
Patients with BRAF V600 mutant metastatic  
melanoma may have more aggressive  
disease compared with patients with  
BRAF wild-type disease4,5

However, when BRAF-mutant patients were treated with  
BRAF inhibitors in clinical studies, survival outcomes  
surpassed those of BRAF wild-type patients.4

BRAF testing is essential for making  
informed treatment decisions
There’s no time for uncertainty in melanoma
Melanoma is the deadliest form of skin cancer, and its incidence has been increasing over the past several  
decades.1 Although localized melanoma has a relatively favorable prognosis, metastatic melanoma has a  
much worse prognosis.2 The discovery of the oncogenic BRAF mutation in patients with melanoma and the  
subsequent development of BRAF inhibitors have drastically altered the course of disease for patients whose  
disease is driven by this mutation.3 To best inform treatment decisions, it is important to  
test for the BRAF mutation early on with an accurate test.

of patients with metastatic melanoma  
harbor a BRAF V600 oncogenic mutation1≈ 50%

BRAF mutations occur early during tumorigenesis and persist  
throughout the course of the disease. BRAF mutations are  
associated with early-onset disease in younger patients and  
the presence of mitoses, indicative of rapidly growing tumors.

The most common BRAF mutation is V600E (70%-90%),  
which is the result of a substitution of glutamic acid (E) for  
valine (V) at amino acid position 600.2,4 The next most common  
BRAF mutation is V600K (6%-29%), which is the result of a  
substitution of lysine (K) for V at amino acid position 600.2,4

BRAF V600 mutations result in increased MAPK pathway activity, leading to  

Increased cellular growth and proliferation1

The MAPK pathway is important for normal cellular growth and  
also plays a pivotal role in the development and progression of  
melanoma. In BRAF-mutated melanoma, the mutation results  
in a constitutively activated BRAF protein. The mutated BRAF  
protein continuously signals downstream through the MAPK  
pathway, resulting in increased growth, proliferation, survival,  
and invasive properties of melanoma cells.1 BRAF V600 
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Overview of sample test factors
Tissue samples from melanoma patients

There exist a number of different methods for determining BRAF status, each with their own strengths and  
weaknesses. When selecting a particular testing methodology, it is important to consider test performance  
factors, including specificity, ability to detect a range of mutations, and test turnaround time.9

NCCN, National Comprehensive Cancer Network.
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For patients with advanced cutaneous  
melanoma, European Society for  

Medical Oncology (ESMO) clinical  
practice guidelines state that
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BRAF mutational testing  
should be mandatory

The ESMO 2015 guidelines state, “mutation  
testing for treatable mutations is mandatory in  
patients with advanced disease (unresectable  
stage III or stage IV, and highly recommended in  
high-risk resected disease stage IIc, stage IIIb-c).”6  
The NCCN guidelines strongly encourage  
pathologists to test for and report the presence  
or absence of gene mutations (BRAF, KIT)  
that may impact treatment options in patients  
with metastatic melanoma.7


