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a Inibitori di BRAF nel carcinoma del Colon Retto

Massimo Cirillo



Bardelli A. et al. J Clin Oncol 2010

Graphic representation of a cohort of 100 patients with colorectal cancer 
treated with cetuximab or panitumumab



- BRAFV600E mutato è  presente nel 9-11% circa dei CCR 

metastatici

- maggiore frequenza nelle neoplasie prossimali (66% circa 

di BRAF mutati nella neoplasie localizzate nel colon dx)

- maggiore incidenza in donne (75%)

- maggiore incidenza di localizzazioni peritoneali e 

linfonodali

- minore incidenza di localizzazioni polmonari 

- nessuna differenza in localizzazioni epatiche 

- associazione con neoplasie MSI (30% dei tumori con MSI 

sono  BRAFV600E mutati)

Di che cosa parliamo quando parliamo di BRAF-

mutato nel carcinoma del colon retto ?

- Van Cutsem E et al Ann Oncol 2016, Tran B. et al. Cancer 2011; Tveit KM et al J Clin Oncol 2011 ; 

Bledsoe JR et al  Am J Surg Pathol 2014 ; Goldstein J et al. Ann Oncol 2014 -
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EGFR activation mediates:

- Apoptosis resistance

- Proliferation

- Transcription (TGFα; VEGF; IL8)

Adapted from:
Ciardiello F, et al. N Engl J Med. 2008



BRAF available in 902 /2248 pts
median Follow-up:  9.5 ys
BRAFmut:  94 pts (10.4%)







- Negli stadi precoci la presenza di BRAF mutato non 

riduce l’efficacia della chemioterapia adiuvante con 

Oxaliplatino

- Nella malattia metastatica la presenza di BRAF mutato 

rappresenta un fattore prognostico sfavorevole in termini 

di sopravvivenza con mOS di circa 10-11 mesi con 

chemioterapia standard (FU + Oxaliplatino/Irinotecan)

- nella malattia metastatica nei  pazienti mutati  si assiste 

ad un più veloce declino del PS e pertanto la probabilità di 

ricevere una seconda linea di terapia si riduce 

drasticamente



Esiste un ruolo dei farmaci anti EGFR ?



Pooled analysis of OS in patients with KRAS wt tumors 

according to BRAF mutation status
(KRAS wt/BRAF mut: 70 pts)
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KRAS wt / BRAF wt

HR (95% CI): 0.840 (0.710–0.993), p=0.041

FOLFIRI/FOLFOX4 + Cetuximab (n=349): mOS 24.8 mo

FOLFIRI/FOLFOX4 (n=381): mOS 21.1 mo

KRAS wt / BRAF mt

HR (95% CI): 0.633 (0.378–1.060), p=0.079

FOLFIRI/FOLFOX4 + Cetuximab (n=32): mOS 14.1 mo

FOLFIRI/FOLFOX4 (n=38): mOS 9.9 mo

Bokemeyer C, et al. J Clin Oncol 2010; 28(Suppl. 15):Abstract No. 3506 

Time (months)



- Douillard et al N.Engl.J.Med. 2013 -



- Heinemann Lancet Oncol 2014 -



FIRE-3: BRAF mut subgroup - OS

Stintzing et al, ASCO GI ‘14



Pietrantonio F. at al. Eur J Cancer 2015

OS

PFS



wtRAS/BRAFmut.

wtRAS/wtBRAF.

Rowland A. et al Br J Cancer 2015
Test of interaction not statistically significative

P= 0.47



Masi et al. Lancet Oncol ‘10

FOLFOXIRI+Bev in BRAF mut

30.9 months

Retrospective analysis of phase II FOIB trial (10 pts BRAFmt/47 pts BRAFwt)

PFS OS



FOLFOXIRI+Bev in BRAF mut

Subgroup analysis of phase III TRIBE trial

N

FOLFIRI + bev

Arm A

Median PFS

FOLFOXIRI + bev

Arm B

Median PFS

HR [95% CI]

ITT population 508 9.7 12.1 0.75 [0.62-0.90]

RAS mutated 218 9.5 12.0 0.82 [0.61-1.09]

BRAF mutated 28 5.5 7.5 0.55 [0.26-1.18]

All wt patients 129 11.3 13.3 0.75 [0.52-1.10]

N

FOLFIRI + bev

Arm A

Median OS

FOLFOXIRI + bev

Arm B

Median OS

HR [95% CI]

ITT population 508 25.8 31.0 0.79 [0.63-1.00]

RAS mutated 218 23.1 30.8 0.86 [0.60-1.22]

BRAF mutated 28 10.8 19.1 0.55 [0.24-1.23]

All wt patients 129 34.4 41.7 0.85 [0.52-1.39]

Cremolini et al, Lancet Oncol 2015



BRAF inibitori

BRAF/MEK inibitori

BRAF/EGFR inibitori

BRAF/MEK/EGFR inibitori

What’s next ?





BRAF inhibition alone ineffective in BRAF-mutant CRC



Prahallad et al, Nature ‘12



Dabrafenib + Trametinib in pre-treated BRAF mut mCRC

43 pts (36 pts > 2 linee di terapia/20 pts trattati con anti EGFR

Corcoran et al, JCO 2015

CR  1 pts (2%)  DoR > 36 mesi
PR 5 pts (12%)
SD 24 pts (56%)
10 pts (23%) trattati > 6 mesi



MAPK signaling inibito nei pazienti valutati ma ad un livello inferiore 
rispetto a pazienti con Melanoma sottoposti a trattamento con solo 

Dabrafenib

P-ERK H-score in 9 pts treated with Dabrafenib + Trametinib

- Corcoran et al, JCO 2015 -



Vemurafenib + Cetuximab<br />Preliminary Tumor Response 



Phase 1/2 Study of the MEK Inhibitor Trametinib, BRAF Inhibitor Dabrafenib, and Anti-EGFR Antibody Panitumumab in Patients With BRAF V600E-Mutated Metastatic Colorectal Cancer

Presented By Chloe Atreya at 2015 ASCO Annual Meeting



Best Response With Confirmation <br />Percent Change from Baseline at Maximum Reduction in Tumor Measurement

Presented By Chloe Atreya at 2015 ASCO Annual Meeting



Duration on Study

Presented By Chloe Atreya at 2015 ASCO Annual Meeting



Slide 24

Presented By Chloe Atreya at 2015 ASCO Annual Meeting



Comparison of p-ERK modulation using dabrafenib based combination therapies in BRAFm CRC and BRAFm melanoma



Conclusions   

Presented By Chloe Atreya at 2015 ASCO Annual Meeting



Grazie per l’attenzione



Summary of preliminary activity in studies of BRAFi-based therapy in BRAFmut CRC



Dabrafenib + Trametinib in pre-treated BRAF mut mCRC

Dabrafenib + Trametinib + Panitumumab in BRAF mutant mCRC

TARGET ACCRUAL: 200 patients

Prahallad et al, Nature ‘12



Therapeutic approaches to BRAF mutant colorectal cancer



Incomplete suppression of P-ERK in BRAF-mutant colorectal cancers (CRC) is associated with decreased  sensitivity to vemurafenib. <br />



Combined inhibition of EGFR and RAF leads to sustained suppression of P-ERK and increased sensitivity in BRAF-mutant colorectal cancer cells. <br />



Waterfall plot of n=43 patients treated with dabrafenib and trametinb



Study Design and Methods



Slide 12



Therapeutic Implications



Maximum Tumor Response<br />



Slide 11



Encorafenib + Cetuximab (+BYL719) – Best ORR<br />


