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Chemotherapy in melanoma: 

common drugs 

• Dacarbazine, temozolomide 

• Vincristine 

• Cisplatin and carboplatin 

• Paclitaxel, Abraxane 

• Lomustine, Fotemustine 
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Melanoma 



   
 N 

Median  
OS (y) P 

WT   94 1.3 ------ 

B-RAF  
with inhibitor   41 NR .02 

B-RAF 
without inhibitor 112 0.9 .10 

N-RAS   66 0.7 .003 

Inhibitors: PLX-4032;GSK-2118436;GSK-1120212;AZD-6244. 

Jakob JA, et al. Cancer 

2012 

Survival of Patients With B-RAF- or N-RAS-Mutant 

Melanoma (N = 313) 

N-RAS: Candidate as a new prognostic marker for stage IV? 
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Targeting signaling pathways  

nuclear 
membrane 

plasma 
membrane 

R
T
K
 

SOS 

Growth factor 

DNA 

Shc 

Grb-2 

erk1/2 

RAF 265 

AZD6244, trametinib  

Mek 163A 

Vemurafenib, LGX 

Dabrafenib 

V600E preference 

Imatinib 

nilotinib 
PI3k 

AKT 

mTor 

PTEN 

N ras 

A B C 
raf 

mek1/2 

erk1/2 

Cell cycle CDKs 

Suvival BCLs 





Vemurafenib – B-Raf Inhibition: Comparison Day 0 – Day 17 

URB, female .1948 





BRIM-3 Phase III study 
Vemurafenib (BRAF inhibitor) in BRAFV600E-mutant 
melanoma: results 

 PFS and OS  

• Median PFS was 6.9 and 1.6 months 
for vemurafenib and DTIC, respectively 
(P<0.001) 

• PFS advantage remains after 
considering baseline characteristics 

• Median OS was 13.6 and 9.7 months 
for vemurafenib and DTIC, respectively 
(P<0.001); HR 0.7 in favor of 
vemurafenib 

• OS still highly significant when 
accounting for crossover to 
vemurafenib 

• OS not significantly improved in 
patients with Stage IIIc, M1a, and 
M1b disease 

 ORR 57% (6% CR) vs 9% for 
vemurafenib vs DTIC 

Chapman P et al. J Clin Oncol 2012;30(15s): abstract 8502. 



Vemurafenib : efficacy in the brain 

Dummer et al: A pilot study in symptomatic brain mets, ESMO 2012 



All patients 675 

Age: <65 years 

 ≥65 years 
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 Male 
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Hazard ratio and 95% confidence interval 

Overall survival by baseline characteristic  

(February 01, 2012 cut-off) censored at crossover  



Bringing Zelboraf to Patients in Record Time  

 

BRIM2 Results 

2006 2007 2008 2009 2010 2011 2012 

BRIM3 Results 

Less than 5 years from IND to First Launch 

US Launch 

Phase 1 Results 

IND 



Selected adverse events (% of patients) 

Vemurafenib, n= 336 Dacarbazine, n= 282 

Adverse events All  Grade 3 Grade≥ 4 All Grade 3 Grade ≥4 

Arthralgia 49 3 - 3 <1 - 

Rash 36 8 - 1 - - 

Fatigue 33 2 - 31 2 - 

Photosensitivity 30 3 - 4 - - 

LFTs 18 7 <1 5 1 - 

Cutaneous SCC 12 12 - <1 <1 - 

Keratoacanthoma 8 6 - - - - 

Skin papilloma 18 <1 - - - - 

Nausea 30 1 - 41 2 - 

Neutropenia <1 - <1 11 5 3 

Discontinuations due to AE: 6% Vemurafenib; 4% Dacarbazine 
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187 182 167 112 98 39 28 7 4 0 

63 53 32 16 12 5 4 2 0 0 

Dabrafenib: 

median PFS 6.7 mos; 

randomized patients 
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DTIC: 

median PFS 2.9 mos; 

randomized patients 

Hazard ratio 0.35 (95% CI 0.20, 0.61) 

Independent Reviewer-Assessed PFS  
(Cut-off: 19 December 2011) 
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METRIC Investigator-Assessed PFS – ITT 

0 1 2 3 4 5 6 7 8 9 

Number at risk 

Trametinib 214 205 163 100 88 28 22 5 0 0 

Chemotherapy 108 87 43 24 21 10 6 1 0 0 
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Time From Randomization (Months) 

Events  

 n (%) 

Median 

(months) 

HR (95%CI) 

P-value 

Trametinib 118 (55) 4.8 0.45 (0.33, 0.63) 

<0.0001 
Chemotherapy 77 (71) 1.5 
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METRIC Overall Survival – ITT  
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Time From Randomization (Months) 
0 1 2 3 4 5 6 7 8 9 10 

Number at risk 

Trametinib 214 208 203 192 170 105 53 24 5 0 0 

Chemotherapy 108 96 94 90 72 47 28 15 4 1 0 
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Events, 

n (%) 

Median 

(months) 

HR (95% CI) 

P-value 

6 Month OS 

 (95% CI) 

Trametinib 35 (16) -- 0.54 (0.32, 0.92) 

0.0136 

81 (73, 86) 

Chemotherapy 29 (27) -- 67 (55, 77) 

 

47% of the patients in the chemotherapy arm crossed over to trametinib 



Best percentage change from baseline and best 

overall response (NRAS mutated) after Mek163 

*Patients with missing best % change from baseline and unknown overall response are not included. 

N=28* 
Progressive Disease (PD) 

Stable Disease (SD) 

Partial Response (PR) 

Unconfirmed PR 

45 mg NRAS 

Ongoing pts 



Molecular subtyping and trial landscape 
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Monitoring longitudinal personalized cancer evolution  

Molecular work- up: 

B RAF, N ras, c kit 
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