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Tumor suppressor gene Oncogene
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Oncogene vs tumor suppressor gene
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Line of differentiationlImmunohisochemis

Epithelial Keratins
Smoothmuscle SMA,Desmin
Skeletaimuscle Desmin Myogenin
MyoD1
Melanocytic
nervesheathlineage S100, SOX10
Vascular CD31, ERG
Hematopoietic CD45 08O
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MolecWbeathods Immunohisotchemis

Mutation Changed protein
Translocation Absence of protein
Deletion Abnormal localization
Amplification Over expression
Methylation Fusion protein
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Drug and biomarker alignment
CDx assays for personalized medicine

Patients with unknown
disease sub-group
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What iIs CDx (Companion diagnostics)and why to use it?

Definition*
CDx Is a medical device, often in vitro, that provides
Information essential for safe and effective use of a drug or

biological product

Application*

ldentify those patients most likely to benefit from treatment
ldentify patients at increased risk of adverse events
Monitor treatment response and adjust dose/regimen
ldentify populations with adequate safety and efficacy

data

o T o I

* Per the US Food and Drug Administration and EU European Medicines Agency
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Figure FDA approved companion
diagnostic platforms by August
2023 (11). IHC,
Immunohistochemistry; ISH, in situ
hybridization; PCR, polymerase
chain reaction; NGS, next-
generation sequencing; ECLIA,
electrochemiluminescence
Immunoassay; CDx, companion
diagnostic; FDA, Food and Drug
Administration.
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Jargensen JT. Twenty -five years with companion diagnostics . Chin Clin Oncol . 2023 Dec;12(6):65. doi: 10.21037/cco -23-96. Epub 2023 Nov 6. PMID: 37953243.


https://cco.amegroups.org/article/view/118835/html#B11
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Figure Cumulative number of FDA approved companion diagnostic assays by year. By August 2023, O
the total number of companion diagnostic assays had reached 56. CDx, companion diagnostics; @

FDA, Food and Drug Administration. Nordl.ac

Jargensen JT. Twenty -five years with companion diagnostics . Chin Clin Oncol . 2023 Dec;12(6):65. doi: 10.21037/cco -23-96. Epub 2023 Nov 6. PMID: 37953243.
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MolecWbeathods Immunohistochemi

Mutation Changed protein
Translocation Absence of protein
Deletion Abnormal localization
Amplification Over expression
Methylation Fusion protein
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Histopathology

Original Article

BRAF mutation in ‘sarcomas’: a possible method to detect de-
differentiated melanomas

Nicole A Cipriani B, Igor Letovanec, Francis ] Hornicek, John T Mullen, Zhenfeng Duan, Darrell R Borger,
Gunnlaugur Petur Nielsen

First published: 05 October 2013 | https://dol.org/10.1111/his.12305 | Citations: 34

™ PDF A\ TOOLS <« SHARE

Kamata M, Minamisaka T,Imura J, Saitoh K, Shimomura A, Noguchi A. A Case of Dedifferentiated O.O
Melanoma With Lymph Node Metastasis Where Molecular Biological TestsWere Useful for NO(dIQC
Diagnosis. Cureus. 2022 Jan 26;14(1):e21644. doi: 10.7759/cureus.21644. PMID: 35233321; PMCID:

PMC8881242.



BRAF mutation-positive
What to Know About BRAF Mutations Nermal cell mim;; cell

... The BRAF gene is responsible for cell growth _
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e A BRAF gene mutation can
contribute to cancer development

” /
Found in almost half of melanomas M

Targeted therapy and/or
immunotherapy may be considered
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~8% <5% 1% <1%
V60OR V600D L597V V60OR’ D594G L597Q
V6OOM D594V L597R

V600E2 D594E V600G

D594N WT: GTG yalin)
S V600E: GAG glutamat)
“ V600K: AAG (lysin)

V600R: AGG Arginin)

BRAF

Up to 90%
V600E
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Molecular testing for BRAF mutations to inform melanoma treatment decisions: a move toward precision medicine .
Cheng, Liang etal. Modern Pathology, Volume 31, Issue 1,24 - 38



BRAF mutation-positive
Normal cell melanoma cell
Mormal signal source i
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https://www.incytediagnostics.com/about/news -and -publications/braf -mutation -in-metastatic -melanoma/
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IHC BRAF V600E

Assessment Run 74 2025
BRAF (BRAF V600E)

KEY POINTS FOR BRAF V600E IMMUNOASSAYS

- A high overall pass rate of 81% was observed in this 2’ assessment focusing on BRAF
VE00E mutations in colon adenocarcinomas and melanomas.
The mAb clone VE1 was used by 91% of all participants.
The VE1 RTU system 760-5095 from Ventana/Roche applied by vendor recommended
protocol settings was most successful giving pass rates of 97%.
The performance of the Ventana/Roche VE1 RTU system 760-5095 was also found
successful when optimized by using OptiView with amplification.
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IHC BRAF V600E

Schirosi L, Strippoli S, Gaudio F, GrazianoG, Popescu O, Guida M, Simone G MangiaA. Isimmunohistochemistry of BRAF V600kseful as I\I O rd I Q C

a screeningtool and during progressiondisease of melanoma patients? BMC Cancer. 2016Nov 18;16(1):905.doi: 10.1186/s12885016-
2951-4. PMID: 27863476; PMCID: PMC5116153.




