la
locul antigenului. Fiecare etapa se incubeaza la un timp si
o temperatura precisa si necesita pasi de spalare
intermediari. Proba poate fi apoi contracolorata.
Rezultatele se interpreteaza utilizand un microscop optic.

Materiale furnizate

Anticorp primar Anti-PAX8 (QR016)

Gazda Lepure

Subclasa 1gG

Imunogen Peptida sintetica a PAX8 uman

Anticorp concentrat Anticorpi concentrati in TRIS (pH
7.,4) cu < 1 % ser (bovin, magar) si
< 0,1 % azida de sodiu

Interval de dilutie de  1:100 — 1:200

lucru recomandat

Identificarea produsului

C-P008-025 25 ul Concentrat
C-P008-01 0.1 ml Concentrat
C-P008-05 0.5 ml Concentrat
C-P008-10 1 ml Concentrat
P-P008-30 3 ml Gata de utilizare
P-P008-70 7 ml  Gata de utilizare
P-P008-150 15 ml Gata de utilizare

Utilizare prevazuta

Anticorp antiuman pentru utilizare in diagnostic in vitro.
Anticorpul primar este destinat detectarii calitative a
antigenelor asociate, astfel cum sunt enumerate in
sectiunea ,Rezumat si explicatii”. Acesta este destinat
utilizarii in cadrul unei proceduri de imunohistochimie
(IHC) pe sectiuni de tesut fixate in formol si incluse Tn
parafina (FFPE), urmata de vizualizarea prin microscopie
optica pentru a ajuta la diagnosticarea tumorilor. Anticorpul
poate fi utilizat manual sau cu orice platforma de colorare
automata.

Produsul poate fi utilizat numai de personal autorizat si
calificat. Interpretarea clinica a rezultatelor oricarui test
trebuie evaluata in contextul istoricului medical al
pacientului si al rezultatelor altor teste de diagnostic de
laborator. Un patolog calificat trebuie sa efectueze
evaluarea.

Anticorp gata de
utilizare

Anticorpi prediluati in TRIS (pH
7,4) cu < 1 % ser (bovin, magar) si
< 0,1 % azida de sodiu

Eticheta produsului indica numarul lotului specific. Fiecare
lot individual este comparat si ajustat la un lot de referinta
pentru a asigura o performanta de colorare
imunohistochimica constanta de la lot la lot.

Anticorpul prediluat este gata de utilizare si optimizat
pentru colorare. Nu este necesara diluarea, reconstituirea,
amestecarea sau titrarea ulterioara.

Concentratul de anticorpi este optimizat pentru diluare in
intervalul de dilutie utilizand Q Diluent pentru IHC (nr. cat.
AD-001-xxxx). Intervalul de dilutie indicat trebuie
considerat ca o recomandare si depinde de diferite situatii
(tesut, fixare, conditii de incubare etc.). Dilutia optima
trebuie determinata in propriul sistem al utilizatorului.

Materiale necesare, dar nu furnizate

Rezumat si explicatii

PAX8 este un membru al familiei PAX (Paired Box) de
factori de transcriptie. Este vital pentru organogeneza in
timpul dezvoltarii embrionare a rinichilor, organelor Muller
si tiroidei. Datorita expresiei restrictive in tesuturile
normale, PAX8 este un marker sensibil si specific pentru
tumorile primare, precum si pentru tumorile metastatice din
organele si tesuturile mentionate mai sus.

PAX8 este exprimat in carcinomul tiroidian (~90%),
carcinomul endometrial (84-98%), carcinomul ovarian (71-
99%) si carcinomul cu celule renale (~90%) [1-2].

- Controale pozitive si negative

- Lame de microscop (incércate pozitiv) si lamele de
acoperire

- Recipientr pentru colorare

- Cronometru

- Xilen sau alternativa la xilen, de exemplu Q Dewax
Solution (nr. cat. DW-001-xxxx)

- Etanol

- Apa deionizata sau distilata

- Echipament de incalzire pentru etapa de pretratare a
tesuturilor

- Diluant pentru anticorpi, de exemplu Q Diluent pentru
IHC (nr. cat. AD-001-xxxx)

- Reactiv de recuperare a antigenului, de exemplu Q
Retrieval Low pH 6.0 (nr. cat. AR-001-0120) sau Q
Retrieval High pH 9.0 (nr. cat. AR-002-0120)

- Sistem de detectie, de exemplu kituri PolyQ Stain si
cromogen adecvat

- Tampon de spalare, de exemplu TBS (nr. cat. BU-
006-xxxx) sau TBS-Tween20 (nr. cat. BU-007-xxxx)

- Reactiv de blocare

- Hematoxilina

- Mediu de montare

- Microscop de lumina

Depozitare si manipulare

Principiul procedurii

Anticorpul primar mentionat este potrivit pentru colorarea
imunohistochimica a sectiunilor de tesut FFPE, pe baza
reactiei specifice antigen-anticorp. Utilizand un sistem de
detectie legat de peroxidaza de hrean (HRP) sau fosfataza
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Se pastreazala2 -8 °C.

Atunci cand este depozitat corect, anticorpul este stabil
pana la data de expirare indicata pe flacon. Acest lucru
este valabil si pentru termenul de valabilitate dupa
deschidere sau dupa diluarea concentratului de catre
utilizatorul final. Nu utilizati dupa data de expirare.

C€O197 62/ 81



Pentru a asigura administrarea corecta a reactivului si
stabilitatea anticorpului, Tnlocuiti capacul dozatorului dupa
fiecare utilizare si agezati imediat flaconul la rece in pozitie
verticala.

quartett

Proceduri de control al calitatii

Pregatirea esantioanelor

Tesuturile FFPE prelucrate de rutina sunt adecvate pentru
utilizarea cu acest anticorp primar. Fixatorul tisular
recomandat este formolul tamponat neutru 10 %. Se pot
obtine rezultate variabile ca urmare a unei fixari prelungite
sau a unor procese speciale, cum ar fi decalcifierea
preparatelor de maduva osoasa. Grosimea sectiunilor de
tesut, care trebuie plasate pe lamele incarcate pozitiv,
trebuie sa fie de 2 - 5 ym. Se recomanda pretratarea
tesutului deparafinizat cu recuperare de epitopi indusa de
caldura (HIER). Lamele trebuie colorate cat mai curand
posibil, deoarece antigenicitatea sectiunilor de tesut taiate
poate scadea in timp.

Protocolul optim de pretratare trebuie sa fie determinat in
sistemul propriu al utilizatorului.

Avertismente si precautii

1. Doar personalul autorizat si calificat poate utiliza
produsul.

2. Nu exista riscuri estimate pentru sanatate, daca
produsul este utilizat conform instructiunilor. Fisa cu
date de securitate este disponibila la cerere.

3. Produsul contine azida de sodiu ca conservant. Azida
de sodiu pura este toxica. Concentratia de azida de
sodiu din acest reactiv este < 0,1 %, care nu este
clasificata ca periculoasa.

4. Cain cazul oricarui produs derivat din surse biologice,
trebuie utilizate proceduri adecvate de manipulare.

5. Nu utilizati reactivii dupa data de expirare.

6. Luati masuri de precautie rezonabile la manipularea
reactivilor. Utilizati imbracaminte si manusi de
protectie.

7. Toate materialele periculoase trebuie eliminate n
conformitate cu orientarile privind eliminarea
deseurilor periculoase. Materialele de origine umana
sau animala trebuie manipulate ca materiale
biopericuloase si eliminate cu precautiile
corespunzatoare.

8. Evitati contaminarea microbiana a reactivilor,
deoarece aceasta poate cauza rezultate incorecte.

Procedura de colorare

Anticorpul primar a fost optimizat pentru utilizarea in
combinatie cu sistemele de detectie PolyQ Stain.
Urmatoarele date sunt recomandaéri. Din cauza variatiilor
in fixarea si procesarea tesuturilor, precum si a conditiilor
generale ale instrumentelor de laborator si de mediu,
poate fi necesar sa se ajusteze timpii de incubare.
Protocolul optim trebuie sa fie determinat in propriul sistem
al utilizatorului.

Recuperarea antigenului: HIER; se fierb sectiunile de tesut
n Q Retrieval timp de aproximativ 30 min, urmata de
racire la temperatura camerei (RT).

Incubarea anticorpului primar timp de 30 - 60 min la RT.

Protocol de colorare: Se urmeaza procedura descrisa in
instructiunile sistemului de detectie utilizat.

Recomandari pentru protocoalele de colorare:
1. Leica Bond

Dilutie -1:100

Pretratament - HIER: ER2 30 min
Incubare - 60 min

Detectie - Bond Polymer Refine
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Control tisular pozitiv

Un control tisular pozitiv trebuie efectuat cu fiecare
procedura de colorare efectuata pentru a monitoriza
performanta corecta a tesuturilor prelucrate si a reactivilor
de testare. Controalele tisulare pozitive cunoscute nu
trebuie utilizate ca ajutor in stabilirea unui diagnostic
specific al esantionului de pacient.

In cazul in care controalele pozitive ale tesuturilor nu
demonstreaza o coloratie pozitiva adecvata, rezultatele
obtinute cu probele de testare trebuie considerate
nevalabile.

Exemplu de control tisular pozitiv:

- Rinichi (Cel putin o coloratie nucleara slaba pana la
moderata, distincta, ar trebui sa fie observata in
majoritatea celulelor epiteliale ale tubilor renali
proximali si distali, ale canalelor colectoare si ale
celulelor epiteliale parietale ale capsulei lui Bowman)

- Trompa uterina (coloratie nucleara slaba pana la
moderatd, distincta in majoritatea celulelor epiteliale
ciliate si o coloratie nucleara puternica a celulelor
epiteliale secretoare intercalate)

Control tisular negativ

Controalele tisulare negative ofera o indicatie a coloratiei
de fond nespecifice. In cazul in care in zonele de control
negativ al tesuturilor apare o coloratie specifica, rezultatele
obtinute cu esantioanele pacientului trebuie considerate
nevalide.

Varietatea tipurilor de celule prezente in majoritatea
sectiunilor tisulare ofera zone interne de control negativ.
Prin urmare, acelasi tesut utilizat pentru controlul tisular
pozitiv poate fi utilizat ca control tisular negativ.

Exemplu de control tisular negativ intern:
- Amigdala (nu ar trebui sa se observe colorare in
celulele epiteliale scuamoase si in limfocite)

Discrepante

Daca rezultatele controlului calitatii nu respecta
specificatiile, rezultatele pacientului nu sunt valabile.
Identificati si corectati problema (consultati sectiunea
,Rezolvarea problemelor”), apoi repetati intreaga
procedura cu probele pacientilor.

Reactiv de control negativ

Un reactiv de control negativ este utilizat in locul
anticorpului primar pentru a evalua colorarea nespecifica.
Specia gazda si timpul de incubare trebuie sa fie similare
cu cele ale anticorpului primar.

Interpretarea rezultatelor

Procedura de imunocolorare determina precipitarea unui
produs de reactie colorat la locurile antigenului localizate
de anticorpul primar.

Localizare celulara: Nucleara.

Un patolog calificat cu experienta in procedurile de
imunohistochimie trebuie sa evalueze controalele tisulare
pozitive si negative Tnainte de a interpreta esantioanele
pacientilor.

Intensitatea coloratiei pozitive trebuie evaluata in contextul
oricarei coloratii de fond a martorului reactiv negativ.

Nota: Un rezultat negativ inseamna ca antigenul in cauza
nu a fost detectat, nu ca antigenul este absent in celulele
sau tesutul analizat. Se poate utiliza un grup de anticorpi
pentru a verifica rezultatele. In plus, morfologia fiecrei
probe de tesut trebuie examinata utilizand o sectiune
colorata cu hematoxilina si eozina. Un patolog calificat
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trebuie sa interpreteze rezultatele morfologice ale
pacientului si datele clinice pertinente.

quartett

ramase pot oferi o imagine de ansamblu a caracteristicilor
de colorare a PAX8 (QR016).

Caracteristici de performanta

Limitari

Anticorpul a fost validat prin IHC folosind sectiuni de tesut
uman FFPE din diferite tipuri de tesuturi sanatoase si
neoplazice.

Tabelul 1 Testarea sectiunilor de tesut sanatos FFPE

Tesut Cazuri pozitive/total
Tiroida 2/2

Rinichi 10/10

Endometriu 11

Trompa uterina 3/3

Amigdala 0/10

Apendice 0/10

Tabelul 2 Testarea sectiunilor de tesut neoplazic FFPE
Tesut Cazuri pozitive/total
Carcinom tiroidian 13/14

Carcinom renal 9/10

Carcinom ovarian 18/20

Carcinom endometrial 8/9

PAX8 (QR016) nu prezinta reactivitate incrucisata cu
PAX5 sau PAX6.

Performanta analitica

Anticorpul a trecut toate testele de performanta analitica.
Sensibilitatea analitica a fost determinata prin masurarea
concordantelor cu tesuturile pozitive cunoscute, iar
specificitatea analitica a fost determinata prin masurarea
concordantelor cu tesuturile negative cunoscute, cu o
concordanta globala de cel putin 90% intre noul test si
rezultatele asteptate pentru fiecare. Rezultatele sunt de
100% fiecare.

Veridicitatea a fost verificata prin comparare cu un produs
independent si este confirmata prin faptul ca rezultatele
corespund 100%.

Metoda are un nivel ridicat de precizie - repetabilitatea in
cadrul unei serii (efectuata de mai multe ori in aceeasi zi
de acelasi analist cu acelasi instrument),
reproductibilitatea intre serii (efectuata in zile diferite de
analisti diferiti cu instrumente diferite) si reproductibilitatea
de la un lot la altul (rezultatele unui nou lot de reactivi
comparate cu cele ale unui lot utilizat anterior) sunt
confirmate cu 100% fiecare. Veridicitatea si precizia
conduc la un nivel ridicat de acuratete a masurarii pentru
metoda.

Deoarece IHC este o metoda de detectie calitativa care
furnizeaza informatii cu privire la prezenta sau absenta
antigenului corespunzétor, parametrii legati de
concentratie limitele de detectie si cuantificare, limita de
taiere/toleranta, domeniul de masurare si linearitatea nu
sunt aplicabile si nu pot fi definite pentru acest produs.

Performanta clinicad

Pentru evaluarea performantei clinice, imaginile de
colorare autorizate furnizate de clienti utilizand clona
QRO016 au fost evaluate pentru a dovedi dovezi clinice cu
scopul de a obtine o vizualizare robusta si corecta a
antigenului tint& Tn probe clinice cu niveluri de expresie
necunoscute, contribuind astfel la un diagnostic valid.
Parametrii de performanta clinica au fost calculati cu un
total de 14 carcinom tiroidian, 10 carcinom cu celule
renale, 20 carcinom ovarian, 9 carcinom endometrial [date
proprii], precum si 10 amigdale si 10 tesuturi de apendice
[date proprii]. Sensibilitatea de diagnostic, specificitatea de
diagnostic, PPV, NPV si LR- rezultand sumarizate au fost
de 100%, 100%, 100%, 100% si O (interpretate ca dovezi
de diagnostic convingatoare), respectiv. Rezultatele
evaluarii performantei clinice sunt in conformitate cu
literatura stiintifica revizuita de colegi, dupa cum se arata
in sectiunea ,Rezumat si explicatii”. Tesuturile testate
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1. Pentru utilizare in diagnostic in vitro.

2. Numai pentru utilizare in laborator.

3. Acest reactiv este ,numai pentru uz profesional”,
deoarece imunohistochimia este un proces in mai
multe etape care necesita pregatire specializata in
selectarea reactivilor, tesuturilor, fixarii si procesarii
adecvate, pregatirea lamei imunohistochimice,
alegerea sistemului de detectie si interpretarea
rezultatelor colorarii.

4. Colorarea tesuturilor depinde de manipularea,
prelucrarea si depozitarea tesuturilor inainte de
colorare. Fixarea, congelarea, decongelarea,
spalarea, uscarea, incalzirea, sectionarea sau
contaminarea cu alte tesuturi sau fluide
necorespunzatoare pot produce artefacte, captarea
anticorpilor sau rezultate incorecte. Performanta
optima necesita o calitate adecvata a probei, precum
si o pregatire adecvata a probei.

