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BRAF and NRAS-mutant Melanomas

Jakob, et al. Cancer 2011



The target: BRAF kinase 
An important mediator of cellular proliferation

Vemurafenib co-structure with the 

kinase domain of  BRAFV600E
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Image courtesy of Grant McArthur, Peter MacCallum
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Metabolic response to Roche/PLX4032 

BRAF inhibitor, V600E+ melanoma
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No. of patients in follow up
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Hazard Ratio 0.26 

(95% CI; 0.20 - 0.33)

Log-rank P<0.0001
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Vemurafenib Progression-free Survival

Median 1.6  mos Median  5.3 mos 

Chapman PB, et al. N Engl J Med. 2011;364:2507-2516.





COMBI-d: Overall Survival

Time (months)

Dabrafenib
Died: 123 (58%)

Median OS = 18.7 mo
(95% CI:15.2ï23.7)

HR 0.71 (95% CI: 0.55, 0.92)

P = 0.011
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Dabrafenib + trametinib
Number at risk

Dabrafenib + placebo

Dabrafenib + Trametinib
Died: 99 (47%)

Med OS = 25·1 mo
(95% CI:19.2-NR)

Dabrafenib+Trametinib med follow up 20 mo (range 0-30 mo); Dabrafenib med follow up 16 mo (range 0-32 mo).

Long GV, et al. Lancet. 2015;386:444-451.
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