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Selezione dei pazienti 

Andrea Filippi 
Dipartimento di Oncologia-Radioterapia S. Luigi 

Gonzaga 
Orbassano (TO) 
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MEDIAN SURVIVAL 
TIME: 

•  Group I: 61 mo 

•  Group II: 34 mo 

•  Group III: 24 mo 

RISK FACTORS: 
•  Disease-Free Interval from primary tumor to mts < 36 months 
•  Multiple metastases 
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Study n 5-yr OS 10-yr OS Prognostic factors 

Hughes et al. (1986) 607 33% No 10-yr fu Positive margins 
Bilobar disease 

Nordinger et al. 
(1996) 

1568 28% No 10-yr fu Positive margins 
Large size 
High number 
CEA levels 

Fong et al. (1999) 1001 37% 22% Extrahepatic disease 
Short interval between 
primary and met 

Pawlik et al. (2005) 557 58% No 10-yr fu Positive margins 
> 3 mets 
CEA level > 200 ng/ml 

Liver metastases: selected surgical series 

Radiation Oncology University of Torino 
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The Role of Lung Metastasis Resection in 
Improving Outcome of Colorectal Cancer   

Tampellini M et al. Oncologist. 2012;17(11):1430-8. 

Progression-free survival Overall survival 
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 Radiotherapy in Oligometastases 

Radiation Oncology University of Torino 

“Conformal radiation therapy, now being 
investigated for the treatment of primary tumors, 
may find the treatment of oligometastases its most 
important application” 

Hellmann and Weichselbaum, JCO 1995 
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SABR: treatable metastatic sites 

 
–  Lung 

–  Liver 

–  Adrenal gland 

–  Spinal metastases 

–  Bone 

–  Lymphnodes 

Radiation Oncology University of Torino 
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 Oligometastases: definition? 

Radiation Oncology University of Torino 

Singh et al, IJROBP 2004 

< 5 mets 

> 5 mets 

PFS OS 

< 5 mets 

> 5 mets 
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ELIGIBILITY CRITERIA: 1-5 mts, PS ECOG < 2, mts dm ≤ 10 cm 
or mts volume ≤ 500 mL, no CT during SBRT (HT allowed) 
 
 
•  61 eligible pts (113 metastatic sites) 
•  80% received prior CT for metastatic disease (37% had previous 
mts-directed therapies) 
 

Cancer, 2012 
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2-year survival rate: 56.7% 
 
Non-surgical metastasis-directed therapy could render patients free 
of active measurable disease 
 
Procedure well tolerated without undue toxicity (12% ≥ G3) 
 
 

NUMBER OF METS (1-3 vs 4-5) CAN SELECT PTS WITH 
FAVOURABLE OLIGOMETASTATIC DISEASE 
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Tree et al, Lancet Oncology 2013 

Mean DFS 

Radiation Oncology University of Torino 
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Utley & Treasure. J Thorac Oncol 2010; Vol 5 (suppl 6): S200-S202 

Is it the selection rather than the surgery that 
explains the survival difference? 
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Colorectal cancer: prognostic impact  

of KRAS and BRAF after lung metastasectomy 

Renaud S et al. Br J Cancer 2015; 112: 720-728 
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Fattibilità 

Efficacia Bias di selezione 
? 
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LUNG OLIGOMETASTASES:  

WHO IS THE PERFECT CANDIDATE FOR SBRT ? 

 
Based on published studies, patients who might benefit the most from 
SBRT are: 
 
ü  breast histology, 
ü  disease-free interval ≥12 months,  
ü control of the primary tumor,  
ü small lesions, 
ü limited number of lesions (up to three)  
ü higher radiation dose delivered (BED > 100 Gy).   
 
 
 
Salama, et al Cancer 2011 
Wersall, et al Radiother Oncol 2005 
Ricardi, et al Lung Cancer 2012 
Louie, et al Int J Radiat Oncol Biol Phys (Suppl) 2014 
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SBRT VS METASTASECTOMY:  

WHAT’S THE BEST COST/EFFECETIVENESS 
CHOICE? 

SURGERY SBRT 

NO RANDOMIZED TRIALS, THUS NO EVIDENCES? 
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SBRT VS METASTASECTOMY:  

WHAT’S THE BEST COST/EFFECTIVE CHOICE? 

SURGERY SBRT 

2016 
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48 Gy/4 fr.  

PET/CT Post 
SBRT 

  CR @ 3 months    CT before SBRT 

COLORECTAL  LUNG OLIGOMTS PARADIGMATIC CASE  

9 months re-evaluation PET-CT     CR @ 24 months 50 Gy/5 fr.  

Post SBRT  
flogosis 

New Lesion 

Complete  
response 

Dose 
Distribution 

Dose 
Distribution 

Long term bilateral  
Complete  response 

Courtesy	F.	Alongi	
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Radiother Oncol 2017 
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Radiother Oncol 2017 
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Radiother Oncol 2017 
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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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Park,  ESMO 2014 
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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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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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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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Iyengar et al, J Clin Oncol Dec 2014 
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Iyengar et al, J Clin Oncol Dec 2014 
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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 et al, J Clin Oncol 2014  ? 
[…] 
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. 
[...] 
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Gomez et al, Lancet Oncol 2016 
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Gomez et al, Lancet Oncol 2016 
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 Trattamento locale  delle metastasi polmonari 
 
 

–  Quali pazienti 
considerare eleggibili 
per il trattamento 
locale? 

–  Quale trattamento 
locale per i pazienti 
eleggibili? 