5. Contracolorarea excesiva sau incompleta poate
compromite interpretarea corecta a rezultatelor.

6. Rezultatele fals pozitive pot fi observate din cauza
legarii neimunologice a proteinelor sau a produselor
de reactie ale substratului. De asemenea, acestea pot
fi cauzate de pseudoactivitatea peroxidazei
(eritrocite), biotina endogena (exemplu: ficat, creier,
rinichi) sau activitatea peroxidazei endogene (citocrom
C).

7. Atunci cand sunt utilizate in etapele de blocare,
serurile normale din aceeasi sursa animala ca
antiserurile secundare pot provoca rezultate fals
negative sau fals pozitive din cauza efectului
autoanticorpilor sau al anticorpilor naturali.

8. Tesuturile de la persoanele infectate cu virusul
hepatitei B si care contin antigen de suprafata al
hepatitei B pot prezenta coloratie nespecifica cu HRP.

9. Pot aparea rezultate neasteptate din cauza
variabilitatii biologice a expresiei antigenului in
neoplasme sau alte tesuturi patologice.

10. Interpretarea clinica a oricarui rezultat al testului
trebuie evaluata in contextul istoricului medical al
pacientului si al rezultatelor altor teste de diagnostic
de laborator. 11. Coloratia trebuie efectuata intr-un
laborator certificat, autorizat, sub supravegherea unui
patolog calificat care este responsabil de evaluarea si
asigurarea adecvarii controalelor pozitive si negative.
Producatorul nu este raspunzator pentru rezultatele
incorecte datorate evaluarii vizuale.

11. Anticorpii prediluati sunt gata de utilizare si optimizati
pentru colorare. Diluarea suplimentara poate duce la
rezultate incorecte.

12. Dupa validarea cu succes, utilizatorii pot dilua
concentratele de anticorpi in conformitate cu cerintele.
Trebuie utilizate si documentate controale adecvate.

13. Performanta produsului a fost stabilita folosind numai
procedurile furnizate Tn aceasta fisa de prezentare, iar
modificarile aduse acestor proceduri pot duce la
modificari ale eficientei. Neaplicarea conform
prescriptiilor din aceasta fisa tehnica conduce la
pierderea oricarei raspunderi. Orice modificari ale
produsului, compozitiei, implementarii, precum si
utilizarea in combinatie cu orice reactivi, altele decat
cele recomandate in prezentul document, nu sunt
permise; utilizatorii sunt responsabili ei insisi pentru
aceste modificari si trebuie sa efectueze o validare
prealabila.

14. Aplicarea Tn combinatie cu dispozitive de
diagnosticare, de exemplu, o platforma de colorare
automata, necesita o validare prealabila inainte de
colorarea specimenului pacientului.

15. Nu ne asumam responsabilitatea pentru eventualele
daune, inclusiv vatamari corporale, timp sau efort pe
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pierderi economice cauzate de acest produs. Garantia Explicatia simbolurilor
noastra este limitata la pretul platit pentru produs.
Numar de catalog Utilizat de
Rezolvarea problemelor Catalog number E Use by
Codul lotului Jf o Limitarea 1empe(atqrii
1. Numai celulele intacte trebuie utilizate pentru Batch code Temperature fmitation
interpretarea rezultatelor colorérii, deoarece celulele IvD|  Diagnosticin vitro H Respectali instructiunile de utiizare

In vitro diagnostic agent Consult instructions for use

degenerate prezinta o colorare nespecifica.

2. Daca nu apare colorarea, controlati ordinea de
aplicare a reactivilor. Respectati toate indicatiile date
in instructiunile de utilizare.

3. Nu lasati sectiunile s& se usuce.

4. Daca apare o colorare slaba, acordati atentie in timpul
etapelor de colorare cromogenului proaspat preparat,
timpilor si temperaturilor de incubare, precum si
scurgerii precise a reactivilor.

5. Evitati colorarea de fond excedentara prin
indepartarea optimé a parafinei, spélarea lamelelor si
diluarea anticorpului primar. In cazul unei coloratii de
fond excesive, este posibil sa fie prezente niveluri
ridicate de biotind endogena (cu exceptia cazului in
care se utilizeaza un sistem de detectie fara biotina).
Trebuie inclusa o etapa de blocare a biotinei.

6. Azida de sodiu inactiveaza HRP, ceea ce poate duce
la rezultate false. Se spala sectiunile in tampon fara
azida de sodiu.

7. Contactati serviciul clienti quartett in caz de neclaritati.

Producator
Manufacturer
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[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.
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quartett Biotechnologie GmbH

Am Muhlenberg 4, 14476 Potsdam, Germania
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Producator
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Am Muhlenberg 4, 14476 Potsdam, Germania
cert. by TUV Rheinland LGA Products GmbH
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Tel: +49 (0)331 967 826-00

Tn cazul in care utilizatorul se confrunta cu probleme
tehnice sau legate de performanta produsului, va rugam
sa consultati producatorul sau o autoritate competenta.

Orice incident grav care a avut loc n legatura cu
dispozitivul trebuie raportat producatorului si autoritatii
competente a statului membru in care este stabilit
utilizatorul si/sau pacientul.

Rezumatul sigurantei si performantei (SSP) poate fi gasit
in EUDAMED atunci cand modulul aferent este disponibil.

Revizuirii

Modificarea (modificarile) efectuata(e): -

p008_pax8-qr016-v1-0-2025-06-30 C € 0197 65/ 81


http://www.quartett.com/

SK NAVOD NA POUZITIE

Krali¢ia monoklonalna protilatka proti

PAX8 (QR016)

In vitro diagnostické pouZitie (IVD)

5 %e 3

5
v‘ [
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Obrazok1 Karcinom vajecnikov farbeny s anti-PAX8
(QRO16)

quartett

antigénu vykonava prostrednictvom Specifickej vazby
primarnej protilatky. Sekundarna protilatka sa viaze na
primarnu protilatku a enzymovy komplex oznagéi tento
komplex. Vysledkom enzymatickej aktivacie chromogénu
je viditelny reakény produkt v mieste antigénu. Kazdy krok
sa inkubuje presne stanoveny Cas a teplotu a vyzaduje si
medzistupne premyvania. Vzorka sa potom mbze
protifarbit. Vysledky sa interpretuji pomocou svetelného
mikroskopu.

Poskytnuté materialy

Primarna protilatka Anti-PAX8 (QR016)

Hostitel Kralik

Podtrieda 1gG

Imunogén Synteticky peptid ludského PAX8

Koncentrat protilatky ~ Koncentrovana protilatka v TRIS
(pH 7,4) s <1 % séra (hovadzie,
oslie) a < 0,1 % azidu sodného

Odporuc¢any rozsah 1:100 - 1:200

pracovného riedenia

Identifikacia produktu

C-P008-025 25yl Koncentrat
C-P008-01 0.1 ml Koncentrat

C-P008-05 0.5 ml Koncentrat
C-P008-10 1 ml  Koncentrat
P-P008-30 3 ml Pripravené na pouzitie
P-P008-70 7 ml  Pripravené na pouzitie
P-P008-150 15 ml Pripravené na pouzitie

Zamyslané pouzitie

Protilatka proti Cloveku na diagnostické pouzitie in vitro.
Primarna protilatka je ur€ena na kvalitativnu detekciu
sUvisiacich antigénov uvedenych v &asti ,Suhrn a
vysvetlenie®. Je ur€ena na pouZitie v ramci
imunohistochemického (IHC) postupu na formalinom
fixovanych, parafinom zaliatych (FFPE) tkanivovych
rezoch s naslednou vizualizaciou svetelnou mikroskopiou
na pomoc pri diagnostike nadorov. Protilatka sa méze
pouzivat manuélne alebo s akoukolvek automatizovanou
farbiacou platformou.

Produkt méze pouzivat len opravneny a kvalifikovany
personal. Klinicka interpretacia akychkolvek vysledkov
testu by sa mala hodnotit v kontexte anamnézy pacienta a
vysledkov inych diagnostickych laboratérnych testov.
Vyhodnotenie musi vykonat kvalifikovany patoldg.

Protilatka pripravena  Predriedena protilatka v TRIS (pH
na pouZzitie 7.4) s <1 % séra (hovadzie, oslie)
a < 0,1 % azidu sodného

Na etikete vyrobku je uvedené Cislo konkrétnej Sarze.
Kazda jednotliva 8arza sa porovnava a upravuje s
referen¢nou Sarzou, aby sa zabezpecila konzistentna
imunohistochemicka uc¢innost farbenia od Sarze k Sarzi.

Predriedena protilatka je pripravena na pouzitie a
optimalizovana na farbenie. Nie je potrebné Ziadne dalSie
riedenie, rekonétitucia, mieSanie ani titracia.

Koncentrat protilatky je optimalizovany na riedenie v
rozsahu riedenia pomocou Q Diluent for IHC (kat. €. AD-
001-xxxx). Uvedeny rozsah riedenia by sa mal povazovat
za odporucanie a zavisi od réznych skutocnosti (tkanivo,
fixacia, podmienky inkubacie atd.). Optimalne riedenie sa
ma urcit vo vlastnom systéme pouzivatela.

Pozadované, ale nedodavané materialy

Suhrn a vysvetlenie

PAX8 je ¢lenom rodiny transkripénych faktorov PAX
(Paired Box). Je nevyhnutny pre organogenézu pocas
embryonalneho vyvoja obli¢iek, Millerovych organov a
Stitnej Zlazy. Vzhfadom na obmedzenu expresiu v
normalnych tkanivach je PAX8 citlivym a Specifickym
markerom pre primarne nadory, ako aj pre metastatické
nadory z uvedenych organov a tkaniv.

PAX8 sa exprimuje v karcindme $§titnej zlazy (~ 90 %),
karcinéme endometria (84 - 98 %), karcinéme vaje¢nikov
(71 - 99 %) a karcinéme obli¢iek (~ 90 %) [1-2].

- Pozitivne a negativne kontroly

- Mikroskopické skli¢ka (pozitivne nabité) a krycie
sklicka

- nadoby na farbenie

- Casoval

- Xylén alebo alternativa xylénu, napr. roztok Q Dewax
(kat. €. DW-001-xxxx)

- Etanol

- Deionizovana alebo destilovana voda

- Vykurovacie zariadenie pre krok predbeznej Upravy
tkaniva

- Riedidlo protilatok, napr. Q Diluent for IHC (kat. €. AD-
001-xxxx)

- ¢inidlo na ziskavanie antigénu, napr. Q Retrieval Low
pH 6,0 (kat. €. AR-001-0120) alebo Q Retrieval High
pH 9,0 (kat. ¢. AR-002-0120)

- detekény systém, napr. supravy PolyQ Stain a vhodny
chromogén

- premyvaci pufr, napr. TBS (kat. €. BU-006-xxxx) alebo
TBS-Tween20 (kat. €. BU-007-xxxx)

- Blokovacie €inidlo

- Hematoxylin

- Montazne médium

- Svetelny mikroskop

Skladovanie a manipulacia

Princip postupu

Uvedena primarna protilatka je vhodna na
imunohistochemické farbenie rezov tkaniv FFPE na
zaklade Specifickej reakcie antigén-protilatka. Pomocou
detekEéného systému spojeného s chrenovou peroxidazou
(HRP) alebo alkalickou fosfatazou (AP) sa vizualizacia
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Skladuijte pri teplote 2 - 8 °C.

Pri spravnom skladovani je protilatka stabilna az do
datumu exspiracie uvedeného na flastiCke. To plati aj pre
dobu pouzitelnosti po otvoreni alebo po zriedeni
koncentratu koncovym pouzivatelom. Nepouzivajte po
datume exspiracie.
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Aby ste zabezpecili spravne dodanie Cinidla a stabilitu
protilatky, po kazdom pouziti vymerite uzaver davkovaca a
flasticku okamzite umiestnite do chladnej vertikalnej
polohy.

quartett

Postupy kontroly kvality

Priprava vzorky

Bezne spracované tkaniva FFPE su vhodné na pouzitie s
touto primarnou protilatkou. Odporac¢anym fixacnym
prostriedkom je 10 % neutralny timivy formalin. V désledku
prediZzenej fixacie alebo $pecialnych procesov, ako je
dekalcifikacia preparatov kostnej drene, sa mézu
vyskytnut rozdielne vysledky. Hrabka tkanivovych rezov,
ktoré by sa mali umiestnit na pozitivne nabité skli¢ka, by
mala byt 2 - 5 ym. Odporuc¢a sa predbezna Uprava
deparafinovaného tkaniva pomocou tepelne indukovaného
ziskavania epitopov (HIER). Preparaty by sa mali farbit ¢o
najskor, pretoze antigenicita narezanych tkanivovych
rezov sa méze ¢asom znizit.

Optimalny protokol predbeznej Upravy sa musi urcit vo
vlastnom systéme pouzivatela.

Upozornenia a bezpe€nostné opatrenia

1. Vyrobok smie pouzivat len opravneny a kvalifikovany
personal.

2. Ak sa vyrobok pouziva podla pokynov,
nepredpokladaju sa Ziadne zdravotné rizika. Karta
bezpecnostnych udajov je k dispozicii na vyziadanie.

3. Vyrobok obsahuje azid sodny ako konzervaénu latku.
Cisty azid sodny je toxicky. Koncentracia azidu
sodného v tomto ¢inidle je < 0,1 %, €o nie je
klasifikované ako nebezpec¢né.

4. Tak ako pri kazdom produkte pochadzajucom z
biologickych zdrojov je potrebné pouzivat spravne
postupy manipulacie.

5. NepouZivajte Cinidla po datume exspiracie.

6. Pri manipulacii s ¢inidlami dodrziavajte primerané
bezpenostné opatrenia. PouZivajte ochranny odev a
rukavice.

7. VSetky nebezpecné materidly by mali byt zlikvidované
v sulade s pokynmi pre likvidaciu nebezpecného
odpadu. S materialmi ludského alebo zZivocisneho
pbévodu by sa malo zaobchadzat ako s biologicky
nebezpeénymi materialmi a likvidovat ich s nalezitymi
bezpe&nostnymi opatreniami.

8. Zabrarte mikrobialnej kontaminacii €inidiel, pretoze
mdzZe sposobit’ nespravne vysledky.

Postup farbenia

Primarna protilatka bola optimalizovana na pouzitie v
kombinacii s detekénymi systémami PolyQ Stain.
Nasledujuce udaje su odporu€aniami. Vzhladom na
rozdiely vo fixacii a spracovani tkaniva, ako aj na
v§eobecné podmienky laboratérnych pristrojov a
prostredia méze byt potrebné upravit’ ¢as inkubacie.
Optimalny protokol si musi urcit pouzivatel vo vlastnom
systéme.

Ziskavanie antigénu: HIER; Varit tkanivové rezy v Q
Retrieval priblizne 30 minut, po ¢om nasleduje chladenie
pri izbovej teplote (RT).

Inkubacia primarnej protilatky 30 - 60 min pri RT.

Protokol farbenia: Postupuijte podla postupu opisaného v
navode pouzitého detekéného systému.

Odporucania pre farbiace protokoly:

1. Leica Bond

Riedenie -1:100

Preduprava - HIER: ER2 30 min
Inkubacia - 60 min

Detekcia - Bond Polymer Refine
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Pozitivna kontrola tkaniva

Pri kazdom vykonanom farbiacom postupe sa musi
vykonat' pozitivna tkanivova kontrola na monitorovanie
spravneho fungovania spracovanych tkaniv a testovacich
¢inidiel. Zname pozitivne kontroly tkaniva by sa nemali
pouzivat ako pomocka pri ur€ovani Specifickej diagnézy
vzorky pacienta.

Ak pozitivne tkanivové kontroly nepreukazu primerané
pozitivne zafarbenie, vysledky s testovanymi vzorkami sa
musia povazovat za neplatné.

Priklad pre pozitivnu tkanivovu kontrolu:

- Oblicky (Vo vacsine epitelovych buniek proximalnych a
distalnych obli¢kovych tubulov, zbernych kanalikov a
parietalnych epitelovych buniek Bowmanovho puzdra
by malo byt viditelné asporn slabé az stredne vyrazné
jadrové sfarbenie)

- -Vajickovod (slabé az stredne silné, vyrazné jadrové
sfarbenie vo vacsine riasinkovych epitelovych buniek a
silné jadrové sfarbenie interkalarnych sekreénych
epitelovych buniek)

Negativna kontrola tkaniva

Negativna kontrola tkaniva poskytuje indikaciu
nespecifického farbenia pozadia. Ak sa v miestach
negativnej kontroly tkaniva vyskytne $pecifické farbenie,
vysledky so vzorkami pacienta sa musia povazovat za
neplatné.

