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Il paziente anziano: personalizzazione del trattamento
NSCLC localmente avanzato



Over 65:
2022 - 14 milions (24%)
2042 - 19 milions (34%)
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Lung cancer incidence rates

According to the most recent statistics in the US (SEER 2016–2020), 
the median age at diagnosis is 71 years

Data source(s): SEER Incidence Data, November 2022



More then  40% of lung cancer patients over 70 years

Yancik R, Cancer

Lung cancer incidence rates



Stage distribution by age

Locally advanced in about 20% of patients Data source(s): SEER Incidence Data, November 2022



By pathology…

Heterogeneity of LA-NSCLC
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By stage…

Heterogeneity of LA-NSCLC

ALL STAGE IIIA
De Leyn P, JTO 2009



Detterbeck FC, Chest 2017

By stage and survival rates…

Heterogeneity of LA-NSCLC

5-years OS



By patient…

Heterogeneity of LA-NSCLC

Performance status
Co-morbidities
Cardio-pulmonary function
Compliance and family support



Functional Status
 Performance status (PS)
 Activities of daily living (ADL)
 Instrumental activities of daily living (IADL)
Comorbidity
 Comorbidity scales (Charlson; CIRS)
QoL
 Disease-specific questionnaires
Cognitive
 Folstein Minimental Status
Emotions
 Geriatric Depression Scale (GDS)
 Mini Mental State Examination
 MOCA
Social support network
Polypharmacy
Nutrition
 Mini Nutritional Assessment

Geriatric Assessement

FIT
VULNERABLE/FRAIL

UNFIT



In elderly patients with advanced NSCLC, treatment allocation on the basis of 
CGA failed to improve the TFFS or OS but slightly reduced treatment toxicity

Corre R, et al., J Clin Oncol 2016

Comprehensive Geriatric Assessement



Prospective randomized trial:
718 patients
Age ≥ 70 years (mean 77)
At least one alterated geriatric parameter
Treated with chemotherapy

Primary outcome: G3-G4 toxicity
Secondary outcomes: treatment completion, quality of life

(Lancet 2021)

Comprehensive Geriatric Assessement

CGA 
vs 

no CGA



A geriatric assessment intervention for older patients with advanced cancer 
reduced serious toxic effects from cancer treatment. No difference in OS.

Comprehensive Geriatric Assessement



If G8 total score > 14: Patient fit, no frailty risk

Screening Test: G8 questionnaire



Girard N, ESMO 2021

o Sequential CT-RT > RT à + 3% OS at 2y and 2% at 

5y (HR 0.90) [NSCLC Collaborative Group, BMJ 1995]

Treatment evolution pre-PACIFIC



Meta-analysis CT-RT vs RT (elderly)

Dawe D, Lung Cancer 2016



Girard N, ESMO 2021

o Sequential CT-RT > RT à + 3% OS at 2y and 2% at 

5y (HR 0.90) [NSCLC Collaborative Group, BMJ 1995]

o Concurrent CT-RT > Sequential à + 5.7% OS at 3y 

and + 4.5% at 5y (HR 0.84) [Auperin et al, JCO 2010]

o   Platinum-based CT 4 cycles

o No OS benefit from high dose RT [Bradley, Lancet 2015]

o   No OS benefit integrating with biological agents

o No consolidation or maintenance CT after CT/RT 

Fit patients with PS 0 or 1, age < 70 or 75 years, without important comorbidities
[less than 50% of patients with unresectable stage III are eligible] 

Ø Concurrent CT/RT: 3-year OS about 30%

Treatment evolution pre-PACIFIC



Auperin A, JCO 2010

Meta-analysis CT-RT conc vs seq



• Only two phase III studies specifically 
including poor-risk patients have been 
published. 

• There is an unmet need to develop well-
designed clinical trials with tolerable 
combinations of systemic therapy and 
radiotherapy specifically tailored to this 
population. 

• Such trials should incorporate careful 
comorbidity measurement and, in older 
adults, a validated geriatric assessment.

Sequential CT-RT



Elderly population in RCT



Spigel D et al, ASCO 2021

Pneumonitis or radiation pneumonitis with 
durvalumab was mostly low grade, and the 
incidence of G3 or 4 was well balanced between 
the groups (3.4% durvalumab vs 2.6% placebo)

PACIFIC: 5-years update



Spigel D et al, ASCO 2021

PACIFIC: prognostic factors for OS



Exploratory analysis, between-treatment comparisons of PFS, OS, TTDM, ORR, the incidence of new 
lesions, post discontinuation disease-related anticancer therapy, safety, and PROs were performed in 
subgroups of patients aged ≥70 and <70 years at study baseline (a post-hoc age threshold)

PACIFIC: elderly patients

Socinski et al.  Clinical Lung Cancer 2021



PACIFIC: elderly patients

Socinski et al.  Clinical Lung Cancer 2021



Socinski et al.  Clinical Lung Cancer 2021

PACIFIC: elderly patients



IMRT was associated with lower rates of severe pneumonitis and cardiac doses in 
clinical trial RTOG 0617, which supports routine use of IMRT for locally advanced NSCLC.

IMRT 
vs 

3D-CRT

Chun SG, JCO 2017

Radiation technique



Radiation technique



CE-sparing technique was associated with reduced risk of esophagitis among patients 
treated uniformly with chemo-radiotherapy (up to 70 Gy), with no grade 3 or higher 
esophagitis despite tumor within 1 cm

Esophageal sparing

Kamran, JAMA 2021



Clinical practice
• Over 70 ys: Geriatric Assessment

• Evaluate FEV1 and DLCO

• Chemo: weekly carbo-paclitaxel

• RT dose: 60 Gy in 30 fractions 
(VMAT/IMRT)

• Rapid recognition and 
management of acute esophagitis

• Pay attention to pneumonitis



Chemo: Daily, low-dose carboplatin (30 
mg/m2 in a 30-min infusion) 1 h before 
RT for the first 20 fractions. 
Radiotherapy: 60 Gy in 30 daily fractions.
Durvalumab at a dose of 10 mg/kg/body 
intravenously every 2 weeks for up to 12 
months after CT-RT.

Kaira K et al. BMC Cancer (2020) 20:961

Future perspectives



Lambin, P. Semin Rad Onc 2020

Future perspectives



N=114

N=3

Sequential 
CT-RT

New data: PACIFIC-6

• Median treatment duration: 
41 weeks (4-108)

• Tox G3/4 (<6 m): 4.3%
• Pneumonitis (17% any grade, 

1.7% G3/4
• Median OS: 39 m (30.6-x)
• 3-yr OS: 56.5%
• Median PFS: 13.1 m (7.4-19.9)



New data: DUART



New data: DUART
Patients characteristics (N 102)

Median Age: 
Cohort A: 78 years (43-87)
Cohort B: 80 years (56-87)

ECOG PS 1: 73.3%
A: 70.7%
B: 76.7%



New data: DUART

Median OS: 15.9 m (better than historical data of RT alone.
RT plus consolidation IT a novel option for this common subset of elderly and frailty patients



Take home messages
• Patient clinical evaluation (carefully!)

• Identify frail patients

• Management of toxicities

• Radical modern RT improves outcomes

• Immunotherapy feasible and effective even in elderly/frailty patients

• Personalize the treatment in order to maximise the risk/benefit ratio



Thank you for your attention

matteo.sepulcri@iov.veneto.it


