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Trattamenti locali nel NSCLC metastatico 
Integrazione  

con i trattamenti sistemici 
Massimo Di Maio 

Department of Oncology, University of Torino 
massimo.dimaio@unito.it  
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Tradizionalmente… 

 …per un paziente con NSCLC metastatico, 
l’oncologo medico sa di poter contare sul 
trattamento locale, allo scopo di migliorare la 
qualità di vita e ridurre i sintomi, per: 
– Metastasi cerebrali 
– Emottisi 
– Dolore  
– Compressione delle vie aeree… 

Hoegler D. 
Radiotherapy for palliation of symptoms in incurable cancer.  

Curr Probl Cancer 1997; 21(3):129-83. 
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Evidence based medicine: 
la piramide dell’evidenza 

Ho!P!M!et!al.!Circula0on!2008;118:1675;1684!

Randomized controlled trials 
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 Whether local therapy in the setting of 
metastatic cancer can affect overall 
survival is a matter of debate in 
oncologic practice. 

Jabbour SK 
Are We Expanding Oligometastatic NSCLC Using Advanced 

Radiotherapeutic Modalities? 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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Matthew Meyerson. What can we learn from lung cancer sequencing? 
Sidney, WCLC 2013 

Non tutti i NSCLC sono uguali… 
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Relationship between  
oncogene addiction and oncogenic shock 

Sharma!SV,!SeBleman!J.!Genes!Dev.!2007;21:3214;3231!
©2007 by Cold Spring Harbor Laboratory Press 
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Pasi Janne, ESMO 2014 
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•  Switch to chemotherapy 

•  Add chemotherapy 
 
•  Continue EGFR or ALK  TKIs beyond progression 

•  Local therapies 

•  Different targeted therapy based on specific 
resistance mechanism 
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Toni Mok,  ESMO 2014 (abstract LBA2_PR) 

IMPRESS 
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Toni Mok,  ESMO 2014 (abstract LBA2_PR) 
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Toni Mok,  ESMO 2014 (abstract LBA2_PR) 
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Keunchil Park,  ESMO 2014 (Abstract 1223O) 

ASPIRATION 
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Keunchil Park,  ESMO 2014 (Abstract 1223O) 
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Keunchil Park,  ESMO 2014 (Abstract 1223O) 
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Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 

•  Patients with metastatic ALK+ NSCLC treated 
with crizotinib (n=38) and EGFR-mut NSCLC 
treated with erlotinib (n=27) 

•  A subset of patients with either non-
leptomeningeal CNS and/or ≤4 sites of extra-
CNS progression (oligoprogressive disease) 
suitable for local ablative therapy received 
either radiation or surgery to these sites and 
continued on the same TKI.  

Local ablative therapy  
of oligoprogressive disease  

in oncogene-addicted NSCLC treated with TKI 
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Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 
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N = 25 patients  

Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 
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N = 10 patients N = 15 patients 
Including 3 patients with simultaneous 

CNS + eCNS progression 

Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 
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Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 
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Weickhardt AJ et al, J Thorac Oncol. 2012 December ; 7(12): 1807–1814. 
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Stereotactic Radiotherapy  

for Extra-CNS Oligoprogressive Disease  
in ALK+ Lung Cancer Patients on Crizotinib 

Gan GN et al, Int J Radiat Oncol Biol Phys. 2014 March 15; 88(4): 892–898. 
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Stereotactic Radiotherapy  

for Extra-CNS Oligoprogressive Disease  
in ALK+ Lung Cancer Patients on Crizotinib 

Gan GN et al, Int J Radiat Oncol Biol Phys. 2014 March 15; 88(4): 892–898. 
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Stereotactic Radiotherapy  

for Extra-CNS Oligoprogressive Disease  
in ALK+ Lung Cancer Patients on Crizotinib 

Gan GN et al, Int J Radiat Oncol Biol Phys. 2014 March 15; 88(4): 892–898. 
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•  Switch to chemotherapy 