Rozmanitost typov buniek pritomnych vo vacsine
tkanivovych rezov ponuka vnutorné negativne kontrolné
miesta. Preto sa to isté tkanivo pouzité na pozitivhu
tkanivovu kontrolu méze pouzit ako negativna tkanivova
kontrola.

Priklad pre vnatornu negativnu tkanivovu kontrolu:
- Tonzily (v dlazdicovych epitelovych bunkach a v
lymfocytoch by nemalo byt viditelné Ziadne farbenie)

Nezrovnalosti

Ak vysledky kontroly kvality nespifiaju $pecifikécie,
vysledky pacienta su neplatné. Identifikujte a odstrarite
problém (pozri ¢ast ,RieSenie problémov“) a potom
zopakuijte cely postup so vzorkami pacientov.

Negativne kontrolné cinidlo

Negativne kontrolné €inidlo sa pouziva namiesto primarnej
protilatky na vyhodnotenie ne$pecifického farbenia. Druh
hostitela a ¢as inkubacie by mali byt podobné ako pri
primarnej protilatke.

Interpretacia vysledkov

Postup imunofarbenia spdsobuje vyzrazanie farebného
reakéného produktu na miestach antigénu lokalizovaného
primarnou protilatkou.

Bunkova lokalizacia: Nuklearna.

Kvalifikovany patoldg so skisenostami s
imunohistochemickymi postupmi musi pred interpretaciou
vzoriek pacientov vyhodnotit’ pozitivne a negativne
kontroly tkaniva.

Intenzita pozitivneho farbenia by sa mala posudzovat v
kontexte akéhokolvek farbenia pozadia negativnej kontroly
¢inidla.

Poznamka: Negativny vysledok znamena, Ze prislusny
antigén nebol zisteny, nie Ze antigén nie je pritomny v
testovanych bunkach alebo tkanive. Na overenie
vysledkov sa méze pouzit panel protilatok. Okrem toho by
sa mala preskumat morfolégia kazdej vzorky tkaniva
pomocou rezu zafarbeného hematoxylinom a eozinom.
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Kvalifikovany patolég musi interpretovat morfologické
nalezy pacienta a prislusné klinické udaje.

Charakteristiky vykonu

Protilatka bola validovana metédou IHC s pouzitim rezov
FFPE ludského tkaniva réznych typov zdravych a
neoplastickych tkaniv.

Tabul'ka 1 Testovanie zdravych FFPE tkanivovych rezov

quartett

mozu poskytnut prehlad o viastnostiach farbenia PAX8
(QRO16).

Zostavajuce testované tkaniva mézu poskytnat prehlad o
vlastnostiach farbenia PAX8 (QR016).

Obmedzenia

Tkanivo Pozitivne/celkom
pripadov

Stitna Zlaza 2/2

Oblicky 10/10

Endometrium 11

Vajcovod 3/3

Mandle 0/10

Dodatok 0/10

Tabul'ka 2 Testovanie neoplastickych rezov tkaniva FFPE

Tkanivo Pozitivne/celkom
pripadov

Karcinom §titnej Zlazy 13/14

Karcinom obli¢iek 9/10

Karcindm vajecnikov 18/20

Karcinom endometria 8/9

PAX8 (QR016) nevykazuje skrizenu reaktivitu s PAX5
alebo PAXG.

Analyticky vykon

Protilatka presla vSetkymi testami analytickej ucinnosti.
Analyticka citlivost bola stanovena meranim zhody so
znamymi pozitivnymi tkanivami a analyticka Specifickost
bola stanovena meranim zhody so znamymi negativnymi
tkanivami, pri€om celkova zhoda medzi novym testom a
ocakavanymi vysledkami bola najmenej 90 %. Vysledky su
100 %.

Pravdivost bola overena porovnanim s nezavislym
produktom a je potvrdena ako 100 % zhoda vysledkov.
Metéda ma vysoku Uroven presnosti - opakovatelnost v
ramci série (vykonana niekolkokrat v ten isty den tym
istym analytikom s tym istym pristrojom),
reprodukovatelnost medzi sériami (vykonana v rézne dni
réznymi analytikmi s réznymi pristrojmi) a
reprodukovatelnost medzi jednotlivymi sériami (vysledky
novej série inidla v porovnani s vysledkami predtym
pouzitej série) su potvrdené vzdy na 100 %. Vysledkom
pravdivosti a presnosti je vysoka urover presnosti merania
metddy.

KedZe IHC je kvalitativna detekéna metdda, ktora
poskytuje informacie o tom, &i je prislusny antigén
pritomny alebo nie, parametre suvisiace s koncentraciou -
limity detekcie a kvantifikacie, medzna hodnota/tolerancia,
rozsah merania a linearita - nie su uplatnitelné a nie je
mozné ich pre tento vyrobok definovat.

Klinicka vykonnost’

Na posudenie klinickej vykonnosti boli vyhodnotené
autorizované obrazky farbenia poskytnuté zakaznikmi s
pouzitim klonu QR016 na preukazanie klinickych dékazov
s cielom dosiahnut robustnu a spravnu vizualizaciu
cielového antigénu v klinickych vzorkach s neznamou
uroviiou expresie, €o prispieva k platnej diagnoéze.
Klinické parametre vykonnosti boli vypocitané s celkovym
poctom 14 karcindmov Stitnej Zl'azy, 10 karcindmov
obli¢iek, 20 karcindmov vaje¢nikov, 9 karcinomov
endometria [vlastné Udaje], ako aj 10 tkaniv tonzil a 10
tkaniv apendixu [vlastné Udaje]. Suhrnna diagnosticka
citlivost, diagnosticka Specificita, PPV, NPV a LR- priniesli
vysledky 100 %, 100 %, 100 %, 100 % a O (interpretované
ako presvedcivy diagnosticky dékaz), v uvedenom poradi.
Vysledky hodnotenia klinického vykonu su v sulade s
vedeckou recenzovanou literatdrou, ako je uvedené v Casti
LZhrnutie a vysvetlenie®. Zostavajuce testované tkaniva
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1. Na diagnostické pouzitie in vitro.

2. Len na laboratérne pouzitie.

3. Toto ¢inidlo je ,len na profesionalne pouzitie®, pretoze
imunohistochémia je viacstupriovy proces, ktory si
vyzaduje Specializované Skolenie v oblasti vyberu
vhodnych ¢&inidiel, tkaniv, fixacie a spracovania,
pripravy imunohistochemického preparatu, vyberu
detekéného systému a interpretacie vysledkov
farbenia.

4. Farbenie tkaniv zavisi od manipulacie, spracovania a
skladovania tkaniva pred farbenim. Nespravna fixacia,
zmrazovanie, rozmrazovanie, umyvanie, susenie,
zahrievanie, rezanie alebo kontaminacia inymi
tkanivami alebo tekutinami méze spdsobit artefakty,
zachytenie protilatok alebo nespravne vysledky.
Optimalny vykon si vyzaduje primeranu kvalitu vzorky,
ako aj vhodnu pripravu vzorky.

5. Nadmerné alebo neupiné protifarbenie méze ohrozit
spravnu interpretaciu vysledkov.

6. Mbzu sa vyskytnut faloSne pozitivne vysledky z
dovodu neimunologickej vazby proteinov alebo
produktov reakcie substratu. Mézu byt spésobené aj
pseudoperoxidazovou aktivitou (erytrocyty),
endogénnym biotinom (priklad: pe¢en, mozog, oblicky)
alebo endogénnou peroxidazovou aktivitou (cytochrom
C).

7. Pri pouziti v blokovacich krokoch mézu normalne séra
z toho istého zivogiSneho zdroja ako sekundarne
antiséra sposobit’ faloSne negativne alebo faloSne
pozitivne vysledky v dosledku ucinku autoprotilatok
alebo prirodzenych protilatok.

8. Tkaniva os6b infikovanych virusom hepatitidy B, ktoré
obsahuju povrchovy antigén hepatitidy B, mézu
vykazovat neSpecifické farbenie pomocou HRP.

9. Neocakavané vysledky sa moézu vyskytnut v dosledku
biologickej variability expresie antigénu v nadoroch
alebo inych patologickych tkanivach.

10. Klinicka interpretacia akychkolvek vysledkov testu by
sa mala hodnotit' v kontexte anamnézy pacienta a
vysledkov inych diagnostickych laboratérnych testov.
11. Farbenie sa musi vykonavat v certifikovanom,
licencovanom laboratériu pod dohfadom
kvalifikovaného patoléga, ktory je zodpovedny za
vyhodnotenie a zabezpecenie primeranosti pozitivnych
a negativnych kontrol. Vyrobca nezodpoveda za
nespravne vysledky v désledku vizualneho
hodnotenia.

11. Predriedené protilatky su pripravené na pouZitie a
optimalizované na farbenie. DalSie riedenie méze viest
k nespravnym vysledkom.

12. Po uspeSnej validacii mézu pouzivatelia riedit
koncentraty protilatok podla poZiadaviek. Musia sa
pouzit a zdokumentovat vhodné kontroly.

13. Uginnost vyrobku bola stanovena len pomocou
postupov uvedenych v tejto pribalovej informacii a
zmeny tychto postupov mézu viest k zmenam
ucinnosti. Nepouzitie podla pokynov uvedenych v
tomto technickom liste vedie k strate akejkolvek
zodpovednosti. Akékolvek zmeny vyrobku, zloZenia,
realizacie, ako aj pouzitie v kombin&cii s inymi
¢inidlami, ako su odporucané v tomto dokumente, nie
su povolené; pouzivatelia su za tieto zmeny
zodpovedni sami a musia vykonat' predchadzajucu
validaciu.

14. Pouzitie v kombinacii s diagnostickymi zariadeniami,
napr. automatizovanou farbiacou platformou, si
vyzaduje predchadzajucu validaciu pred farbenim
vzorky pacienta.
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15. Nenesieme zodpovednost za pripadné Skody vratane
zranenia os0Ob, ¢asu alebo Usilia na ekonomické straty
spbsobené tymto vyrobkom. Nasa zaruka je
obmedzena na cenu zaplatenu za vyrobok.

quartett

Vysvetlenie symbolov

RieSenie problémov

1. Na interpretaciu vysledkov farbenia by sa mali
pouzivat len neporusené bunky, pretoze
degenerované bunky vykazuju neSpecifické farbenie.

2. Ak neddjde k ziadnemu zafarbeniu, skontrolujte
poradie aplikacie Cinidiel. Dodrziavajte vSetky pokyny
uvedené v navode na pouzitie.

3. Nedovolte, aby rezy vyschli.

4. Ak dojde k slabému zafarbeniu, venujte poc¢as krokov
farbenia pozornost ¢erstvo pripravenému
chromogénu, inkubaénym ¢asom a teplotam, ako aj
presnému odcerpavaniu Cinidiel.

5. Optimalnym odstranenim parafinu, premytim
preparatov a zriedenim primarnej protilatky zabrarite
nadmernému zafarbeniu pozadia. Ak ddjde k
nadmernému zafarbeniu pozadia, mézu byt pritomné
vysoké hladiny endogénneho biotinu (pokial sa
nepouziva detekény systém bez biotinu). Mal by sa
zahrnut krok blokovania biotinu.

6. Azid sodny inaktivuje HRP, €¢o mdze viest k faloSnym
vysledkom. Premyte rezy v pufri bez azidu sodného.

7. V pripade akychkolvek nejasnosti kontaktujte
zakaznicky servis spolo¢nosti quartett.

Literatara

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.

Distributor

quartett Biotechnologie GmbH

Am Muhlenberg 4, 14476 Potsdam, Nemecko

Tel: +49 (0)30 765 925-0 « Fax: +49 (0)30 765 925-55
service@quartett.com « www.quartett.com

Vyrobca

u biocyc Biotechnologie GmbH & Co. KG
Am Miihlenberg 4, 14476 Potsdam, Nemecko
Certifikat TUV Rheinland LGA Products GmbH
ISO 13485 & ISO 9001
Tel: +49 (0)331 967 826-00

V pripade, Ze sa u pouzivatela vyskytnu akékolvek
technické alebo vykonnostné problémy s vyrobkom,
obratte sa na vyrobcu alebo prislusny organ.

Kazdy zavazny incident, ktory sa vyskytol v suvislosti s
pomdckou, sa musi nahlasit’ vyrobcovi a prislusnému
organu ¢lenského Statu, v ktorom ma pouzivatel a/alebo
pacient sidlo.

Suhrn bezpecénosti a vykonu (SSP) najdete v systéme
EUDAMED, ked je k dispozicii prislusny modul.

Revizie

Vykonané zmeny: -

p008_pax8-qr016-v1-0-2025-06-30 C € 0197

LG E R
=]

Kataldgové &islo
Catalog number

Keéd sarze Jf oo
Batch code 27
In vitro diagnosticka [Iﬂ

latka
In vitro diagnostic agent

Vyrobca
Manufacturer

Pouzivanie do
Use by

Teplotné obmedzenie
Temperature limitation

Preditajte si navod na pouZzitie
Consult instructions for use

69 /81


http://www.quartett.com/

BG WHCTPYKUUU 3A YINOTPEBA

3aeLlKo MOHOKNOHAaNHO aHTUTANO
cpeluy
PAX8 (QR016)

WH sumpo duaezHocmuy4Ha yriompeba (1VD)

»#3 ‘t)e B , ﬁ) |
i # Q0 z.’“—o ‘;‘«.‘ “;'b'
U A

®durypa 1 KapumHOM Ha ANYHULMTE, OLBETEH C aHTU-
PAX8 (QR0O16)

quartett

MpuvHUMN Ha NnpoueaypaTa

[ToCO4EeHOTO MbPBUYHO AHTUTANO € NOAXOAALLO 33
VMYHOXUCTOXUMWYHO ouBeTsiBaHe Ha FFPE TbkaHHM
paspesu Ha 6a3aTta Ha cneumnduyHa peakuusi aHTUreH-
aHTuTAno. C nomoLlTa Ha AeTeKTOpHa cMcTema, CBbp3aHa
¢ xpsiHoBa nepokcuaasa (HRP) nnun ankanHa docdatasa
(AP), BU3yanusaumsita Ha aHTUreHa ce n3BbpLUBa Ype3
crneundunyHO CBbp3BaHe Ha MbPBUYHOTO @HTUTANO.
BTOpUYHOTO aHTUTANO Ce CBbP3Ba C MbPBUYHOTO
AHTUTANO, @ EH3NUMHUAT KOMMNMEKC MapKupa T03u
KOMMekc. EH3MMHOTO akTuBMpaHe Ha XpomMoreHa Boau 4o
BUAVM NPOAYKT Ha peakuusiTa B MACTOTO Ha aHTUreHa.
Bcsika cTbnka ce MHKyBMpa 3a TOUHO onpeaeneHo BpemMe 1
TemnepaTtypa 1 U3nCKBa MEXANHHW CTHMKN Ha
npomuBaHe. Cnepn ToBa obpaselbT Moxe aa 6bae
KOHTpaouBeTeH. Pesyntatute ce nHtepnpeTtupar ¢
NnoMoLLTa Ha CBETMMHEH MUKPOCKON.

lNpepocTaBeHM MaTepuanm

MbpBuyHO aHTUTANO  Anti-PAX8 (QRO16)

ocTonpuemMHuk 3aek
Mopknac IgG
MmyHoreH CUWHTETMYEH NenTua Ha YOBELLKNS

PAX8

UpeHTudmrkaumusa Ha npoagykra

C-P008-025 25 ul  KoHueHTpat
C-P008-01 0.1 ml KoHueHTpaTt

C-P008-05 0.5 ml KoHueHTpaT
C-P008-10 1 ml KoHueHTpat
P-P008-30 3 ml TloTtoB 3a ynotpeba
P-P008-70 7 ml ToToB 3a ynotpeba
P-P008-150 15 ml loToB 3a ynoTtpeba

KoHueHTpaT Ha KoHueHTpupaHo aHTutsno B TRIS

aHTUTANo (pH 7,4) c < 1 % cepymun
(roBexan, marapeLukn) n < 0,1 %
HaTpueB asng

MpenopbunteneH 1:100 — 1:200

pa6oTeH avanasoH
Ha paspexgaHe

MpeasunaeHa ynotpeba

AHTUYOBELLKO aHTUTANO 3a in vitro AgnarHocTn4Ha
ynoTpeba. MbpBUYHOTO aHTUTSANO € NpegHasHavYeHo 3a
Ka4yeCTBEHO OTKpMBAHE Ha CBbP3aHUTE aHTUIEHMN,
n3bpoeHu B pasgena ,Pestome n obsicHeHne".
MpenHa3HayeHo e Aa ce 13nona3ea B paMKuTe Ha
npoueaypa no nmyHoxmctoxumus (IHC) Bbpxy dukcupaHu
BbB hopmanuvH n Brpagenu B napadvH (FFPE) TbkaHHM
pa3pesn, nocrnefBaHn OT BU3yanusaums CbC CBETNIVHEH
MUKPOCKOT, 3a Aa Ce NoANOMOrHe AnarHocTukaTa Ha
TymMopa. AHTUTANOTO MOXe [a Ce U3Mon3Ba PbYHO Unm ¢
BCsika aBTOMaTusnpaHa nnatdopmMa 3a ouseTsBaHe.
MpoayKTLT MOXe Aa Ce 13Non3Ba camo OT OTOPU3MPaH U
KBanuduumpaH nepcoHan. KnnHMYHOTO ThiKyBaHe Ha
BCWYKM pe3ynTaTuh OT TecTa TpsibBa fAa ce oLeHsBa B
KOHTEKCTa Ha MeauLUMHCKaTa UCTopKs Ha nauueHTa un
pesynTaTuTe OT APYrY AMArHOCTUYHN nabopaTopHn
TecToBe. KBanuduumpaH natonor TpsioBa Aa U3BbpLUM
oueHkaTa.

