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Progression-Free Survival
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PDGFR; IGF-1R, EGFR, MET
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MRNA dependence of the elF4F complex is variable

“Strong " mMRNAS:
p-actin, GADPH,
most cellular mRNAs

“Weak"” mRNAs:
/ malignancy-related mRNAs,
c-myc, cyclin D1, survivin, etc
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DMSO Dabrafenib Trametinib Dabrafenib
40nM 4nM +Trametinib
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Tumor growth +/- SEM

Xenograft models
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Cap-binding assay:
Capture of elF4AE and its ligands on
synthetic m7GTP-sepharose beads
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Vemurafenib leads to a decrease in the formation of the elF4F complex
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Vemurafenib does not lead to a general decrease in protein synthesis
but to specific regulation of mMRNA translation
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The persistance of the elF4F complex is associated with resistance to Vemurafenib
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The formation of the elF4F complex is associated with resistance to Vemurafenib
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The formation of the elF4F complex is associated
with multiple mechanisms of resistance to Vemurafenib
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The formation of the elF4F complex
Is directly involved in the sensitivity to vemurafenib

Proliferation rate
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Growth factor receptors
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The ability of flavaglines derivatives to inhibit elF4F-dependent translation

correlates with their ability to inhibit cell proliferation
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Observed effect

Vemurafenib and elF4A inhibitors have a synergistic effect

Vemurafenib +

on cell proliferation and tumor growth
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Increase of elF4F complex formation is associated
with resistance to anti-BRAF in patients

Patient #1 (Responding tumour)

i Responding

tumours,
.§§ 4l
elF4E-elF4G s
Fap
g 34
£
<5 24

e A Cl

D+21  D+21 D+26 D+21
Patient: #1 #2 #3 #4
(meta. #1)
9 Progressive
] tumours l
8 - elFAE-elF4G
/
7 elFAE-4EBP1
D-253 D+116
e T e T 6
elFAE-elF4G l O p-erx
5 4
]
5 4+
£ 34
£
<«
1
N 1 v

D+21 D+295 D+116 D+389 D+138

#4 #5 #6 #7 #3
(meta. #2)




elF4F is a nexus of resistance
to anti-BRAF and anti-MEK cancer therapies
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Inhibitor of elF4F
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elF4F is a nexus of resistance to anti-BRAF and
anti-MEK cancer therapies
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