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• About 50% of patients had COPD

• Diagnosis:

➢Tobacco smoking, environmental exposure, other

➢Symptoms: chronic cough with/without sputum

➢Understimated

• COPD and RT: increase the probability of respiratory insufficient 
with RT, exacerbations

• COPD impact on OS because frequently there is a concomitant 
chronic disease such as cardiac disease

Comorbidity – Pulmonary comorbidities, COPD 

SABR AND RESPIRATORY DISEASE 



Comorbidity – Pulmonary comorbidities, COPD 

SABR AND RESPIRATORY DISEASE 

Guckenberger, et al. J Thorac Oncol. 2012



Comorbidity – Pulmonary comorbidities, COPD and ILD 

Tang C, et al. Radio Oncol. 2021

PATIENT SELECTION
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Treatment: 
SABR in early stage NSCLC ineligibile to surgery

Radiothe Oncol 2017

JCO 2018



Treatment: 
SABR in early stage NSCLC ineligibile to surgery

Senthi S et al. Lancet Oncol.13:802-9, 2012

• Retrospective study 2003-2011

• SABR in stage I and II

• 676 patients evaluated

• Median OS: 41 months

Local recurrence

2 years: 95.1% - 5 years: 89.5% 

Disease specific survival

2 years: 78%  - 5 years: 63% 

SABR impact 



Treatment: 
SABR in early stage NSCLC ineligibile to surgery

Nyman J, et al. Radiother Oncol.121:1, 2016

• Phase II trial

• SABR vs conventional RT in Stage I

• 102 patients

• Primary outcome: PFS

SABR impact 

SABR less toxicity and better QoL
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Treatment: 
SABR in early stage NSCLC eligibile to surgery

Chang YL, et al. Lancet Oncol.22:1448-57, 2021

SABR in Stage I NSCLC 

Overall survival Progression free survival Lung cancer specific survival

Median follow-up 5.1 years

Long-term survival after SABR is non-inferior to VATS L-MLND for operable stage IA NSCLC. 

SABR remains promising for such cases.  Multidisciplinary management is strongly recommended 
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PATIENT SELECTION

Thoracic multidisciplinary tumor boards – Age and comorbidities in NSCLC radical treatment 

Dutch register of 197 NSCLC locally advanced

Ronden MI et al. Lung Cancer. 2021



PATIENT SELECTION

Thoracic multidisciplinary tumor boards – Age and comorbidities in NSCLC radical treatment 

RIT were recommended in 61 % of patients, but only 48 % finally received RIT

Ronden MI et al. Lung Cancer.2021



Close liason between LC and OS

THERAPEUTIC APPROACH

CHART, Saunders et al. Lancet 1997

• 60 Gy in 30 fractionts vs. 54 Gy in 36 fractions (hyperfractionated)

• HR death 0.76 (p=0.0042)

• HR loco-regional progression 0.77 (p=0.027)

NSCLCCG Meta-analysis (6 trials, 1205 patients),  Auperin et al. JCO 2010

• HR death 0.83 (p=0.04), absolute benefit survival 4.5% @ 5 years

• HR loco-regional progression 0.77 (p=0.01); absolute benefit 6% @ 3 years

RTOG Meta-analysis (7 trials, 1390 patients), Machtay et al. JTO 2012

• Improved local control correlated with improved overall survival (p<0.001) 



Concurrent CT-RT versus sequential CT and RT

HR death 0.83 (p=0.04), absolute benefit survival 4.5% @ 5 years
HR loco-regional progression 0.77 (p=0.01); absolute benefit 6% @ 3 years

Therapeutic approach

Auperin et al. JCO 2010

THERAPEUTIC APPROACH



60 Gy 74 Gy

MS (95% CI) 28.7 months
(24.1-36.9)

20.3 months
(17.7-25.0)

Esophagitis G3+ 7% 15%

OS @ 5 years 32.1% 23%

Local failure @ 5 
years

38.2% (31.7-44.8) 45.7% (38.7-52.4)

Higher risk of death in 74 Gy arm

Bradley JD et al. J Clin Oncol, 2020

THERAPEUTIC APPROACH



Spigel DR et al. J Clin Oncol 2022

THERAPEUTIC APPROACH



PACIFIC 6 Study Design

Patients with unresectable 

Stage III NSCLC, who have not 

progressed following 

platinum-based sequential 

chemoradiation therapy

Durvalumab 1500 mg IV q4w 

up to 24 months or

until disease progression 

n=120

Phase 2, open-label, multicenter study

Durvalumab 1500 mg IV q4w 

up to 24 months or

until disease progression 

n=30
Stratification factors

• WHO/ECOG PS 0-2
• Histological subtype

WHO/ECOG PS 0-1

Primary endpoints

• Safety and tolerability 

(occurrence of Grade 3 and 

Grade 4 TRAEs)

Key Secondary endpoints

• mPFSa (per RECIST v1.1), 

PFS12, PFS24

• mOS, OS12, OS24, OS36

• ORRa (per RECIST 1.1)

• DoRa (per RECIST 1.1)

• Number of patients with AE, 

SAEs, AESIs, imAEs

• Other safety and tolerability 

parameters

WHO/ECOG PS 2

Screening

(max 28 days)

aInvestigator-assessed.

THERAPEUTIC APPROACH



Garassino MC. et al. J Thorac Oncol 2022

THERAPEUTIC APPROACH

PACIFIC 6 Study



Garassini MC. et al. J Thorac Oncol 2022

PACIFIC 6 Study Design





Lancet Oncol. 23:104-114, 2022 

Treatment: 
Post-operative radiotherapy?



Süveg K, et al. Clin Lung Cancer. 2021. 

Treatment: 
Post-operative radiotherapy?



CONCLUSIONS

• SABR is the standard of care in patients with early stage NSCLC not eligible to

surgery

• Concomitant chemo-radiotherapy ± immunotherapy is the treatment choice

in unresectable locally advanced NSCLC

• Good tolerance has been observed in sequencial chemo-radiotherapy

followed by immunotherapy

• PORT should be prescribed in select pN2 patients