['oToBO 3a ynoTpeba
aHTUTANO

MpepBapuTenHo paspeaeHo
aHtTnTANoB TRIS (pH7,4)c<1%
cepymu (roBexxan, marapeLuku) n <
0,1 % HaTpueB asug

ETvKeTbT Ha NpoayKTa Nnokassa KOHKPETHWSI HOMep Ha
naptugarta. Bcsika oTgenHa naptuga ce cpaeHsiBa u
Kopurupa ¢ pecbepeHTHa napTuaa, 3a Aa ce ocurypu
NoCrnefoBaTesIHO MMYHOXMCTOXMMUYHO OLBETSIBaHE OT
naptuga oo naptuaa.

MpeaBapuTenHo pa3peeHOTO aHTUTANO e roTOBO 3a
ynoTtpeba 1 onTMmm3vpaHo 3a ougeTsiBaHe. He e
HeobX0AMMO AOMbIHUTENTHO paspexaaHe,
Bb3CTaHOBSIBAHE, CMECBAHe UM TUTpUpaHe.
KOHLEHTpaTbT Ha aHTUTSNOTO € ONTUMU3UPaH 3a
paspexaaHe B paMKuTeE Ha AManasoHa Ha paspexaaHe ¢
nomouyta Ha Q Diluent for IHC (kaT. Ne AD-001-XxxX).
MocoyeHnsAT ananasoH Ha pa3pexaaHe Tpsbea fa ce
pasrnexpa kaTo npenopbka v 3aBUCU OT pa3nuyHu akTu
(TbkaH, duKcauus, ycnoBust Ha UHKyGupaHe 1 ap.).
OnTumanHoTo paspexaaHe Tpsibsa Aa ce onpeaenu B
cobcTBeHaTa cucTema Ha notpebutens.

Heo6xoanMmun matepumanu, KOMTO He Ca OCUTYPEHU

Pe3loMe 1 06ACHeHMe

PAX8 e uneH Ha cemelicTBoTo PAX (Paired Box) Ha
TPaHCKPUNLIMOHHWUTE cbakTopu. TON € XU3HEHOBAaXeH 3a
opraHoreHesaTta no Bpeme Ha eMB6p1UoHanHoTo pa3suTue
Ha 6b6peumnTe, opraHuTe Ha Mionep 1 WwWuToBMAHATA
xnesa. MNopaan orpaHuyeHaTa ekcnpecus B HopMarnHuTe
TbkaHn PAX8 e yyBcTBUTENEH 1 CneumdmryeH Mapkep 3a
MbPBUYHN TYMOPK, KaKTO 1 3a MeTacTaTu4HuU TYMopu OT
ropecrnomMeHaTuTe opraHu 1 TbKaHu.

PAX8 ce ekcrnipecupa npv KapLMHOM Ha LUTOBUAHATA
xnesa (~90%), engomeTpuaneH kapuuHom (84-98%),
KapumMHOM Ha snuHuumTe (71-99%) n 6B06peyHoKNeTbYEH
KapumHom (~90%) [1-2].
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- [NonoXuTenHu n oTpuLaTesnH1 KOHTPOMM

- Mwukpockonckv NpeaMeTHM CTbKNa (MONOXUTESNTHO
3apefeHn) 1 NOKpPUBHU NucTyeTa

- BypkaHu 3a ouBeTsiBaHe

- Tanwep

- Kcunon unu antepHaTuBa Ha kcunona, Hanp. pas3TBop
Q Dewax (kaT. Ne DW-001-xxxx)

- EtaHon

- [JevioHnsnpaHa nnu gectunvpaxHa Boaa

- OtonnutenHo o6opyaBaHe 3a eTana Ha
npeaBapuTenHa obpaboTka Ha TbkaHuTe

- Paspepgwuten 3a aHTutena, Hanpumep Q Paspeguten
3a IHC (kat. Ne AD-001-xxxx)

- PeareHT 3a pa3kpuBaHe Ha aHTUreHu, Hanpumep Q
Retrieval Low pH 6,0 (kaT. Ne AR-001-0120) unu Q
Retrieval High pH 9,0 (kat. Ne AR-002-0120)
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- Cucrema 3a getekums, Hanpvmep komnnekty PolyQ
Stain n noaxoasLy xpomoreH

- Bbydep 3a npommsaHe, Hanpumep TBS (kaT. Ne BU-
006-xxxx) nnn TBS-Tween20 (kat. Ne BU-007-xxxx)

- bnokupaly peaktns

- XemaToKCunuH

- MoHTaxHa cpega

- CBeTnuHeH MYKpocKon

quartett

Mpouenypa 3a ouBeTABaHe

CbXxpaHeHue 1 obpaboTka

CbxpaHsBawiTe npu Temnepartypa 2 - 8 °C.

KoraTo ce cbxpaHsiBa NpaBWIHO, @HTUTSANOTO € CTabuIHoO
[0 CpoKa Ha rogHOCT, MOCoYeH Bbpxy ¢hrakoHa. ToBa ce
OTHacs 1 3a Cpoka Ha rogHOCT crnef oTBapsiHe Unv cneq
paspexaaHe Ha KOHLeHTpaTa OT kpalHus notpebuten. He
13nonaeaiiTe crej M3TM4YaHe Ha cpoka Ha roAHOCT.

3a ga ocurypute NpaBUIHOTO OCTaBsiHE Ha peareHTa u
cTabunHocTTa Ha aHTUTANOTO, cref Besika ynoTpeba
CrnoXeTe KanaykaTta Ha fo3aTopa v BeAHara noctaBeTe
dnakoHa Ha XnagHo B M3NpaBeHO MOMOXeHMe.

MbpBUYHOTO @HTUTSANO € ONTUMM3MPAHO 3a U3MON3BaHe B
KOMGMHaLMsi cbC cuctemuTe 3a oTkpuaHe PolyQ Stain.
CnepgHute AaHHM ca npenopbku. MNopaan pasnuuusTa BbB
durkcmpaHeTo 1 0bpaboTkaTa Ha TbKaHUTE, KaKTo 1
nopaam obLwuTe NabopaTopHN UHCTPYMEHTMU 1 YCIOBUS HA
oKonHaTa cpefa, MOXe [a Ce Hanoxu aa ce Kopurupa
BpPEMETO 3a NHKybupaHe. ONTUManHUAT NPoTokon TpsibBa
fa ce onpeaenu B cobcTBeHaTa cuctema Ha notpebutens.

PaskpuBaHe Ha aHTurenn: HIER; CBapeTte TbkaHHUTe
yyactbum B Q Retrieval 3a npubnusutento 30 min,
nocrneABaHoO OT OXNaXAaHe Npu cTariHa TemrnepaTypa
(RT).

WHKyBupaHe Ha MbpBUYHOTO aHTUTANO 3a 30-60 min npu
RT.

lMpoTokon 3a ouseTsiBaHe: Cnepgavite npoueayparta,
onvcaHa B MHCTPYKUUWTE Ha usnonssaHarta cucrema 3a
OTKpUBaHe.

MogroTtoBka Ha npobara

Mpoueaypu 3a KOHTPOS Ha KA4eCTBOTO

PyTnHHO 06paboTteHute FFPE ThKkaHu ca noaxoasiim 3a
13non3BaHe C ToBa MbPBUYHO aHTUTSANO.
MpenopbyunTenHusaT dukcatop 3a TbkaHu € 10 %
HeyTpaneH bydepupaH bopmanuH. Be3amoxHo e ga ce
norny4aT NPOMEHNVBY pe3ynTaTi B pe3ynTaT Ha
NpoABbIMKUTENHO hUKCUpaHe 1nu cneuuanHy npouecy,
KaTo Aekanumdukaums Ha npenapaTn OT KOCTEH MO3bK.
[ebennHaTa Ha TbkaHHWUTE pa3pesu, kouTo Tpsibea aa ce
NOCTaBSAT BbPXy NOMOXWUTENHO 3apefeHn npeamMeTHN
CTbkna, Tpsbea aa 6bvae 2-5 uym. MNpenopbysa ce
npegBaputenHa obpaboTka Ha AenapaduHu3mpaHaTa
TbKaH C TOMNNHHO UHOYLUMPaHO pa3KkpvBaHe Ha enuTonu
(HIER). CnanigoBeTte TpsibBa fa 6baaTt ouBeTeHu
Bb3MOXHO Hal-CKOpO, Thil KaTO aHTUreHHOCTTa Ha
13psA3aHUTE TbKaHHW y4acTbLM MOXe Aa Hamaree ¢
TeYeHune Ha BpeMeTO.

OnTuUManHuAT NpoToKoN 3a NpeaBapuTenHa obpaboTka
TpsibBa Aa ce onpenenu B cobcTBeHaTa cucteMa Ha
notpeburens.

MpeaynpexaeHus 1 npeanasHu Mepku

1. OTtopusupaH 1 kBanudmumpaH nepcoHan Moxe aa
n3nonaea npogykra camo.

2. He ce o4akBa ga uma pucKoBe 3a 30paBeTo, ako
NpoayKTbT ce M3nona3ea crnopes ykasaHuata. MSDS e
Ha pas3nonioXXeHUe Npu NouCcKBaHe.

3. TpoaykTbT CbabpXa HaTPUEB a3ng KaTo KOHCEPBAHT.
YucTusaT HaTpueB asug e TokcudeH. KoHueHTpauuaTa
Ha HaTpueB a3ng B To3u peakTus e < 0,1 %, koeTo He
€ KnacmduLmpaHo KaTo OnacHo.

4. KakTo npu Bcekv NpoaykKT, NOyYeH OoT BMonormyHm
M3TOYHULM, TpsiBBa Aa ce U3non3eaTt NoaXoasaLn
npoueaypv 3a pabota.

5. He nanonssante peaktusuTe crnef u3tuvaHe Ha
Cpoka Ha rofiHoCT.

6. BsemeTe pasymHu npegnasHu Mepku npu pabota c
peareHTU. Vi3nonaeaiTe 3awmMTHO 0BnEKo 1
pbKaBuLM.

7. Bcwuyku onacHu matepuanu TpsabBa aa ce U3XBbpriaT
B CbOTBETCTBUE C yKa3aHUsITa 3a U3XBBbPISIHE Ha
onacHu otnagbun. C matepuanu oT YoBELLKM UMK
YXMBOTUHCKM Npousxop, Tpsibea aa ce paboTu kaTo ¢
61OMorMyHO onacHU MaTepuany u aa ce U3XBbpnsT ¢
noaxoAsLuy npeanasHn MepKu.

8. WN3bsreante MMKpOOHO 3aMbpCsiBaHE Ha peareHTuTe,
Tbi KaTo TO MOXe Aa AoBee 0 HenpaBuHn
pesyntaTtu.

p008_pax8-qr016-v1-0-2025-06-30

lMonoxumenHa mbKaHHa KOHMposa

MonoxwuTtenHa TbkaHHa KOHTpona TpsAbBa Aa ce nposexaa
npu Bcsika U3BbpLUEHa NpoLeaypa 3a ouseTsiBaHe, 3a Aa
ce npocrieav nNpaBuHOTO PYHKUMOHMPaHe Ha
06paboTeHNTE TbKaHN U TECTOBUTE peakTUBU. M3BeCcTHUTE
NOMOXMTENHM TbKaHHW KOHTPOMU He TpsibBa aa ce
M3ron3BaT kaTo NMOMOLLHO CPeACTBO 3a onpefernsiHe Ha
cneuudunyHa amMarHosa Ha npobata Ha nauveHTa.

AKO NOMOXUTENHNUTE TbKaHHWN KOHTPOMN He AeMOHCTpupar
NOAXOASILLO MONOXUTENHO OLBETSIBaHe, pe3yntaTute ¢
TecToBuTe NPo6K TpsibBa Aa ce cuuTaT 3a HeBanuaHw.

MpuMmep 3a NONOXMTENHA TbKaHHa KOHTpona:

- Bbbpek (B noBe4eTO ENUTENHU KNETKW Ha
NPOKCUMarnH1Te u auctanHute 6L6peyHn TyGynu,
cbbupaTtenHuTe kaHanyeTa v napueTanHuTe
enuTerHW KIeTkn Ha kancynaTta Ha BoymbH Tpsiba
fa ce Habnogaea noHe cnabo Ao YMEpeHO SICHO
n3paseHo sApeHo ouBeTsBaHe)

- ®anonuesa Tpbba (Cnabo Ao ymepeHo, ICHO
13paseHo sAPEHO OLBeTsIBaHe B MOBEYETO
PECHUYECTU ENUTENHN KNETKU U CUITHO SAPEHO
oUBETSIBAHE HA UHTEPKaNMPaHUTE CEKPETOPHU
enuUTerTHN KIeTKu)

OmpuyamenHa mbKaHHa KOHmMpoJsna

OTpuuaTenHaTta TbkaHHa KOHTpoONa Aasa NpeAcTasa 3a
HecneundnyHo POHOBO oLBeTABaHe. Ao B MecTaTa Ha
oTpuuaTenHaTta TbKaHHa KOHTpona ce NnosiBx cneundu4Ho
ouBeTsiBaHe, pe3ynratute c obpasumTe Ha naumeHTa
TpsibBa ga ce cumTar 3a HeBanuaHu.

Pa3Ho06pa3neTo oT KIeTbYHU TUMOBE, MPUCHCTBALLM B
NnoBeYeTO ThKaHHW pa3pe3u, Npeanara BbTPeLHN
oTpULATENHW KOHTPONHU yyacTbum. CnefoBaTenHo
chbliaTa TbKaH, 13noni3BaHa 3a NonoXuTenHaTta TbkaHHa
KOHTpOIa, MOXe Aa Cce M3Mon3Ba kaTo oTpulaTesniHa
TbKaHHa KOHTpona.

