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Agenda

A p53: When knowledge shifts, so must we
A Melan-A: New clones, newstandards

A ALK:New purpose, newexpectations

A HER2: Therapy drives IHC

A CEA: From tool to targetrebirth of an old marker
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TP53 isnutatedin 50% of all cancer
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MEDICAL SCIENCE - Volume 335, Issue 8691, P675-679, March 2 ¥, Download Full Issue

Increased expression of mutant forms of p53 oncogene in primary
lung cancer

R. lggo, MRCP 2 - J. Bartek, MD ? - D. Lane, PhD ? - K. Gatter, MRCPath ® - A.L. Harris, FRCP & - J. Bartek ®

Affiliations & Notes v Article Info v Oncogenn;S(G):SE}Bg
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Genetic and immunochemical analysis of mutant p53
Abstract in human breast cancer cell lines

Primary lung cancer samples of {pamy Bartek ', R Iggo, J Gannon, D P Lane

| > Proc Natl Acad Sci U S J@H ct;87(19):7555-9. doi: 10.1073/pnas.87.19.7555.

Show Outline %

 p53 mutations in colorectal cancer

| 'e mutations were G

!N R Rodrigues T A Rowan, M E Smith, | B Kerr, W F Bodmer, J V Gannon, D P Lane 153 gene is the most

f al methods can
Affiliations 4+ expand

PMID: 1699228 PMCID: PMC54786 DOI: 10.1073/pnas.87.19.7555
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Immunohistological staining of primary colorectal carcinomas with antibodies specific to p53

demonstrated gross overexpression of the protein in approximately 50% of the malignant tumors
examined. Benign adenomas were all negative for p53 overexpression. To determine the molecular



P53 Assessmentsn NordiQC
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The Journal of Pathology
J Path: Clin Res October 2016
Published online 9 June 201
(wileyonlinelibrary.com). po:

Optimized p53
of TP53 mutatic

Martin Kébel,'" Anna M Pis
Nitzan Rosenfeld,” Anne-

' Department of Pathology and La
%Ccmcer Research UK Cambridge
* Centre de recherche du Centre h

*Institut du cancer de Montréal,

*Correspondence to: Dr. James D B
Genomics of Ovarian Cancer Labd
CB20RE, UK. e-mail: james.brentd

Cases assessed for inclusion (N = 315)

Excluded N = 63 (20%)
32 no tissue for DNA extraction
27 not interpretable on TMA

4 duplicate samples
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Primarv analvsis Next generation sequencing (NGS) and IHC staining (N = 252)

NGS repeated for 10 failures and 8 HGSOC with no
mutation (N = 18)
Further Sanger sequencing (N = 11)

Excluded N = 1 (0.4%) because of
failure on repeat NGS

r

Assessable for mutation (N = 251)
Compared to IHC methods 1-4

Secondary analysis

23 discordant cases

IHC method 1 performed on full tissue
sections (N = 23)

NGS on independent DNAs [N = 21)
Sanger sequencing (N = 10)

Whole gene (N =5)
Selected exon (N = 5)

Excluded N = 2 (0.8%) because
independent DNA not available
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Final mutation data (N = 249)
Compared to IHC method 1




Overexpression
Cytoplasmatic p53

O- pheno -
type

TP53 missense
mutation

TP53 mutations affecting the
nuclear localization domain or
the nuclear export signal

No TP53 mutation
TP53 mutations resulting in

absent p53 protein



Theendometrial serous carcinoma with p53 overexpression

Protocol A: Protocol B:

mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, the
modified protocol settings with HIER for 64 min. in CC1, 32 recommended protocol settings with HIER for 32 min. in CC1, 16
min. Abincubation and OptiView as detection system. min. Abincubation and OptiView as detection system.




Theendometrial serous carcinoma with absence of p53

Protocol A: Protocol B:

mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, the
modified protocol settings with HIER for 64 min. in CC1, 32 recommended protocol settings with HIER for 32 min. in CC1, 16
min. Abincubation and OptiView as detection system. min. Abincubation and OptiView as detection system.




The low grade endometrial carcinoma with p53 wild -type pattern

Protocol A: Protocol B:

mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, mADb clone DO-7, RTU for Benchmarklltra, Ventana/Roche, the
modified protocol settings with HIER for 64 min. in CC1, 32 recommended protocol settings with HIER for 32 min. in CC1, 16
min. Abincubation and OptiView as detection system. min. Abincubation and OptiView as detection system.




Results of p53 assessmentsiordiQC

RTU system in
recommended | RTU system in
protocol laboratory
Concentrated | Assessment modified
antibodies (Pass| settings (Pass |protocol settings
Rate) Rate) (Pass Rate)
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The quality of IHC

precision testing
NordiQC
assessment reports

Assessment

year

2024
2023
2022
2021
2013

2007

* Significant modifications: retrieval method, retrieval duration and Ab incubation time altered, detectiooiy protocolgperformed on the
specified vendor IHC stainer integrated.
** Protocol settings recommended by vendgRetrieval method and duration, Ab incubation times, detection kit, IHC stainepeugiit.

Concentrated
antibodies

71%
76%
62%
55%
75%
75%

RTU system in laboratory

Mod. prot.

3-step
polymer
detection

0)
3 staining of the endometrial serous
absence of p53 1 (tissue core

e
cells. Stromal cells are weakly positive, serving as
internal positive tissue control.

modified protocol settings* protocol settings**
PASS RATE
70% 30%
68% 41%
59% 33%
60% 18%
76% 100%
- 60%

RTU system in recommended

Rec. prot.

2-step
polymer
detection

© NordiQC

Fig. (x200)

Insufficient p53 staining of the endometrial serous
carcinoma with absence of p53 expression (tissue core
no. 2), using sa in Figs. 1b - 4b.
Virtually no nuc for p53 is seen in
neither the neoplastic or stromal cells.

Total

65%
65%
55%
46%
79%

74%



Results of p53 assessmentsMordiQC

Concentrated

Assessment year ; )
y antibodies

RTU system
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ALK

new purpose, new
expectations
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Unlock ALK

> Science. 1994 Mar 4;263(5151):1281-4. doi: 10.1126/science.8122112.

Fusion of a kinase gene, ALK, to a nucleolar protein
gene, NPM, in non-Hodgkin's lymphoma

SW Morris 1, M N Kirstein, M B Valentine, K G Dittmer, D N Shapiro, D L Saltman, A T Look

Affiliations + expand
PMID: 8122112 DOI: 10.1126/science.8122112

anaplasticlymphomakinase
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The First Hero: ALK1
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https://www.agilent.com/en/product/immunohistochemistry/antibodies -controls/primary -
antibodies/cd246-alk-protein-%28dako-omnis%29-76250#z00mELIBRARY_494106



