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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 ®
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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.
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 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
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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
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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
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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

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
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Results of p53 assessmentsMordiQC
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Fit-For-Purpose IHC- ALK

Unlock ALK
@),

O anaplasticlymphomakinase

> 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
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PMID: 8122112 DOI: 10.1126/science.8122112
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https://www.agilent.com/en/product/immunohistochemistry/antibodies -controls/prima
antibodies/cd246-alk-protein-%28dako-omnis%29-76250#z00mELIBRARY_494106



nature

Explore content v  About the journal ¥  Publish with us v Subscribe

nature > articles » article

Article | Published: 11 July 2007

Identification of the transforming EML4-ALK fusion
gene in non-small-cell lung cancer

Manabu Soda, Young Lim Choi, Munehiro Enomoto, Shuji Takada, Yoshihiro Yamashita, Shunpei Ishikawa,

Shin-ichiro Fujiwara, Hideki Watanabe, Kentaro Kurashina, Hisashi Hatanaka, Masashi Bando, Shoji Ohno,

Yuichi Ishikawa, Hiroyuki Aburatani, Toshiro Niki, Yasunori Sohara, Yukihiko Sugiyama & Hiroyuki Mano ™
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Q- P, ﬁzer Science Products Stories Newsroom About

U.S. Food And Drug Administration Approves
Pfizer’s XALKORI® (crizotinib) As First And

Only Therapy Specifically For Patients With
Locally Advanced Or Metastatic ALK-Positive
Non-Small Cell Lung Cancer

Friday, August 26, 2011 - 07:24am
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