MpyMep 3a BbTPELLEH OTpULIaTENEH ThbKaHEH KOHTPO:

- ToHsun (He TpsibBa fa ce HabnoaaBa oUBeTSBaHe B
KNEeTKUTE Ha NIOCKOKNETbYHUSA ennTen 1 B
numdoumnTnTe

Hecbomeemcmeus

AKO pesynTaTuTe OT KOHTPOJa Ha KayecTBOTO He
OTroBapAT Ha cneundukauuuTe, pesynraTute Ha
nauveHTa ca HeBanuaHu. igeHtudpumumpante u
oTcTpaHeTe npobnema (BX. pasgen ,OTcTpaHsBaHe Ha
npobnemwn*), cnep KoeTo NoBTOpeTe LsnaTa npoweaypa ¢
npobuTe Ha nauueHTa.
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PeazeHm 3a ompuyamesnHa KoHmpona

PeareHTbT 3a oTpuuaTenHa KoOHTpona ce u3nonasa
BMECTO MbPBUYHOTO aHTUTANO, 3a Aa Ce OLEeHN
HecneundUYHOTO oLBeTsBaHe. BuabT Ha roctonpuemHumka
1 BpeMeTo 3a nHkybupaHe TpsibBa Aa ca NnogobHu Ha Tesn
Ha MbPBUYHOTO AHTUTAIO.

TbnKyBaHe Ha pesynTtaTute

MpouenypaTta 3a UMyHOOLBETSIBAHE BOAM [0 yTasiBaHe Ha
OLIBETEH peakUMOHEH MPOAYKT B MEcTaTa Ha aHTUreHa,
ToKanuampaH oT MbPBUYHOTO aHTUTANO.

KnetbyHa nokanusaums: AgpeHa

KBanuduumpaH naTomnor ¢ onuT B UMyHOXUCTOXMMUYHWTE
npouenypu TpsioBa Aa OLEHN NMONOXUTENTHUATE U
oTpuuaTenHUTe TbKaHHU KOHTPOMW, Npeau Aa
MHTEpRpeTVpa 06pasumMTe Ha NauueHTa.

WNHTEH3MBHOCTTA Ha NOMOXWUTENHOTO OLBETSIBaHE TpsibBa
[a ce OLeHsIBa B KOHTEKCTa Ha BCSIKO (DOHOBO OLBETSIBaHE
Ha oTpuLaTenHaTa KOHTPOna Ha peakTuBa.

3abenexka: OTpuuaTeneH pesynTaT o3HayaBa, 4e
BBMNPOCHUAT @aHTUrEH HE € OTKPUT, @ HE Ye aHTUreHbT
OTCbLCTBA B U3creABaHNTE KNeTku Unu ThkaHu. 3a
npoBepKa Ha pe3ynTaTtute MoXe Aa ce u3nonssa Habop oT
aHTutena. OcseH ToBa MopdonorMaTa Ha BCsika TbKaHHa
npoba TpsbBa Aa ce nscnenea, Kato ce U3nonsea ouBeTeH
C XeMaTOKCUIMWH 1 e03WH y4acTbk. KBanudguumpaH
naTornor Tpsabea Aa nHTepnpeTMpa MopdonorMyHNTE
HaxO[KW Ha NaumeHTa n CbOTBETHUTE KIMHWUYHW AaHHW.

PaboTHN xapaKTepuCcTUKn

AHTUTANOTO € BanuanpaHo ypes IHC, kaTo ca nsnonssaHun
FFPE YoBeLLKk/ TbkaHHW pa3pesun OT pa3nuyHy BUOOBE
30paBy U HEONNACTUYHN ThKaHW.

Tabnuua 1 TectBaHe Ha 3apaBu FFPE TbkaHHM cpesoBe

quartett

McTuHHOCTTa e npoBepeHa Ypes3 cpaBHEHUE C He3aBUCUM
nNpoayKT 1 € NOTBbpAEHa, Thii KaTo pedynraTute
cbenagat Ha 100 %.

MeToabT Ma BUCOKO HUBO Ha NPEL3HOCT -
NOBTOPSIEMOCTTA B PaMKWUTE Ha €4WH LMKbBI (M3BbpLUEHa
HSKOMNKO MbTU B €AUH U CbLUM AEH OT €AUH U CbLun
aHanu3aTop C eVH U CbLUM UHCTPYMEHT),
Bb3MPOU3BOAUMOCTTa MeXay LMKnuTe (M3BbpLUEHa B
pPasnNMYHN OHU OT PasNNYHU aHanU3aTopmn C pasnuyHn
WHCTPYMEHTM) 1 Bb3NPOU3BOAMMOCTTa Mexay naptuanTe
(pesynTaTuTe OT HOBa NapTuaa peareHT ce CpPaBHSBAT C
Tesu oT NMpeauHa napTuaa) ca norsbpaeHn cee 100 %
Bcsika. BepHocTTa 1 npeumaHocTTa BOASAT 40 BUCOKO HVBO
Ha TOYHOCT Ha U3MepBaHeTo 3a MeToAa.

Toii kaTo IHC e kayecTBeH MeTOA 3a OTKpUBaHe, KONTO
AaBsa uHgopmMaumsa ganv CbOTBETHUSIT aHTUIeH NPUCHCTBa
UNW He, CBBbP3aHNTE C KOHLEeHTpaumsaTa napameTpu
rpaHnLM Ha OTKpMBAHE W KONMYECTBEHO OnpeaensHe,
rpaHvua Ha NpekbCcBaHe/TonepaHc, 0bxBaT Ha U3MepBaHe
W NIMHENHOCT He ca NPUIOXUMK 1 He MoraT Aa 6bvaat
onpegeneHn 3a To3n NpoayKT.

KnuHu4yHo npedcmaesiHe

3a oueHKa Ha KIMHMYHOTO NpeacTaBsHe, OTOPU3NpaHUTe
CHUMKM Ha ouBeTsiBaHe, NPeAOoCTaBEHM OT KIIMEHTH,
nanon3asaLum knoHnHr QR016, ca oueHeHw, 3a aa ce
[oKaxaT KINMHUYHM foKa3aTencTea ¢ Len aa ce nocturHe
cTabunHa v npaBunHa BM3yanusauusi Ha LeneBust aHTUreH
B KIMMHUYHM NPoBK ¢ HEM3BECTHM HMBA Ha eKCnpecust, kKaTto
Nno TO3M Ha4YMH Ce JonMpuHEece 3a BanuaHa AnarHosa.
MapameTpuTe Ha KNMMHUYHOTO NPEACTaBsAHE Ca NU3YNCIEHN
c o6Lwo 14 kapuuHoma Ha WwuToBMaHaTa xrnesa, 10
6b6peyHOKNeTbYHN KapumHoma, 20 KapuuHoma Ha
ANYHMUMTE, 9 KapLUMHOMa Ha eHAoMeTpuyma [cobCTBEHM
OaHHu], kakTto 1 ¢ 10 TbKaHu Ha crnuemum 1 10 TbkaHu Ha
aneHaukc [cobcTBeHn AaHHM]. O606LweHnTe CTOMHOCTU Ha
OnarHocTMyHaTa 4yBCTBUTENHOCT, AnarHocTuyHara
cneundguyHocT, PPV, NPV u LR- ca cvotBeTHO 100 %,
100 %, 100 %, 100 % v 0 (nHTepnpeTMpaHu KaTo
ybeauTenHn guarHocTM4HN fokasartencrea). Pesynratute
OT OLEeHKaTa Ha KNMHUYHaTa ePeKTUBHOCT ca B
CbOTBETCTBME C Hay4yHaTa peLieH3paHa nureparypa,
KaKTo e nokasaHo B pasgen ,0606LweHne n obsicHeHne".
OcTaHanuTe TecTBaHM TbKaHW MoraT Aa Aagat oblia
npeLcTaBa 3a XapakTePUCTUKUTE Ha OLIBETSBAHETO Ha
PAX8 (QR016).

OrpaHuyeHus

TbKkaH MonoxumenHu/o6w,o
cny4au

LLinToBmaHaTta xnesa 2/2

Bbbpeumn 10/10

EHpomeTpuym 11

dPanonvesa Tpbba 3/3

ToH3un 0/10

MpunoxeHne 0/10

Ta6nuua 2 M3nuteaHe Ha HeonnacTuyHn FFPE TbkaHHM

paspesu

TbKkaH MonoxumenHu/o6w,o
cayyau

KapunHoM Ha wutoBmuagHaTa 13/14

xnesa

BbOpeyHOKIeTLYEH KapLUMHOM 9/10

Kapu1MHOM Ha sinyHuKa 18/20

KapuunHoM Ha eHOomeTpuyma 8/9

PAX8 (QR016) He noka3Ba kpbCTOCaHa PeakTUBHOCT C
PAX5 nnn PAX6.

AHanumuy4Ha eghekmueHocm

AHTUTANOTO NPEMUHA YCMELLHO BCUYKM TECTOBE 3a
aHanuMTMyHa edpekTMBHOCT. AHanmTMyHaTa
YyBCTBMTENHOCT € onpejernieHa Ypes n3mepBaHe Ha
CbOTBETCTBUSATA C U3BECTHU NONOXUTENHU ThKaHW, a
aHanuTMYHaTa cneumduyHOCT e onpeaeneHa ypes
n3mepBaHe Ha CbOTBETCTBUATA C U3BECTHU OTpULIATENHN
TbKaHU, KaTo 06LLOTO CbOTBETCTBUE MEXAY HOBUSI TECT U
o4akBaHuTe pesyntatu e Han-manko 90 %. Pesynrtatute
ca 100 % 3a Bceku OT TAX.
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1. 3a uH BUTpO AnarHocTnyHa ynotpeba.

2. Cawmo 3a nabopartopHa ynotpeba.

3. Tosu peakTuB e ,camo 3a npodpecunoHanHa ynorpeba“,
TbW KaTO MIMYHOXUCTOXMMUSITA € MHOroeTaneH
npoLiec, KOWTO U3NCKBa creumanmampaHo obyyeHve
3a 1360op Ha NoAXOAsALLM peaKTUBK, ThKaHMU,
uKkecpaHe n obpaboTka, NOAroToBKa Ha
MMYHOXUCTOXMMWYHOTO CTBKIO, N360p Ha cucTema 3a
OeTeKuMsl U MHTepnpeTauus Ha pesynraTuTe ot
oUBETSABAHETO.

4. OupeTsIBaHETO Ha TbKaHUTE 3aBUCK OT obpaboTkaTta,
npepaboTkata 1 CbXpaHEHNETO Ha TbKaHUTe npeawn
ouBeTaBaHeTo. HenpaBunHoTo hmkcupaHre,
3aMpassBaHe, pa3mpassiBaHe, M3MUBaHe, CyLLeHe,
HarpsiBaHe, psi3aHe UNn 3aMbpcsiBaHe C APYrU TbKaHu
UM TEYHOCTU MOXeE Aa AoBefe A0 apTedakTy,
ynaBsiHe Ha aHTUTena UnNy HenpaBUMHN pesynTaTy.
OnTumanHaTa edpeKkTMBHOCT N3UCKBa afeKBaTHO
Ka4yecTBO Ha npobaTa, kakTo 1 nogxoasiua
NOAroToBKa Ha npobara.

5. TMpeKkoMepHOTO UNWN HEMbBITHO KOHTpaoLBeTsIBaHe
MOXe [a KOMMPOMETUpa NPaBUIHOTO ThIIKyBaHe Ha
pesynratuTe.

6. MoraT aa ce Habntogasat anmMeo NONOXUTENHN
pe3ynTaTtv nopaau HEMMYHOIOMMYHO CBbpP3BaHe Ha
NPOTENHN UNW NPOAYKTU Ha cybcTpaTHaTa peakums.
Te morat ga 6baat NpuYMHEHN U OT
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ncesAonepokcmaasHa akTMBHOCT (epUTpoLnTH),
eHforeHeH BMOTUH (NpuMep: YepeH Apob, MO3bK,
6b6peLn) UNKn eHaoreHHa NepokcuaasHa akTMBHOCT
(untoxpom C).

7. Korato ce usnonaear B eTanute Ha 6nokupate,
HOPMarHUTE CEPYMM OT CbLUMS KUBOTUHCKU U3TOUHUK
KaTO BTOPUYHUTE aHTMCEPYMU MoraT Aa npeaunssukat
hanwmeo oTpuLaTenHu nnu anmBo NOMOXUTENHN
pe3ynTatu nopagu edekTa Ha aBToaHTUTENa Unm
eCTeCTBEHU aHTUTena.

8. TwbkaHu OT nuua, 3apa3seHu C BUpyca Ha xenatut B un
CbAbpXKaLUy NOBbPXHOCTEH aHTUIEH Ha XenaTuT B,
MoraT Aa NposiBST HecneundunyHo oLBETSBaHE C
HRP.

9. Moxe Aa ce nonyyaT HeO4aKkBaHu pe3yntatu nopaam
6GuonormyHaTa NPOMEHNMBOCT Ha eKcrpecusTa Ha
aHTUreHa B Heonnasmm UNv Apyry NaTonormyHn
TbKaHU.

10. KNMHWMYHOTO ThIKyBaHe Ha BCUYKM pe3ynTaTtu ot
TecTa TpsibBa Aa ce oLeHsiBa B KOHTEKCTa Ha
MeaMuMHCKaTa UCTOpYSl Ha NauueHTa 1 pesynrature
OT ApYru AMarHoCTUYHM NabopaTopHy TECTOBE.
OupeTsiBaHeTO TpsibBa Aa ce M3BbpLUBA B
cepTuduLmMpaHa, nuueHsnpaHa nabopaTtopusi noa
Haa3opa Ha KBanuduumpaH NnaTonor, KOTo oTroBaps
3a OLEeHKaTa 1 OCUrypsiBaHETO Ha aJeKBaTHOCTTa Ha
MOSIOXKUTENTHUTE U OTPULIATESTHUTE KOHTPOIN.
[Mpon3BoaMTEensT He HOCK OTFOBOPHOCT 3a
HenpaBuUIHU pe3ynTaTy, ObJbKallM ce Ha BU3yarnHa
oLieHka.

11. NpenBaputenHo paspefeHUTe aHTUTEnNa ca roToBu 3a
ynotpeba 1 onTummnsupaHu 3a ougetsBaHe. [o-
HaTaTbLUHOTO paspexaaHe MoXe Aa foBeae A0
HenpaBuIHU pesynTaTw.

12. Cnep ycnelHo BanvanpaHe notpebutenute morat
[a pa3pexaar KOHLeHTpaTuTe Ha aHTuTena B
CbOTBETCTBUE C U3nCkBaHusATa. TpsibBa ga ce
13nonaeaTt 1 4OKYMEHTMPAT NOAXOOSLUM KOHTPOMN.

13. EdbekTuBHOCTTa Ha NnpoAdyKTa e yCTaHOBEHa camo C
nomoLiTa Ha npoueaypuTe, NpeaocTaBeHu B Ta3n
NMCTOBKA, U MoAMdMKaLmMnTe Ha Te3u npoueaypu
moraT fja foBeaT A0 NPOMeEHU B e(peKTMBHOCTTA.
HenpwunaraHeTo cbrnacHo npegnucaHusTa B Tasu
MHdOPMaLUMOoHHa NUCTOBKa Boan Ao 3aryba Ha
BCsIkakBa OTrOBOPHOCT. Bcsikakeu NpomMeHu B
npoaykTa, CbCTaBa, U3MbITHEHNETO, KaKTO U
M3Mnon3BaHeTo B KOMOMHaLMS C OpYyrY peakTueu,
pa3nuyHK OT NpenopbYaHUTe TyK, He Ca paspeLleHy;
noTpebuTennuTe camm HOCSIT OTFTOBOPHOCT 3a Te3n
npoMeHu n TpsibBa Aa U3BbpLIAT NPeaBapUTENHO
Banuaupaxe.

14. MpunaraHeTo B KOMOUHALMS C AUArHOCTUYHU
YCTpOWCTBa, Hanp. aBTomaTuaupaHa nnatcgopma 3a
ouBeTsBaHe, U3VCKBa NPeABapUTENHO BanuaupaHe
npeau ouBeTsiBaHe Ha naumeHTcku obpased.

15. Hvue He noemame OTroBOPHOCT 3a EBEHTYarHM LETH,
BKJTIOUMTENHO NINYHU HApaHSIBaHUS, Bpeme Unm
ycunusl 3a UKOHOMMYECKM 3arybum, NpUUYMHEHU OT TO3M
npoaykT. Hawara rapaHums e orpaHuyeHa go LeHara,
nrnateHa 3a npoaykra.

quartett

5. WN3bsreante M3nuwHOTO hOHOBO OLBETSABAHE Ype3
ONTUMarHo oTCTpaHsiBaHe Ha napadvHa, n3mmnBaHe
Ha NPeAMETHM CTbKNa 1 paspexagaHe Ha MbPBUYHOTO
aHTUTANO. AKO ce NosiBu NpPekoMepHO POHOBO
ouBeTsBaHe, MOXe [a ca Hanuue BUCOKM HMBa Ha
eHporeHeH 61oTUH (OCBEH ako He ce M3nonaea
cucTeMa 3a OTKpMBaHe, KOATO He CbAbpxa OMOTUH).
TpsibBa ga ce BKMOYM CTbMKa 3a GnokmpaHe Ha
6uoTuHa.

