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Altri target molecolari 
oltre EGFR e ALK: agenda

• ROS1 riarrangiamenti

• Mutazioni di BRAF

• RET riarrangiamenti

Jordan et al, Cancer Discovery 2017
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Cancer Treat Rew

2017

ALK vs ROS1



Planchard et al, ESMO guidelines 2018, Ann Oncol 2018

NSCLC ROS1 +: ESMO 2018



Pazienti ROS1

Shaw et al, N Engl J Med 2014 Lim et al, J Clin Oncol 2017
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Pazienti ROS1, Entrectinib

Doebele et al, WCLC 2018



ROS1+:
Meccanismi di resistenza a Crizotinib 

Facchinetti et al, Cancer Treat Rew 2017 Gainor et al, JCO Precision Medicine 2017



Solomon et al. WCLC 2017

Lorlatinib in ROS1+



Solomon et al. ESMO 2018

Lorlatinib in ROS1+



Repotrectinib: anti-ALK,-ROS1,-NTRK 

Drilon et al, Cancer Discovery 2018 Drilon et al, ASCO 2018



ROS1+: meccanismi di 
resistenza e algoritmo 

Lin and Shaw, J Thoracic Oncol 2017



Altri target molecolari 
oltre EGFR e ALK: agenda

• ROS1 riarrangiamenti

• Mutazioni di BRAF

• RET riarrangiamenti

Dagogo-Jack et al, Clin Cancer Res 2018



Leonetti et al, Cancer Treat Rew 2018

BRAF mutations

• Found in 1-3% of NSCLC, ADK; 
about 50% V600E 

• Patients with V600 mutations 
were more likely to be 
light/never-smokers compared
with non-V600

• Associated with more 
aggressive disease

• Represent an emerging
mechanism of resistance to 
EGFR-TKIs

Marchetti et al, J Clin Oncol 2012



Planchard et al, ESMO guidelines 2018, Ann Oncol 2018

NSCLC BRAF +: ESMO 2018



Dabrafenib e trametinib 
in NSCLC BRAF mutati I linea

Planchard et al, Lancet Oncology 2017

RR: 64%
PFS 14.6 mesi
OS 24.6 mesi



Leonetti et al, Cancer Treat Rew 2018

BRAF mutations and TKIs



Mazieres et al, WCLC 2018

BRAF mutations and TKIs:
Vemurafenib



Leonetti et al, Cancer Treat Rew 2018

BRAF mutations and TKIs:
Non-V600 and resistence



Dudnik et al, J Thoracic Oncol  2018

BRAF mutations and IT

V600 (n = 21): RR 25%, PFS 3.7 m
Non-V600 (n = 18): RR 33%, PFS 4.1 m



Immunoterapia e oncogene addiction



Osimertinib in I linea: 
mecc. di resistenza – BRAF e MET

Minari et al, J Thoracic Oncol 2018



Planchard et al, ESMO guidelines 2018, Ann Oncol 2018

ESMO 2018:
Other drivers…



Altri target molecolari 
oltre EGFR e ALK: agenda

• ROS1 riarrangiamenti

• Mutazioni di BRAF

• RET riarrangiamenti

Ferrara et al, J Thoracic Oncol 2017



Drilon et al, Nat Rev Clin Oncol 2018

RET Rearrangements

• RET rearrangements 1-
2% of NSCLC (ADK)

• Found in ADK, younger, 
more commonly in never
smokers and mutually
exclusive with other
mutations



Facchinetti et al, in press

62 anni, donna, non fumatrice
ADK, EGFR, K-ras wt, ALK e ROS1-

	

	



Drilon et al, Nat Rev Clin Oncol 2018

RET Rearrangements and TKIs



RET Rearrangements and TKIs

Ferrara et al, J Thoracic Oncol 2017



Drilon et al, Nat Rev Clin Oncol 2018

RET Rearrangements and TKIs



LOXO-292: 
potent and selective anti-RET 

Subbiah et al, Ann Ancol 2018



LOXO-292: 
LIBRETTO 001 phase 1 trial

Oxanard et al, WCLC 2018



BLU-667:
potent and selective anti-RET 

Subbiah et al,  Cancer Discovery 2018



BLU-667:
ARROW phase 1 trial

Subbiah et al, AACR 2018

Subbiah et al, Cancer Discovery 2018



RET fusions and
Osimertinib resistence

Piotrowska et al, Cancer Discovery 2018



Conclusioni

• Rapida evoluzione delle conoscenze e disponibilità di 
nuova farmaci per vari target (oltre a EGFR/ALK, testare 
ROS1 e BRAF)

• Nella malattia ROS1 positiva standard crizotinib; I linea 
con next-generation TKI? Quale migliore TKI a fallimento 
della I linea (Lorlatinib)?

• Dabrafenib e Trametinib standard in caso di V600E; non 
dati al momento per non-V600; immunoterapia 
potenzialmente efficace

• Nuovi agenti selettivi anti-RET; dati preliminari e 
necessità di trials clinici
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