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Stage III NSCLC: one stage for many diseases

Stage III: T1-4, N0-3, M0

Resectable Marginally Resectable Non Resectable

Surgery Induction therapy Concomitant CT-RT 

Surgery or RT
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Two main crucial points in stage III

2. Underpowered CRT regimen in unresectable
Stage III are still used

Italy < 30% cCRT

Forde PM et al NEJM 2022

1. Chemo-IO in resectable
Stage III disease 

CheckMate 816



Older CRT studies (< 2005) Modern cCRt (2005-2018)

cCRT vs sCRT
meta-analysis

RTOG 0617:
60 vs. 74 Gy

Changes in the treatment paradigm for unresectable stage III NSCLC

PROCLAIM: 
cis-pem vs. cis-eto for non-squamous 

Auperin et al, JCO 2010 

Senan et al, JCO 2016

Bradley et al, JCO 2021



• Unresectable, Stage III NSCLC 

without progression after definitive 

platinum-based cCRT (≥2 cycles)

• 18 years or older

• WHO PS score 0 or 1

• If available, archived pre-cCRT

tumor tissue for PD-L1 testing*

All-comers population

(i.e. irrespective of PD-L1 status)

N=713 randomized

Durvalumab

10 mg/kg q2w for

up to 12 months

N=476

Placebo

10 mg/kg q2w for 

up to 12 months

N=237 

R

Primary endpoints

• PFS by BICR using RECIST v1.1†

• OS

Key secondary endpoints

• ORR, DoR and TTDM by BICR

• PFS2 by investigator

• Safety

• PROs

1–42 days

post-cCRT 2:1 randomization,

stratified by age, sex, and

smoking history

PACIFIC phase 3 study design

BICR, blinded independent central review; cCRT, concurrent chemoradiotherapy; DoR, duration of response; NSCLC, non-small-cell lung cancer; ORR, objective response rate; OS, overall survival; 
PD-L1, programmed death ligand 1; PFS, progression-free survival; PFS2, time to second objective disease progression; PRO, patient-reported outcome; q2w, once every 2 weeks; R, randomization; 

RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis; WHO PS, World Health Organization performance status

Antonia SJ et al. NEJM 2017



Spigel DR, et al.  ASCO 2021

Chemoradiotherapy followed by consolidation durvalumab is the standard of care 
in unresectable stage III NSCLC

5-year OS 5-year PFS

• 28% Reduction in the risk of death
• Median OS 47.5 months
• 5-yr OS rate 42.9% 

• 45% Reduction in the risk of progression
• Median PFS 16.9 months
• 5-yr PFS rate 33.1% 

RR 28.4% (+ RR 50% to prior CRT) Spigel DR, et al. JCO 2022



Girard N, et al. ESMO 2021 

Does PACIFIC fit Real World ? 



Girard N, et al. ESMO 2021 

Real-word PFS by Subgroup

R-PACIFIC         PACIFIC

median follow-up 23 months



Durvalumab consolidation: can we improve the results?

50% of patients relapse 
within 18 months

Spigel et al, JCO 2022



Future strategies in unresectable stage III



COAST: Phase II, randomized open-label study

RS Erbst et al JCO 2022



Martinez-Marti A, et al. JCO 2021

OLECLUMAB anti-CD73
Reduce extracellular adenosine production 

Promotes antitumor immunity

MONALIZUMA blocks NKG2A
Reduce inhibition of NK and CD8+ T cells

FIRST IN CLASS



RS Erbst et al JCO 2022

COAST: ORR, PFS and Safety

Median follow-up 11.5 months
Interim Analysis performed a 10-month minimum potential follow-up



ENROLLMENT ACTIVE

PACIFIC-08, study design
Durvalumab + Oleclumab/Placebo or Monalizumab/Placebo

in Stage III unresectable NSCLC



SKYSCRAPER-03 (GO41854), study design: 
durvalumab versus tiragolumab + atezolizumab

in Stage III unresectable NSCLC

Stage III unresectable NSCLC

• Without progression after 

platinum-based CRT

(≥2 cycles)

• Known PD-L1 status

• ECOG PS 0–1

• Excludes EGFR/ALK+ patients 

N=~800*

Tiragolumab 840mg IV Q4W **+

atezolizumab 1680mg IV Q4W

for 13 cycles (12 months)

Durvalumab 10mg/kg IV Q2W 

for 13 cycles (12 months)

Randomised within 1–42 days after last dose of cCRT

Primary endpoint:

• OS
• PFS (INV-assessed)
• Confirmed ORR
• DoR
• Landmark PFS/OS

Secondary endpoint:

• PD-L1 status (<1% vs ≥1%)
• ECOG PS (0 vs 1)
• Staging (IIIA vs IIIB or IIIC)
• Histology (NSQ vs SQ) 

Stratification factors:

R
1:1

Treat until progression 
or unacceptable toxicity

• PFS (IRF-assessed) • Time to death or distant 
metastasis

• Time to confirmed 
deterioration

• Safety

** Anti TIGIT Mab
CLOSED TO ENROLLMENT



PACIFIC-08 study design
Durvalumab+Domvalimab/Placebo 

in Stage III unresectable NSCLC

ENROLLMENT ACTIVE
** Anti TIGIT Mab

**



Forest Plot of PACIFIC trial: 
OS and PFS

Spigel et al, JCO 2022AIFA restriction of DURVA in PD-L1 negative

Spigel et al, JCO 2022

OS PFS



PACIFIC: Specific subgroups
Durvalumab after CRT in EGFRmut+ NSCLC: a retrospective trial 

Aredo JV, et al. JTO 2021

Retrospective series: 37 pts EGFRmut+
1 case of G4 pneumonitis



LAURA trial study design
phase 3 study for unresectable, stage III EGFRmut+ NSCLC

Lu et al, Lung Cancer 2021

https://clinicaltrials.gov/ct2/show/NCT03521154



Define the goal of the treatment before starting any procedure!

✓ Management of stage III disease is challenging

✓Multidisciplinary evaluation is always mandatory 

✓ Staging and Mediastinal staging is crucial 

✓ Evaluate clinical trials

Conclusions

gabriele.minuti@ifo.it



DUART: durvalumab after radiotherapy in patients with unresectable, 
stage III NSCLC ineligible for chemotherapy

Cohordinator: Prof. A. Filippi, active



Key Eligibility Criteria
•NSCLC with systemic or local relapse after 
concomitant CT-RT followed by durvalumab
(PACIFIC regimen)
•At least 2 and no more than 4 platinum-
based CT cycles
•ECOG PS 0–1
•EGFR, ALK and ROS1 wild type

Relapsed during 
durvalumab therapy

Until PD

Relapsed after completion 
of durvalumab therapy

R

A

B Investigator’s choice single-
agent CT

Investigator’s choice single-
agent CT + durvalumab

Until PDR

Investigator’s choice platin-
doublet + durvalumab x 4 

cycles followed by 
maintenance durvalumab

Investigator’s choice platin-
doublet + durvalumab x 4 

cycles followed by 
maintenance 

durvalumab+olaparib

CONDOR: A phase II, two cohorts, randomized trial comparing standard of care versus immune-
based combination  in relapsed stage III NSCLC pretreated with CT/RT and durvalumab 

C

D

Supported by FoRT - Fondazion Ricerca Traslazionale 

Cohordinator: Prof. F. Cappuzzo, active
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