6. HatpuesusT asug nHaktuempa HRP, koeTo moxe ga
posefe o hanwmemn pesyntatu. NamminTe cekummute
B Oydpep 6e3 HaTpueB asma.

7. CsbpxeTe ce c oTgena 3a obcnyxBaHe Ha KIMeHTK
Ha Quartett B cnyyai Ha HAKaKBM HESICHOTW.

Jlutepatypa

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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B cnyyait 4e NoTpebUTENAT MMa TEXHUYECKU Unn
cBbp3aHu ¢ paboTtarta Ha npogykTa npoGrnemu, Morns,
0o6bpHETE CE KbM NPOU3BOAUTENS UMM KbM KOMMETEHTEH
opraH.

Bcekun ceproseH MHUMAEHT, Bb3HMKHAN BbB Bpb3ka C
nsgenueto, TpsibBa Aa ce JoknagBa Ha NpoussoauTens u
Ha KOMMNETEHTHMSA OpraH Ha AbpXaBaTa YfieHKa, B KOATO €
YCTaHOBEH NOTPebUTensaT n/vnu nauneHTbT.

Pestome Ha 6e3onacHocTTa u Aenctereto (SSP) moxe aa
6bae HamepeHo B EUDAMED, korato CbOTBETHUAT MOAYN
€ HanunyeH.

PeBusnsa

HanpaseHa(n) npomsiHa(): -

O6sicHeHue Ha cuMBonuTe

OTCTpaHﬂBaHe Ha Hen3npaBHOCTU

1. 3a TbnkyBaHe Ha pe3ynTaTuTe OT OLBETSBAHETO
TpsibBa Aa ce M3non3BaTt camo HEMOKbTHATU KMETKY,
T KATO JereHepupanuTe KneTku nokassar
HecneungpuyHO OLBETSIBaHE.

2. Ao HsIMa ouBeTsiBaHe, NpoBepeTe peaa Ha
npunaraHe Ha peareHTuTe. Cneasavite BCUYKN
yKasaHusi, JafleHU B MHCTPYKUuMTe 3a ynoTpeba.

3. He nossonsiBanTe Ha pa3pe3nTe Aa U3CbXHar.

4. Axo ce nony4yu cnabo oLBeTsBaHe, 06bpHETE
BHUMaHWe No BpEME Ha eTanuTe Ha OLBETSBaHE Ha
NPSICHO NPUrOTBEHUSI XPOMOreH, BPEMETO U
TemnepaTtypaTa Ha MHKybvpaHe, KakTo 1 Ha TOYHOTO
M3TOYBaAHE Ha peareHTuTe.
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In vitro diagnostic agent Consult instructions for use

Mpounasoguten
Manufacturer

KatanosxeH Homep E Wsnonassaiite no
Catalog number Use by
Kop Ha naptvpata jﬂf ve OrpaHuyeHne Ha TemnepatypaTa
Batch code 270 Temperature limitation
WH BUTPO : Cna3BaiiTe WHCTpyKUuUTE 3a
[ANarHoCTUYEH areHT ynotpe6a
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HR UPUTE ZA UPORABU

ZecCja monoklonska antitijela protiv

PAX8 (QR016)
In vitro dijagnosti¢ka upotreba (IVD)
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Slika 1 Karcinom jajnika obojen anti-PAX8 (QR016)
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primarno antitijelo, a enzimski kompleks oznacava taj
kompleks. Enzimska aktivacija kromogena rezultira
vidljivim produktom reakcije na mjestu antigena. Svaki
korak se inkubira to¢no odredeno vrijeme i na odredenoj
temperaturi i zahtijeva korake ispiranja koji se nalaze
izmedu njih. Uzorak se zatim moze obojiti suprotno.
Rezultati se tumace svjetlosnim mikroskopom.

Osigurani materijali

Primarno antitijelo Anti-PAX8 (QR016)

Domacin Zec
Podrazred 1gG
Imunogen Sintetski peptid ljudskog PAX8

Koncentrat antitijela Koncentrirana antitijela u TRIS-u
(pH 7,4) s <1 % seruma (govedi,
magareci) i < 0,1 % natrijevog

Identifikacija proizvoda

C-P008-025 25yl Koncentrat
C-P008-01 0.1 ml Koncentrat
C-P008-05 0.5 ml Koncentrat
C-P008-10 1 ml  Koncentrat
P-P008-30 3 ml  Spremno za upotrebu
P-P008-70 7 ml Spremno za upotrebu
P-P008-150 15 ml Spremno za upotrebu
Namjena

Anti-humana antitijela za in vitro dijagnosticku upotrebu.
Primarno protutijelo namijenjeno je kvalitativnom otkrivanju
povezanih antigena kako je navedeno u odjeljku "Sazetak i
objasnjenje". Namijenjen je za KoriStenje unutar
imunohistokemijskog (IHC) postupka na rezovima tkiva
fiksiranim u formalinu, umetnutim u parafin (FFPE)
pracenim vizualizacijom svjetlosnim mikroskopom kako bi
se pomoglo u dijagnozi tumora. Antitijelo se moze koristiti
ruéno ili s bilo kojom automatiziranom platformom za
bojenje.

Proizvod smije Koristiti samo ovlasteno i stru¢no osoblje.
Klinicko tumacenje rezultata bilo kojeg testa treba
procijeniti u kontekstu pacijentove povijesti bolesti i drugih
dijagnostickih laboratorijskih rezultata testova. Procjenu
mora obaviti kvalificirani patolog.

azida
Preporuéeni radni 1:100 - 1:200
raspon razriedivanja
Antitijelo spremno Prethodno razrijedena antitijela u
za upotrebu TRIS-u (pH 7,4) s <1 % seruma

(govedi, magareéi)i < 0,1 %
natrijevog azida

Oznaka proizvoda prikazuje odredeni broj serije. Svaka se
pojedinaéna serija usporeduje i prilagodava referentnoj
seriji kako bi se osigurala dosljedna ucinkovitost
imunohistokemijskog bojenja od serije do serije.

Prethodno razrijedeno antitijelo spremno je za upotrebu i
optimizirano za bojenje. Nije potrebno daljnje
razrjedivanje, rekonstitucija, mijeSanje ili titracija.
Koncentrat protutijela je optimiziran za razrjedivanje unutar
raspona razrjedenja pomocu Q razrjedivaca za IHC (Kat.
br. AD-001-xxxx). Navedeni raspon razrjedenja treba
smatrati preporukom i ovisi o razli€itim Cinjenicama (tkivo,
fiksacija, uvjeti inkubacije itd.). Optimalno razrjedivanje
treba odrediti u vlastitom sustavu korisnika.

Materijali su potrebni, ali nisu isporuceni

Sazetak i objasnjenje

PAX8 je ¢lan PAX obitelji (Paired Box) transkripcijskih
faktora. Vazan je za organogenezu tijekom embrionalnog
razvoja bubrega, Millerovih organa i $titnjace. Zbog
restriktivne ekspresije u normalnim tkivima, PAX8 je
osjetljiv i specifi€an marker za primarne tumore, kao i za
metastatske tumore iz gore navedenih organa i tkiva.
PAX8 se eksprimira u karcinomu $titnjace (~90%),
karcinomu endometrija (84-98%), karcinomu jajnika (71-
99%) i karcinomu bubreznih stanica (~90%) [1-2].

- Pozitivne i negativne kontrole

- Mikroskopska stakalca (pozitivno nabijena) i pokrovna
stakalca

- Staklenke za bojenje

- Timer

- Ksilen ili alternativa ksilolu, npr. Q Dewax otopina (Kat.
br. DW-001-xxxx)

- Etanol

- Deionizirana ili destilirana voda

- Oprema za grijanje za korak predobrade tkiva

- Razrjediva¢ antitijela, npr. Q razrjediva¢ za IHC (Kat.
br. AD-001-xxxx)

- Reagens za pronalazenje antigena, npr. Q Retrieval
Low pH 6,0 (Kat. br. AR-001-0120) ili Q Retrieval High
pH 9,0 (Kat. br. AR-002-0120)

- Sustav detekcije, npr. PolyQ Stain setovi i
odgovarajuci kromogen

- Pufer za ispiranje, npr. TBS (Kat. br. BU-006-xxxx) ili
TBS-Tween20 (Kat. br. BU-007-xxxx)

- Reagens za blokiranje

- Hematoksilin

- Medij za montazu

- Svjetlosni mikroskop

Princip postupka

Skladistenje i rukovanje

Navedeno primarno antitijelo prikladno je za
imunohistokemijsko bojenje FFPE isjeCaka tkiva na
temelju specifi¢ne reakcije antigen-antitijelo. Pomoc¢u
detekcijskog sustava povezanog s hrenovom
peroksidazom (HRP) ili alkalnom fosfatazom (AP)
vizualizacija antigena se izvodi putem specificnog vezanja
primarnog antitijela. Sekundarno antitijelo veze se na
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Cuvatina2 -8 °C.

Ako se pravilno ¢uva, antitijelo je stabilno do roka
valjanosti navedenog na bogici. To se takoder odnosi na
rok trajanja nakon otvaranja ili nakon razrjedivanja
koncentrata od strane krajnjeg korisnika. Ne koristiti nakon
isteka roka valjanosti.
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Kako biste osigurali ispravnu isporuku reagensa i
stabilnost protutijela, vratite poklopac dozatora nakon
svake uporabe i odmah stavite bocicu na hladno u
uspravan polozaij.

quartett

Postupci kontrole kvalitete

Priprema uzorka

Rutinski obradena, FFPE tkiva prikladna su za upotrebu s
ovim primarnim antitijelom. Preporuéeni fiksativ za tkivo je
10 % neutralni puferirani formalin. Promjenijivi rezultati
mogu se pojaviti kao rezultat produljene fiksacije ili
posebnih procesa kao $to je dekalcifikacija preparata
kostane srzi. Debljina isjecaka tkiva koje treba staviti na
pozitivno nabijena stakalca treba biti 2 — 5 ym. Preporuc¢a
se prethodna obrada deparafiniziranog tkiva pomocu
toplinski induciranog vra¢anja epitopa (HIER). Stakalca
treba obojiti $to je prije moguce jer se antigenost isjeCenih
dijelova tkiva s vremenom moze smanijiti.

Optimalni protokol prethodne obrade mora se odrediti u
vlastitom sustavu korisnika.

Upozorenja i mjere opreza

1. Proizvod smije koristiti samo ovlasteno i kvalificirano
osoblje.

2. Nema procijenjenih zdravstvenih rizika ako se
proizvod koristi prema uputama. MSDS je dostupan na
zahtjev.

3. Proizvod sadri natrijev azid kao konzervans. Cisti
natrijev azid je otrovan. Koncentracija natrijevog azida
u ovom reagensu je < 0,1 % $to nije klasificirano kao
opasno.

4. Kao i sa svakim proizvodom dobivenim iz bioloSkih
izvora, potrebno je Koristiti odgovarajuce postupke
rukovanja.

5. Nemojte Koristiti reagense nakon isteka roka trajanja.

6. Poduzmite razumne mjere opreza pri rukovanju
reagensima. Koristite zastitnu odjec¢u i rukavice.

7. Sve opasne materijale treba zbrinuti u skladu sa
smjernicama za zbrinjavanje opasnog otpada. S
materijalima ljudskog ili Zivotinjskog podrijetla treba
postupati kao s bioloski opasnim materijalima i
odlagati ih uz odgovarajuée mjere opreza.

8. lzbjegavajte mikrobnu kontaminaciju reagensa jer
moze uzrokovati neto€ne rezultate.

Postupak bojenja

Primarno antitijelo optimizirano je za upotrebu u
kombinaciji sa sustavima za otkrivanje mrlja PolyQ.
Sljedeci podaci su preporuke. Zbog varijacija u fiksaciji i
obradi tkiva, kao i zbog op¢ih laboratorijskih instrumenata i
uvjeta okoline, mozda ¢e biti potrebno prilagoditi vrijeme
inkubacije. Optimalni protokol mora se odrediti u vlastitom
sustavu korisnika.

Dohvacanje antigena: HIER; Kuhajte dijelove tkiva u Q
Retrieval priblizno 30 minuta nakon ¢ega slijedi hladenje
na sobnoj temperaturi (RT).

Inkubacija primarnog antitijela 30 — 60 min na sobnoj
temperaturi.

Protokol bojenja: Slijedite postupak opisan u uputama
koriStenog sustava za otkrivanje.

Preporuke za protokole bojenja:

1. Leica Bond

Razrjedivanje — 1:100

Prethodna obrada — HIER: ER2 30 min
Inkubacija — 60 min

Detekcija — Bond Polymer Refine
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Pozitivna kontrola tkiva

Pozitivna kontrola tkiva mora se provesti sa svakim
postupkom bojenja koji se provodi radi pracenja ispravne
ucinkovitosti obradenih tkiva i testnih reagensa. Poznate
pozitivne kontrole tkiva ne smiju se koristiti kao pomo¢ u
odredivanju specifine dijagnoze uzorka pacijenta.

Ako pozitivne kontrole tkiva ne pokazu odgovarajuce
pozitivno bojenje, rezultati testnih uzoraka moraju se
smatrati nevazec¢ima.

Primjer pozitivne kontrole tkiva:

- Bubreg (Barem slabo do umjereno, izrazito nuklearno
bojenje trebalo bi se vidjeti u vecini epitelnih stanica
proksimalnih i distalnih bubreznih tubula, sabirnih
kanala i parijetalnih epitelnih stanica Bowmanove
kapsule)

- Jajovod (Slabo do umjereno, izrazito nuklearno
bojenje u vecini cilijarnih epitelnih stanica i jako
nuklearno bojenje interkaliranih sekretornih epitelnih
stanica)

Negativna kontrola tkiva

Negativne kontrole tkiva daju indikaciju nespecificnog
pozadinskog bojenja. Ako dode do specifiénog bojenja na
mjestima negativne kontrole tkiva, rezultati s uzorcima
pacijenata moraju se smatrati nevazecima.

Raznolikost vrsta stanica prisutnih u vecini dijelova tkiva
nudi unutarnja negativna kontrolna mjesta. Stoga se isto
tkivo koriSteno za pozitivnu kontrolu tkiva moze koristiti
kao negativna kontrola tkiva.

Primjer za unutarnju negativnu kontrolu tkiva:
- Tonzila (ne bi se trebale vidjeti mrlje u stanicama
plo¢astog epitela i limfocitima)

Odstupanja

Ako rezultati kontrole kvalitete ne zadovoljavaju
specifikacije, rezultati pacijenta su nevazecdi. ldentificirajte i
ispravite problem (pogledajte odjeljak "RjeSavanje
problema"), zatim ponovite cijeli postupak s uzorcima
pacijenata.

Reagens negativne kontrole

Reagens negativne kontrole koristi se umjesto primarnog
antitijela za procjenu nespecificnog bojenja. Vrsta
domacina i vrijeme inkubacije trebali bi biti sli¢ni primarnim
protutijelima.

Interpretacija rezultata

Postupak imunolo$kog bojenja uzrokuje talozenje
obojanog produkta reakcije na mjestima antigena
lokaliziranim primarnim protutijelom.

Stani¢na lokalizacija: jezgra.

Kvalificirani patolog s iskustvom u imunohistokemijskim
postupcima mora procijeniti pozitivne i negativne kontrole
tkiva prije tumacenja uzoraka pacijenata.

Intenzitet pozitivnog bojenja treba procijeniti u kontekstu
bilo kojeg pozadinskog bojenja negativne kontrole
reagensa.

