




In the beginning was

chemotherapy



……and chemotherapy was for alls

…..and oncologists saw it was not good…..

5-yrs OS < 5%

Schiller et al, NEJM 2002



…..the next step in the evolution



….different hystologies ….different responce

Scagliotti et al, JCO 2008



…..the evolving view in NSCLC

1995 2007

TUMOR MORPHOLOGY TUMOR HYSTOLOGY



the evolving view of NSCLC



….the next step

2009

TUMOR GENOMIC



ONCOGENE ADDICTED NSCLC





EGFR -EX 19 del/ EX 20 (T790M)/ EX21 (L858R)

ORR: 80%





EGFR EX 20 INSERTION

AMIVANTANAB 

Zhou et al. JAMA Oncol. 

Ramalingam Annals of Oncology (2022)

MOBOCERTINIB

Park et al. JCO, 

mPFS : 7,3 mo



ALK TRANSLOCATION



ROS-1 REARRANGEMENT

ORR 77%ORR 72% 

PROFILE 1001 STUDY ALKA-372-001 STARTRK-1 STARTRK-2



ORR 57.7

[95% CI 43.2-71.3] 

ORR 57.4

[95% CI 43.3-70.8]



RET REARRANGEMENT

Drilon, NEJM 2020

ORR 85 [95% CI 70-94 ]

Gainor et al, Lancet Oncol 2021

ORR 70 %

ORR 61%



MET EXON 14 SKIPPING MUTATION

ORR 68%

VISION PHASE II STUDY GEOMETRY NULTI-COHORT PHASE II STUDY

ORR 48-56%



KRAS G12C MUTATION

ORR 42,9ORR 37 %



THE IMMUNOTHERAPY ERA

TUMOR GENOMIC TUMOR PDL-1 TESTING

2009 2012



EVOLUTION OF IMMUNOTHERAPY 





NON SMALL CELL LUNG CANCER NON ONCOGENE-ADDICTED PDL-1 > 50%



NON ONCOGENE ADDICTED NSCLC /PDL-1< 50% 









UNMET NEEDS

• NEW COMBINATION THERAPIES

• RESISTANCE MECHANISMS

• MANAGEMENT OF TOXIC EFFECTS

• CORRECT SEQUENCES 

• MORE TARGET AND MORE TARGETED THERAPIES TO COME



WHERE WE ARE NOW





WIND OF CHANGE



MANAGEMENT OF CNS DISEASE 



OLIGOMETASTATIC DISEASE





















TAKE HOME MESSAGE

IMMUNOTHERAPY TARGET  THERAPY

RADIOTHERAPY



DON’T STOP WORK TOGETHER




