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Lung Cancer Mutation Consortium: WCLC 2013

Oncogene Addicted Tumor: 
Special Entity



EGFR MUT +

15%

ALK TRASLOC

4%

GEFITINIB/ERLOTINIB/AFATINIB

9-13 mesi PFS

OLIGO PD SYSTEMIC PD 
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CRIZOTINIB

11 mesi PFS

OLIGO PD SYSTEMIC PD 

Continue CRIZO+LAT ALECTINIB

CERITINIB

…..

9 mesi PFS

2

0

m

e

s

i





Spigel et al, NEJM 2015

Check-Mate 17 Check-Mate 57



Herbst al, Lancet 2015 

17.3 m

14.9 m
8.2 m

10.4 m

12.7 m

8.5 m

Key-Note 10



NSCLC IIIB-IV

EGFR e ALK WT

PS 0-1/Età < 70

Non-SCC SCC

CT + Beva

P – Pem

P - Gem

P - Doc

Docetaxel +/-

Nintedanib

Nivolumab

Pembrolizumab PDL1>1%

Docetaxel



KEYNOTE 024: STUDY DESIGN

Reck M, ESMO 2016



I LINE: SINGLE IMMUNO AGENT VS STANDARD CT

Reck M, NEJM 2016; Reck M, ESMO 2016

Overall Survival Progression Free Survival



NSCLC IIIB-IV

EGFR e ALK WT

PS 0-1/Età < 70

Non-SCC SCC

CT + Beva

P – Pem

P - Gem

P - Doc

Docetaxel +/-

Nintedanib

Nivolumab

Pembrolizumab PDL1>1%

Docetaxel

EGFR e ALK WT PDL1 > 50%

PEMBROLIZUMAB

CHEMIOTERAPIAX

CHEMIOTERAPIA



CHECKMATE 057: RESPONSE AND 
DURATION OF RESPONSE

Borghaei H , NEJM 2015



Supportive PRO Analysis: Change From Baseline to Week 15 

EORTC QLQ-C30 Functioning and Symptom Scales

7153 – JR Brahmer
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If not vigilant, may 
result in more serious 
immune-related AEs

Pulmonary
▪ Pneumonitis
▪ Interstitial lung 

disease
▪ Acute interstitial 

pneumonitis

Neurologic
▪ Autoimmune neuropathy
▪ Demyelinating 

Polyneuropathy
▪ Guillain-Barre
▪ Myasthenia gravis–like 

syndrome

Hepatic
▪ Hepatitis, 

autoimmune

Endocrine
▪ Hypothyroidism
▪ Hyperthyroidism
▪ Adrenal 

insufficiency 
▪ Hypophysitis 

Eye
▪ Uveitis
▪ Iritis

Renal
▪ Nephritis, 

autoimmune
▪ Renal failure

Skin
▪ Dermatitis exfoliative
▪ Erythema multiforme
▪ Stevens-Johnson syndrome
▪ Toxic epidermal necrolysis
▪ Vitiligo
▪ Alopecia

IMMUNE-RELATED AES WITH 
IMMUNOTHERAPY

Gastrointestinal
▪ Colitis
▪ Enterocolitis
▪ Necrotizing colitis
▪ GI perforation



NSCLC IIIB-IV

CHEMIOTERAPIA IMMUNOTERAPIA TARGET THERAPIES

20%25%55%

EGFR mut+

ALK traslocato

ROS1+

Età media più bassa

Adenocarcinoma

Non fumatori

EGFR WT

ALK    NT 

ROS1  NT

Età media più alta

All histologies

Fumatori/Ex fumatori

EGFR  WT

ALK/ROS1 NT 

PDL1 > 50%

Età media più alta

All histologies

Fumatori



▪ Non Oncogene Addicted:
Immunotherapy is a standard of care with IMPRESSIVE efficacy, rapid ONSET, 
LONG effect, MILD and PECULIAR toxicities

▪ FUTURE:
- PREDICTIVE BIOMARKERS (PDL1 + TMB)                                                                              
- COMBINATIONS with CHEMOTHERAPY or IMMUNOTHERAPY (Anti PDL1/Anti CTLA4)  

▪

▪ Oncogene Addicted:
EGFR +:
- TKIs I gen -> TKIs 3 gen PFS 24 mesi e OS 3-4 anni                                                         
- TKIs 3 gen in I line to prevent PD and Brain Mets?  

▪ ALK +: 
- Crizo I line ->Alectinib/Ceritinib ->Lorlatinib/Brigatinib PFS 20 mesi OS 4 anni        
- Alectinib I line to prevent PD and Brain Mets?