Napomena: Negativan rezultat znaci da doti¢ni antigen nije
otkriven, a ne da antigena nema u analiziranim stanicama
ili tkivu. Panel antitijela moze se koristiti za provjeru
rezultata. Nadalje, morfologiju svakog uzorka tkiva treba
ispitati koriStenjem hematoksilinom i eozinom obojenog
dijela. Kvalificirani patolog mora protumaciti pacijentove
morfolo$ke nalaze i relevantne klinicke podatke.
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Karakteristike izvedbe

Ogranicenja

Protutijelo je potvrdio IHC koriStenjem FFPE presjeka
liudskog tkiva razli¢itih vrsta zdravih i neoplasti¢nih tkiva.

Tablica 1 Ispitivanje zdravih FFPE isjecaka tkiva

Tkivo Pozitivni/ukupni
slucajevi

Stitnjaca 2/2

Bubreg 10/10

Endometrij 11

Jajovod 3/3

Krajnik 0/10

Slijepo crijevo 0/10

Tablica 2 Ispitivanje neoplasti¢nih FFPE presjeka tkiva

Tkivo Pozitivni/ukupni
slucajevi

Karcinom §titnjace 13/14

Karcinom bubreznih stanica 9/10

Karcinom jajnika 18/20

Karcinom endometrija 8/9

PAX8 (QR016) ne pokazuje unakrsnu reaktivnost s PAX5
ili PAX6.

Analiticka izvedba

Antitijelo je proSlo sve testove analiticke ucinkovitosti.
Analiticka osjetljivost odredena je mjerenjem podudarnosti
s poznatim pozitivnim tkivima, a analiticka specificnost
utvrdena je mjerenjem podudarnosti s poznatim
negativnim tkivima s najmanje 90% ukupne podudarnosti
izmedu novog testa i ocekivanih rezultata za svaki.
Rezultati su 100% svaki.

Istinitost je provjerena usporedbom s neovisnim
proizvodom, a potvrdena je jer se rezultati podudaraju
100%.

Metoda ima visoku razinu preciznosti - ponovljivost unutar
ciklusa (provodi ga isti analiticar nekoliko puta istog dana s
istim instrumentom), ponovljivost izmedu ciklusa (provode
ga razli¢itim danima razli¢iti analitiCari s razli¢itim
instrumentima) i ponovljivost od serije do serije (rezultati
nove serije reagensa u usporedbi s onima prethodno
koriStene serije) potvrdeni su sa 100% svaki. Istinitost i
preciznost rezultiraju visokom razinom to€nosti mjerenja
metode.

Buduci da je IHC kvalitativna metoda otkrivanja koja pruza
informacije o tome je li odgovarajuéi antigen prisutan ili ne,
parametri povezani s koncentracijom, granice otkrivanja i
kvantifikacije, grani¢na/tolerancijska granica, mjerni raspon
i linearnost nisu primjenjivi i ne mogu se definirati za ovaj
proizvod.

Klinicka izvedba

Za procjenu kliniCke ucinkovitosti, ovlastene slike bojenja
koje su dostavili kupci koriste¢i klon QR016 procijenjene
su kako bi se dokazali klini¢ki dokazi s ciliem postizanja
robusne i ispravne vizualizacije ciljnog antigena u klini¢kim
uzorcima s nepoznatim razinama ekspresije, ¢ime se
doprinosi valjanoj dijagnozi.

Parametri klinicke u€inkovitosti izracunati su s ukupno 14
karcinoma $&titnjaCe, 10 karcinoma bubreznih stanica, 20
karcinoma jajnika, 9 karcinoma endometrija [vlastiti
podaci], kao i 10 tkiva krajnika i 10 tkiva slijepog crijeva
[vlastiti podaci]. Sazeta dijagnosti¢ka osjetljivost,
dijagnosticka specificnost, PPV, NPV i LR- rezultirali su sa
100%, 100%, 100%, 100%, 100% i O (interpretirano kao
uvjerljiv dijagnosti¢ki dokaz). Rezultati evaluacije klinicke
ucinkovitosti u skladu su sa znanstvenom recenziranom
literaturom kao $to je prikazano u odjeljku ,Sazetak i
objasnjenje”. Preostala testirana tkiva mogu dati pregled
znacajki bojenja PAX8 (QR016).
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1. Zain vitro dijagnostiCku upotrebu.

2. Samo za laboratorijsku uporabu.

3. Ovaj je reagens "samo za profesionalnu upotrebu”
buduci da je imunohistokemija proces u viSe koraka
koji zahtijeva specijaliziranu obuku za odabir
odgovarajucih reagensa, tkiva, fiksaciju i obradu,
pripremu imunohistokemijskog stakalca, odabir
sustava detekcije i tumacenje rezultata bojenja.

4. Bojenje tkiva ovisi o rukovanju, obradi i skladistenju
tkiva prije bojenja. Neodgovarajuce fiksiranje,
zamrzavanje, odmrzavanje, pranje, susenje,
zagrijavanje, rezanje ili kontaminacija drugim tkivima ili
teku¢inama moze proizvesti artefakte, hvatanje
antitijela ili neto¢ne rezultate. Optimalna izvedba
zahtijeva odgovarajucu kvalitetu uzorka kao i
odgovarajucu pripremu uzorka.

5. Pretjerano ili nepotpuno kontrastno bojenje moze
ugroziti pravilno tumacenje rezultata.

6. Mogu se vidjeti lazno pozitivni rezultati zbog
neimunolo$kog vezanja proteina ili produkata reakcije
supstrata. Takoder mogu biti uzrokovane aktivhoSéu
pseudo peroksidaze (eritrociti), endogenim biotinom
(primjer: jetra, mozak, bubrezi) ili endogenom
aktivno$c¢u peroksidaze (citokrom C).

7. Kada se koriste u koracima blokiranja, normalni serumi
iz istog Zivotinjskog izvora kao i sekundarni antiserumi
mogu izazvati lazno negativne ili lazno pozitivhe
rezultate zbog ucinka autoantitijela ili prirodnih
antitijela.

8. Tkiva osoba zarazenih virusom hepatitisa B i koja
sadrze povrsinski antigen hepatitisa B mogu pokazivati
nespecificno bojenje HRP-om.

9. Mogu se pojaviti neoCekivani rezultati zbog bioloske
varijabilnosti ekspresije antigena u neoplazmi ili
drugim patoloskim tkivima.

10. Klini¢ko tumacenje rezultata bilo kojeg testa treba
procijeniti u kontekstu pacijentove povijesti bolesti i
drugih rezultata dijagnostickih laboratorijskih testova.
Bojanje se mora izvesti u certificiranom, licenciranom
laboratoriju pod nadzorom kvalificiranog patologa koji
je odgovoran za procjenu i osiguravanje primjerenosti
pozitivnih i negativnih kontrola. Proizvoda¢ nije
odgovoran za neto¢ne rezultate nastale vizualnom
procjenom.

11. Prethodno razrijedena antitijela su spremna za
upotrebu i optimizirana za bojenje. Daljnje
razrjedivanje moze dovesti do neto¢nih rezultata.

12. Nakon uspjesne validacije korisnici mogu razrijediti
koncentrate protutijela prema zahtjevima. Moraju se
primijeniti i dokumentirati odgovarajuée kontrole.

13. UcCinkovitost proizvoda utvrdena je koriStenjem samo
postupaka navedenih u ovom uputstvu za pakiranje, a
izmjene tih postupaka mogu dovesti do promjena u
ucinkovitosti. Neprimjena kako je propisano u ovom
tehni¢kom listu dovodi do gubitka svake odgovornosti.
Nisu dopustene bilo kakve promjene u proizvodu,
sastavu, primjeni, kao i uporaba u kombinaciji s bilo
kojim drugim reagensima osim ovdje preporucenih;
korisnici su sami odgovorni za te promjene i moraju
izvrsiti prethodnu provjeru valjanosti.

14. Primjena u kombinaciji s dijagnostickim uredajima, npr.
automatizirana platforma za bojenje, zahtijeva
prethodnu provjeru valjanosti prije bojenja
pacijentovog uzorka.

15. Ne preuzimamo odgovornost za bilo kakvu mogucu
Stetu, ukljuCujuci osobne ozljede, vrijeme ili trud na
ekonomskom gubitku uzrokovanom ovim proizvodom.
NaSe jamstvo je ograni¢eno na cijenu placenu za
proizvod.
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Rjesavanje problema

1. Samo intaktne stanice treba koristiti za tumacenje
rezultata bojenja, budu¢i da degenerirane stanice
pokazuju nespecificno bojenje.

2. Ako ne dode do bojenja, kontrolirajte redoslijed
nano$enja reagensa. Pridrzavajte se svih indikacija
navedenih u uputama za uporabu.

3. Nemojte dopustiti da se dijelovi osuSe.

4. Ako dode do slabog bojenja, obratite pozornost
tijekom koraka bojenja na svjeze pripremljen
kromogen, vremena inkubacije i temperature, kao i na
to¢no ispustanje reagensa.

5. Izbjegnite viSak pozadinskog bojenja optimalnim
uklanjanjem parafina, pranjem stakalca i
razrjedivanjem primarnog protutijela. Ako dode do
prekomjernog pozadinskog bojenja, mogu biti prisutne
visoke razine endogenog biotina (osim ako se ne
koristi sustav za detekciju bez biotina). Treba ukljuciti
korak blokiranja biotina.

6. Natrijev azid inaktivira HRP, $to moze dovesti do
laznih rezultata. Sekcije isperite u puferu bez
natrijevog azida.

7. Kontaktirajte quartett sluzbu za korisnike u sluc¢aju bilo
kakvih nejasnoca.

Knjizevnost

[1] Tacha D, Zhou D, Cheng L (2011). Appl
Immunohistochem Mol Morphol. 19(4):293-9.

[2] Laury AR, Perets R, Piao H et al. (2011). Am J Surg
Pathol.35(6):816-26.
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TR  KULLANIM TALIMATLARI

Karsi tavsan monoklonal antikoru

PAX8 (QR016)
in Vitro Tani Amach Kullanim (IVD)
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Sekil 1 Anti-PAX8 (QR016) ile boyanmis yumurtalik
karsinomu

quartett

gerceklestirilir. Sekonder antikor primer antikora baglanir
ve enzim kompleksi bu kompleksi etiketler. Kromojenin
enzimatik aktivasyonu, antijen bolgesinde gorundr bir
reaksiyon urind ile sonuglanir. Her adim belirli bir suire ve
sicaklikta inkube edilir ve arada yikama adimlari gerektirir.
Numune daha sonra kargi boyanabilir. Sonugclar bir g1k
mikroskobu kullanilarak yorumlanir.

Saglanan malzemeler

Birincil antikor Anti-PAX8 (QR016)

Konak Tavsan

Alt sinif 1gG

immiinojen insan PAX8 sentetik peptidi

Antikor konsantresi TRIS (pH 7.4) iginde < %1 serum
(s1gir, esek) ve < %0.1 sodyum
azid ile konsantre antikor

Uriin tanimlama

C-P008-025 25yl Konsantre
C-P008-01 0.1 ml Konsantre
C-P008-05 0.5 ml Konsantre
C-P008-10 1 ml  Konsantre
P-P008-30 3 ml  Kullanima hazir
P-P008-70 7 ml  Kullanima hazir
P-P008-150 15 ml Kullanima hazir

Kullanim amaci

Onerilen galisma 1:100 - 1:200

dilisyon araligi

Kullanima hazir TRIS (pH 7.4) iginde < %1 serum

antikor (s1gir, esek) ve < %0.1 sodyum
azid ile 6nceden seyreltiimis
antikor

Uriin etiketi belirli lot numarasini gdsterir. Her bir lot, lottan
lota tutarli bir imminohistokimyasal boyama performansi
saglamak igin bir referans lotla karsilastirilir ve ayarlanir.

Onceden seyreltilmis antikor kullanima hazirdir ve boyama
icin optimize edilmistir. Daha fazla seyreltme, sulandirma,
karistirma veya titrasyon gerekmez.

Antikor konsantresi, IHC icin Q Seyreltici (Kat. No. AD-
001-xxxx) kullanilarak seyreltme aralidi icinde seyreltme
icin optimize edilmigtir. Belirtilen seyreltme aralgi tavsiye
olarak disunulmelidir ve farklh gergeklere (doku, fiksasyon,
inkibasyon kosullari, vb.) baglidir. Optimum seyreltme
kullanicinin kendi sisteminde belirlenmelidir.

in vitro diagnostik kullanim icin anti-insan antikoru. Birincil
antikor, ‘Ozet ve agiklama’ bélimiinde listelenen iligkili
antijenlerin kalitatif tespiti icin tasarlanmistir. Formalinle
sabitlenmis, parafine gémuli (FFPE) doku kesitlerinde
immuinohistokimya (IHC) prosediiri iginde kullaniimasi ve
ardindan tumér teshisine yardimei olmak icin 11k
mikroskobu ile géruntilenmesi amaglanmigstir. Antikor
manuel olarak veya herhangi bir otomatik boyama
platformu ile kullanilabilir.

Uriinii sadece yetkili ve kalifiye personel kullanabilir.
Herhangi bir test sonucunun klinik yorumu, hastanin tibbi
gecmisi ve diger tanisal laboratuvar test sonuglari
baglaminda degerlendirilmelidir. Degerlendirmeyi kalifiye
bir patolog yapmalidir.

Gerekli ancak saglanmayan malzemeler

Ozet ve agiklama

PAX8, transkripsiyon faktorlerinin PAX ailesinin (Paired
Box) bir Uiyesidir. Bobreklerin, Miller organlarinin ve
tiroidin embriyonik gelisimi sirasinda organogenez igin
hayati 6neme sahiptir. Normal dokulardaki kisitlayici
ekspresyonu nedeniyle PAX8, yukarida belirtilen organ ve

dokulardaki metastatik timdorlerin yani sira primer timérler

icin de hassas ve spesifik bir belirtectir.

PAX8 tiroid karsinomu (~%90), endometrial karsinom
(%84-98), over karsinomu (%71-99) ve renal hicreli
karsinomda (~%90) eksprese edilir [1-2].

- Pozitif ve negatif kontroller

- Mikroskop lamlar (pozitif yukli) ve kapak figleri

- Boyama kavanozlari

- Zamanlayici

- Ksilen veya ksilen alternatifi, 6rnegin Q Dewax
Cozeltisi (Kat. No. DW-001-xxxx)

- Etanol

- Deiyonize veya damitiimis su

- Doku 6n islem asamasi igin 1sitma ekipmani

- Antikor seyreltici, 6rnegin IHC i¢in Q Diluent (Kat. No.
AD-001-xxxx)

- Antijen alma reaktifi, 6rnegin Q Retrieval Low pH 6.0
(Kat. No. AR-001-0120) veya Q Retrieval High pH 9.0
(Kat. No. AR-002-0120)

- Tespit sistemi, drnegin PolyQ Stain kitleri ve uygun
kromojen

- Yikama tamponu, 6rnegin TBS (Kat. No. BU-006-
xxxx) veya TBS-Tween20 (Kat. No. BU-007-xxxx)

- Engelleme reaktifi

- Hematoksilin

- Montaj ortami

- Isik mikroskobu

Depolama ve tagima

Prosediiriin prensibi

Belirtilen primer antikor, spesifik antijen-antikor
reaksiyonuna dayali FFPE doku kesitlerinin
immunohistokimyasal boyanmasi i¢in uygundur.
Horseradish peroksidaz (HRP) veya alkalin fosfataz (AP)

ile baglantil bir tespit sistemi kullanilarak, primer antikorun

spesifik baglanmasi yoluyla antijen gorsellestirmesi

p008_pax8-qr016-v1-0-2025-06-30

2 - 8 °C'de saklayin.

Dogru sekilde saklandiginda antikor, flakon lzerinde
belirtilen son kullanma tarihine kadar stabildir. Bu ayni
zamanda agildiktan veya son kullanici tarafindan
konsantrenin seyreltiimesinden sonraki raf émrt igin de
gegerlidir. Son kullanma tarihinden sonra kullanmayin.
Antikorun uygun reaktif dagitimini ve stabilitesini saglamak
igin, her kullanimdan sonra dagitici kapagdini degistirin ve
siseyi hemen dik bir konumda sogutun.
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Numune hazirlama

Rutin olarak iglenmis FFPE dokulari bu primer antikor ile
kullanim igin uygundur. Onerilen doku fiksatifi %10 nétral
tamponlu formalin'dir. Uzun streli fiksasyon veya kemik
iligi preparatlarinin dekalsifikasyonu gibi 6zel islemler
sonucunda degisken sonuglar ortaya cikabilir. Pozitif yukli
lamlar Gzerine yerlestiriimesi gereken doku kesitlerinin
kahnligi 2 - 5 ym olmahdir. Deparafinize dokunun isi ile
indiklenen epitop geri kazanimi (HIER) ile 6n islemden
gegirilmesi onerilir. Kesilen doku kesitlerinin antijenikligi
zamanla azalabileceginden, lamlar mimkun olan en kisa
surede boyanmalidir.