•  Add chemotherapy 
 
•  Continue EGFR or ALK  TKIs beyond progression 

•  Local therapies 

•  Different targeted therapy based on specific 
resistance mechanism 
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Next Gen EGFR TKIs:  Mutant Specific Agents Emerge 

Presented By Thomas Lynch at 2014 ASCO Annual Meeting 
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Preliminary Efficacy Comparison 

Presented By Thomas Lynch at 2014 ASCO Annual Meeting 
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Toxicity Comparison 

Presented By Thomas Lynch at 2014 ASCO Annual Meeting 
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Presented By Dong-Wan Kim at 2014 ASCO Annual Meeting 
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Presented By Dong-Wan Kim at 2014 ASCO Annual Meeting 
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Presented By Dong-Wan Kim at 2014 ASCO Annual Meeting 
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Activity of alectinib against systemic disease 

and brain metastases in patients with 
crizotinib-resistant ALK-rearranged NSCLC 

 

Gadgeel SM, Lancet Oncology 2014; 15(10):1119-1128 
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 …ma i tumori oncogene-addicted trattabili con 
farmaci target, al momento, sono una minoranza! 
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Iyengar P et al 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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Iyengar P et al 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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Iyengar P et al 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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! […] 
Our study enriched for patients with limited 
metastatic disease amenable to SBRT, 
introducing some advantage when comparing 
our outcomes with those of second-line or 
maintenance studies with all comers of stage 
IV NSCLC. 
[...] 

Iyengar P et al 
J Clin Oncol 2014 [Epub ahead of print October 27] 

? 



!!!
!!!
!!!
!!!
!!!
!!U

N
IV
ER

SI
TY

**O
F*
*T
O
RI
N
O
***
–*
*D
EP

AR
TM

EN
T*
O
F*
O
N
CO

LO
GY

! […] 
Patients with limited metastases may have 
biology that allows them to have longer survival 
independent of the success of local or systemic 
therapies.  
However, with studies suggesting that 53% of 
patients that advanced NSCLC would have 
SBRT-treatable metastases after first-line therapy, 
a significant proportion of patients could 
potentially benefit. 
[...] 

Iyengar P et al 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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Feasibility 

Efficacy Selection bias 

In the absence  
of randomized trials… 

? 
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 Additional support from ongoing and future 
randomized clinical trials will be necessary to 
prospectively evaluate aggressive local therapy 
to the primary tumor and limited metastatic foci 
after and with systemic treatments.  
 It is hoped that the advent of targeted agents can 
allow for longer patient survivals and thereby 
improve the ability of local therapy to further 
bolster outcomes for our patients. 

Jabbour SK 
Are We Expanding Oligometastatic NSCLC Using Advanced 

Radiotherapeutic Modalities? 
J Clin Oncol 2014 [Epub ahead of print October 27] 
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www.oncotwitting.org  



!!!
!!!
!!!
!!!
!!!
!!U

N
IV
ER

SI
TY

**O
F*
*T
O
RI
N
O
***
–*
*D
EP

AR
TM

EN
T*
O
F*
O
N
CO

LO
GY

!
Trattamenti locali nel NSCLC metastatico 

Integrazione con i trattamenti sistemici!

•  I trattamenti locali hanno un chiaro ruolo nel 
NSCLC metastatico, per il miglioramento della 
qualità di vita e il controllo dei sintomi. 

•  Negli ultimi anni, l’impiego di trattamenti locali è 
stato proposto nei pazienti con NSCLC 
oncogene-addicted, in oligo-progressione, con 
risultati giudicati promettenti. 

•  Per questi pazienti, peraltro, lo scenario 
terapeutico è in rapida evoluzione. 
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Grazie per l’attenzione! 

Massimo Di Maio 
Department of Oncology, University of Torino 

massimo.dimaio@unito.it  


