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D + T, dabrafenib + trametinib; Vem, vemurafenib 

COMBI-v study 
Overall Survival 

Median Follow-up: D + T  = 11 months and Vem = 10 months 

D+T 
(n = 352) 

Vem 
(n = 352) 

Died, n (%) 100 (28) 122 (35) 
Median, months 
(95% CI) 

NR 
(18.3-NR) 

17.2 
(16.4-NR) 

Adjusted HR (95% CI)  
2-sided P-value (stopping boundary) 

0.69 (0.53-0.89) 
0.005 (<0.0214) 

C ROBERT et al ESMO 2014  



Progression-Free Survival 
D+T 

(n = 352) 
Vem 

(n = 352) 

Events, n (%) 166 (47) 217 (62) 

Median, months 
(95% CI) 

11.4 
(9.9-14.9) 

7.3 
(5.8-7.8) 

Adjusted HR (95% CI)  
2-sided P-value  

0.56 (0.46-0.69) 
< 0.001 

D + T, dabrafenib + trametinib; Vem, vemurafenib 

D+T 
Vem 

C ROBERT et al ESMO 2014  
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         eIF4G 

eIF4F complex: Cap-dependent translation initiation complex 

mRNA 



Jia et al Med Res Rev 2012 

mRNA dependence of the eIF4F complex is variable 
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Xenograft models 



 Cap-binding assay:  
Capture of eIF4E and its ligands on  
synthetic m7GTP-sepharose beads 



A375 Mel888 

- Vemurafenib: + - + 

eiF4E 

4EBP1 

eiF4G 

eiF4E 

7
m

G
-b

o
u
n
d
 

in
p
u

t 

4EBP1 

eiF4G 

Vemurafenib leads to a decrease in the formation of the eIF4F complex 

Cap-binding assay 
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Vehicle Vemurafenib 

(6 mM – 3 h) 
40S 

60S 
80S polysomes 

used for 

microarray 

Fraction: 
4 5 6 7 8 9 10 11 12 13 14 15 16 

46 % 54 % 53 % 47 % 

RNP 
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and translation factors 

Vemurafenib does not lead to a general decrease in protein synthesis 

but to specific regulation of mRNA translation 
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The persistance of the eIF4F complex is associated with resistance to Vemurafenib 

Cap-binding assay 
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The formation of the eIF4F complex is associated with resistance to Vemurafenib 
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The formation of the eIF4F complex is associated  

with multiple mechanisms of resistance to Vemurafenib 
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The formation of the eIF4F complex 

is directly involved in the sensitivity to vemurafenib 

Moerke et al., Cell 2007 

Mel624 xenografts 

Vemurafenib + 4EGi-1 
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Flavaglines 
(Silvestrol, 50 more) 

Collab: L. Desaubry (Strasbourg) 
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The ability of flavaglines derivatives to inhibit eIF4F-dependent translation 

correlates with their ability to inhibit cell proliferation 

40S 
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Vemurafenib and eIF4A inhibitors have a synergistic effect  

on cell proliferation and tumor growth 
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D+21 D-7 

Patient #1 (Responding tumour) 

D+116 D-253 

Patient #6 (Progressive tumour) 
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Increase of  eIF4F complex  formation is associated  

with resistance to anti-BRAF in patients 
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Boussemart, Malka-Mahieu, Girault et al., Nature  2014  

eIF4F is a nexus of resistance  

to anti-BRAF and anti-MEK cancer therapies 
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