Optimum 6n iglem protokoli kullanicinin kendi sisteminde
belirlenmelidir.

Uyarilar ve 6nlemler

1. Uriinl sadece yetkili ve kalifiye personel kullanabilir.

2. Uriin belirtildigi sekilde kullanilirsa tahmini bir saglk
riski yoktur. MSDS istek uizerine temin edilebilir.

3. Uriin koruyucu olarak sodyum azid igerir. Saf sodyum
azid toksiktir. Bu reaktifteki sodyum azid
konsantrasyonu < %0,1'dir ve tehlikeli olarak
siniflandiriimamigtir.

4. Biyolojik kaynaklardan elde edilen tim urunlerde
oldugu gibi, uygun kullanim proseddrleri
kullaniimalidir.

5. Reaktifleri son kullanma tarihinden sonra kullanmayin.

6. Reaktifleri kullanirken makul énlemleri alin. Koruyucu
giysi ve eldiven kullanin.

7. Tum tehlikeli malzemeler, tehlikeli atiklarin bertaraf
edilmesine iliskin yonergelere gore bertaraf
edilmelidir. insan veya hayvan kaynakli malzemeler
biyolojik tehlikeli malzemeler olarak ele alinmali ve
uygun Onlemler alinarak bertaraf edilmelidir.

8. Yanlis sonuglara neden olabileceginden reaktiflerin
mikrobiyal kontaminasyonundan kaginin.

Boyama prosediirii

Primer antikor PolyQ Stain tespit sistemleri ile birlikte
kullanim igin optimize edilmistir. Asagidaki veriler tavsiye
niteligindedir. Doku fiksasyonu ve islemenin yani sira
genel laboratuvar cihazi ve gevresel kosullardaki farkhhklar
nedeniyle inkiibasyon sirelerinin ayarlanmasi gerekebilir.
Optimum protokol kullanicinin kendi sisteminde
belirlenmelidir.

Antijen geri kazanimi: HIER; Doku kesitlerini Q Retrieval
icinde yaklasik 30 dakika kaynatin ve ardindan oda
sicakhginda (RT) sogutun.

Primer antikorun RT'de 30 - 60 dakika inklbasyonu.

Boyama protokolii: Kullanilan tespit sisteminin
talimatlarinda agiklanan proseduri izleyin.

Boyama protokolleri igin 6neriler:

1. Leica Bond

Seyreltme -1:100

On islem - HIER: ER2 30 dk
inkiibasyon - 60 dk

Tespit - Bond Polymer Refine

quartett

Pozitif doku kontrolleri uygun pozitif boyamay!
go6steremezse, test numuneleri ile elde edilen sonuglar
gecersiz kabul edilmelidir.

Pozitif doku kontroli igin 6rnek:

- Bodbrek (Proksimal ve distal renal tubdllerin epitel
hdcrelerinin, toplama kanallarinin ve Bowman
kapsulinin parietal epitel hiicrelerinin cogunda en
azindan zayif ila orta derecede, belirgin niikleer
boyanma gorilmelidir)

- Fallop tlipu (Siliyer epitel hiicrelerinin cogunda zayif
ila orta derecede, belirgin niikleer boyanma ve
interkale salgi epitel hlcrelerinde gugli bir niikleer
boyanma)

Negatif doku kontrolii

Negatif doku kontrolleri spesifik olmayan arka plan
boyanmasinin bir géstergesini saglar. Negatif doku kontrol
bolgelerinde spesifik boyanma meydana gelirse, hasta
numuneleriyle elde edilen sonuglar gegersiz kabul
edilmelidir.

Cogu doku kesitinde bulunan hiicre tiplerinin cesitliligi
dahili negatif kontrol bélgeleri sunar. Bu nedenle, pozitif
doku kontrolu igin kullanilan ayni doku negatif doku
kontroll olarak kullanilabilir.

Dahili negatif doku kontrolii igin 6rnek:
- Tonsil (Skuamoz epitel hiicrelerinde ve lenfositlerde
boyanma gorilmemelidir)

Tutarsizliklar

Kalite kontrol sonuglar spesifikasyonlari karsilamiyorsa
hasta sonuglari gegersizdir. Sorunu tanimlayin ve diizeltin
(“Sorun Giderme” bolimune bakin), ardindan tim
proseduru hasta numuneleriyle tekrarlayin.

Negatif kontrol reaktifi

Spesifik olmayan boyamayi degerlendirmek igin primer
antikor yerine negatif kontrol reaktifi kullanilir. Konak ttri
ve inkubasyon slresi primer antikora benzer olmalidir.

Sonugclarin yorumlanmasi

Kalite kontrol prosediirleri

immiin boyama prosediirii, birincil antikor tarafindan
lokalize edilen antijen bélgelerinde renkli bir reaksiyon
Urindnln ¢okelmesine neden olur.

Hucresel lokalizasyon: Nukleer.

immiinohistokimya prosediirlerinde deneyimli kalifiye bir
patolog, hasta érneklerini yorumlamadan énce pozitif ve
negatif doku kontrollerini degerlendirmelidir.

Pozitif boyanma yogunlugu, negatif reaktif kontroltniin
herhangi bir arka plan boyanmasi baglaminda
degerlendirilmelidir.

Not: Negatif bir sonug, s6z konusu antijenin tespit
edilmedigi anlamina gelir, antijenin test edilen hiicrelerde
veya dokuda bulunmadigr anlamina gelmez. Sonuglari
dogrulamak igin bir antikor paneli kullanilabilir. Ayrica, her
doku 6rneginin morfolojisi hematoksilen ve eozin boyali bir
kesit kullanilarak incelenmelidir. Nitelikli bir patolog
hastanin morfolojik bulgularini ve ilgili klinik verileri
yorumlamalidir.

Pozitif doku kontrolii

islenmis dokularin ve test reaktiflerinin dogru
performansini izlemek igin gergeklestirilen her boyama
prosedurinde pozitif bir doku kontroli yapiimalidir. Bilinen
pozitif doku kontrolleri, hasta numunesinin spesifik bir
tanisinin belirlenmesinde yardimci olarak
kullaniimamalidir.
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Performans ozellikleri

Antikor, farkl tirde saglikli ve neoplastik dokularin FFPE
insan doku kesitleri kullanilarak IHC ile dogrulanmigtir.

Tablo 1 Saglikl FFPE doku kesitlerinin test edilmesi

Doku Pozitif/toplam vakalar
Tiroid 2/2

Bobrek 10/10

Endometrium 1M
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Fallop tipu 3/3 uygun numune hazirhiginin yani sira yeterli numune

Bademcik 0/10 kalitesi gerektirir.

Apandis 0/10 5. Asir veya eksik karsi boyama, sonuclarin dogru
yorumlanmasini tehlikeye atabilir.

Tablo 2 Neoplastik FFPE doku kesitlerinin test edilmesi 6. Proteinlerin veya substrat reaksiyon drdinlerinin

Doku Pozitif/toplam vakalar immunolojik olmayan baglanmasi nedeniyle yanlis

Tiroid karsinomu 13/14 pozitif sonuglar gérilebilir. Yalanci peroksidaz

Renal hiicreli karsinom 9/10 aktivitesi (eritrositler), endojen biyotin (6rnek:

Over karsinomu 18/20 karaciger, beyin, bobrek) veya endojen peroksidaz

Endometrium karsinomu 8/9 aktivitesi (sitokrom C) de bunlara neden olabilir.

7. Bloklama adimlarinda kullanildiginda, ikincil
antiserumlarla ayni hayvan kaynagindan alinan
normal serumlar, otoantikorlarin veya dogal
antikorlarin etkisi nedeniyle yanls negatif veya yanlis
pozitif sonuglara neden olabilir.

8. Hepatit B virlisi ile enfekte olmus kisilerden alinan ve
hepatit B yuzey antijeni iceren dokular HRP ile
nonspesifik boyanma gdsterebilir.

9. Neoplazmlarda veya diger patolojik dokularda antijen
ekspresyonunun biyolojik degiskenligi nedeniyle
beklenmeyen sonuglar ortaya gikabilir.

10. Herhangi bir test sonucunun klinik yorumu, hastanin
tibbi gegmisi ve dider tanisal laboratuvar test
sonuglari baglaminda degerlendiriimelidir. Boyama,
pozitif ve negatif kontrollerin degerlendiriimesinden ve
yeterliliginin saglanmasindan sorumlu olan kalifiye bir
patologun gozetimi altinda sertifikall, lisansli bir
laboratuvarda yapilmaldir. Uretici gérsel
degerlendirmeden kaynaklanan hatali sonuglardan
sorumlu degildir.

11. Onceden seyreltilmis antikorlar kullanima hazirdir ve
boyama icin optimize edilmistir. Daha fazla seyreltme
yanlis sonuglara yol agabilir.

12. Basarili bir dogrulamadan sonra kullanicilar antikor
konsantrelerini gereksinimlere gére seyreltebilir.
Uygun kontroller kullaniimal ve belgelenmelidir.

13. Uriiniin performansi sadece bu prospektiiste verilen
prosedurler kullanilarak belirlenmistir ve bu
prosedurlerde yapilacak degisiklikler etkinlikte
degisikliklere yol agabilir. Bu bilgi formunda belirtildigi
sekilde uygulanmamasi tim sorumlulugun
kaybedilmesine yol agar. Uriinde, bilesimde,
uygulamada ve burada 6nerilenler disinda herhangi
bir reaktifle birlikte kullanimda herhangi bir degisiklige
izin verilmez; kullanicilar bu degisikliklerden kendileri
sorumludur ve 6énceden dogrulama yapmak
zorundadir.

14. Otomatik boyama platformu gibi teshis cihazlariyla
birlikte uygulama, hasta numunesini boyamadan énce
onceden dogrulama gerektirir.

15. Bu Urtindn neden oldugu kisisel yaralanma, zaman
veya ekonomik kayip dahil olmak lzere olasi herhangi
bir hasar igin sorumluluk kabul etmiyoruz. Garantimiz
Urdn igin 6denen fiyatla sinirlidir.

PAX8 (QR016), PAX5 veya PAXG ile gapraz reaktivite
gbstermez.

Analitik performans

Antikor tum analitik performans testlerini gegmistir. Analitik
duyarlilik, bilinen pozitif dokularla uyum olgulerek
belirlenmistir ve analitik 6zgulliik, bilinen negatif dokularla
uyum Olgllerek belirlenmistir ve yeni test ile beklenen
sonuglarin her biri arasinda en az %90 genel uyum vardir.
Sonuglarin her biri %100'dr.

Dogruluk, bagimsiz bir trunle karsilastirilarak dogrulanmig
ve sonuglarin %100 eslestigi teyit edilmigtir.

Yontem ylUksek dizeyde hassasiyete sahiptir - ¢calisma
icinde tekrarlanabilirlik (ayni glinde ayni analist tarafindan
ayni cihazla birka¢ kez gergeklestirilir), calismalar arasinda
tekrarlanabilirlik (farkh glinlerde farkl analistler tarafindan
farkli cihazlarla gergeklestirilir) ve partiden partiye
tekrarlanabilirlik (yeni bir reaktif partisinin sonuglari daha
once kullanilan bir partinin sonuglariyla karsilastirilir) her
biri %100 ile dogrulanmistir. Dogruluk ve kesinlik, ydontem
icin yuksek dlzeyde 6lcim dogrulugu ile sonuglanir.

IHC, ilgili antijenin mevcut olup olmadigi hakkinda bilgi
saglayan kalitatif bir tespit yontemi oldugundan,
konsantrasyonla ilgili parametreler tespit ve miktar
belirleme limitleri, kesme/tolerans limiti, 6lgim araligi ve
dogrusallik gegerli degildir ve bu Grln igin tanimlanamaz.

Klinik performans

Klinik performansin degerlendirilmesi icin, klon QR016
kullanan musteriler tarafindan saglanan yetkili boyama
resimleri, ekspresyon seviyeleri bilinmeyen klinik
orneklerde hedef antijenin saglam ve dogru bir sekilde
goruntulenmesini saglamak ve bdylece gegerli bir taniya
katkida bulunmak amaciyla klinik kanitlari kanitlamak i¢in
degerlendirilmistir.

Klinik performans parametreleri toplam 14 tiroid
karsinomu, 10 renal hicreli karsinom, 20 yumurtahk
karsinomu, 9 endometriyal karsinom [kendi verileri] ile 10
tonsil ve 10 apendiks dokusu [kendi verileri] ile
hesaplanmistir. Ozetlenmis tanisal duyarlilik, tanisal
ozgullik, PPV, NPV ve LR- sirasiyla %100, %100, %100,
%100 ve 0 (ikna edici tanisal kanit olarak yorumlanir)
olarak sonuglanmistir. Klinik performans
degerlendirmesinin sonuglari, ‘Ozet ve agiklama’
bolimiinde gosterildigi gibi bilimsel hakemli literattrle
uyumludur. Test edilen diger dokular PAX8'in (QR016)
boyanma 6zelliklerine genel bir bakis saglayabilir.

Sorun giderme

1. Dejenere hiicreler spesifik olmayan boyanma
g0sterdiginden, boyama sonuglarinin yorumlanmasi
igin yalnizca saglam hucreler kullaniimalidir.

2. Boyama gergeklesmezse, reaktiflerin uygulama

Sinirlamalar

1. in vitro diagnostik kullanim igin.
2. Sadece laboratuvar kullanimi igindir.

sirasini kontrol edin. Kullanim talimatlarinda verilen
tim endikasyonlar takip edin.

3. Bu reaktif “sadece profesyonel kullanim igindir” ¢linkl 2 gesi’;lirin kurumaS|dna izin \I/_ermegin. diml
immunohistokimya, uygun reaktiflerin, dokularin, -ocay gya;ma r;r:ey Iana g Il(rse, oyama If"tl)m ar
fiksasyonun ve islemenin segimi, immiinohistokimya sirasinda taze hazinanmis kromojene, inkubasyon
laminin hazirlanmas, tespit sisteminin segimi ve surglerlne ve S|cakI|kIar|_na ve ayrica reaktiflerin dogru
boyama sonuglarinin yorumlanmasi konusunda 6zel §eklld‘e.b0§allt|Imasma.dlkkat edin.

5. Parafinin optimum sekilde ¢ikarilmasi, lamlarin

egitim gerektiren ¢ok adiml bir siregtir.

4. Doku boyamasi, boyama éncesinde dokunun
islenmesi ve saklanmasina baghdir. Uygun olmayan
fiksasyon, dondurma, ¢ézdirme, yikama, kurutma,
Isitma, kesit alma veya diger doku veya sivilarla
kontaminasyon artefaktlara, antikor sikismasina veya
yanlis sonuglara neden olabilir. Optimum performans,
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yikanmasi ve primer antikorun seyreltilmesi ile fazla
arka plan boyamasindan kaginin. Asiri arka plan
boyamasi meydana gelirse, yiksek seviyelerde
endojen biyotin mevcut olabilir (biyotin icermeyen bir
tespit sistemi kullaniimiyorsa). Bir biyotin engelleme
adimi dahil edilmelidir.
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6. Sodyum azid HRP'yi inaktive eder, bu da yanls
sonuclara yol agabilir. Kesitleri sodyum azid
icermeyen tamponda yikayin.

7. Herhangi bir belirsizlik durumunda quartett musteri
hizmetleriyle iletisime gegin.
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Kullanicinin trlinle ilgili teknik veya performansla ilgili
herhangi bir sorun yagsamasi durumunda, litfen Ureticiye
veya yetkili bir makama danisin.

Cihazla ilgili olarak meydana gelen herhangi bir ciddi olay
Ureticiye ve kullanicinin ve/veya hastanin yerlesik oldugu
Uye devletin yetkili makamina bildiriimelidir.

Guvenlik ve performans 6zeti (SSP), ilgili modul mevcut
oldugunda EUDAMED'de bulunabilir.
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