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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 et al, JCO 2022

PACIFIC: 5-years PFS



Spigel et al, JCO 2022

PACIFIC: 5-years OS



Spigel et al, JCO 2022

Forest Plot PACIFIC: OS and PFS

OS PFS
Spigel et al, JCO 2022



PACIFIC: Specific subgroups (1)

Spigel et al, JCO 2022

PD-L1 > 25% PD-L1 > 1%

PD-L1 < 1%



PACIFIC: Specific subgroups (2)

Durvalumab after CRT in EGFRmut+ NSCLC: a retrospective trial 

Aredo JV, et al. JTO 2021

10.3 vs 22.8 months 10.3 vs 6.9 vs 26.1 months

Retrospective series:
37 pts EGFRmut+

1 case of G4 pneumonitis



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

Lu et al, Lung Cancer 2021



Exploratory post-hoc analysis: IIIA-N2 and elderly (> 70 years)

N2 Elderly

Spigel et al, JCO 2022



Girard N, et al. ESMO 2021 

Does PACIFIC fit Real World ? 



Girard N, et al. ESMO 2021 



Girard N, et al. ESMO 2021 



Girard N, et al. ESMO 2021 



Durvalumab maintenance: can we improve the results?

50% of patients relapse within 18 months

Spigel et al, JCO 2022



COAST: Phase II, randomized open-label study

Marti AM et al ESMO 2021

*Monoclonal antibody against the CD73
**First-in-class immune checkpoint inhibitor targeting Natural Killer Group 2A (NKG2A)

*

**



Marti AM et al ESMO 2021

COAST: PFS by investigator



SKYSCRAPER-03 (GO41854): 
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



CONCLUSIONS

❑Durable and sustained PFS and OS benefit (confirmed also in elderly pts)

❑ORR was approximately 10% higher with durvalumab, and half of responding patients had ongoing 
responses at 5 year: long-term evidence for sustained improvement in local disease control (biologically and 
clinically relevant for future trials)

❑TFST and TSST, better for durvalumab with HR 0.65 for both, suggest that the survival benefit is largely driven 
by PFS benefit, and differences in salvage therapies between the two arms did not affect survival benefit

❑Open issues: 

➢ PD-L1 negative patients (confirmed lack of OS benefit? re-biopsy, other strategies?)

➢ Sequential vs. concurrent CRT (PACIFIC-6 and PACIFIC-R data)?

➢ Frail, chemo-ineligible patients?

➢ Duration of durvalumab maintenance?

➢ Therapy at progression?

➢ Earlier use of IO (PACIFIC2 and other trials)



Unresectable stage III

EGFR/ALK wt, responding 
patients: s/cCRT + 1 year 

durvalumab

Ongoing trials:
- Phase 3 PACIFIC-2
- Phase 3 CRT + IO-IO 

(Skyscraper 03, Pacific-9, 
Checkmate73L, Key-Vibe)

- Phase 3 CRT + IO-DDRi
(KeyLink)

- CONCORDE platform (RT + 
DDRi)

EGFR-m

Ongoing : LAURA
phase 3 trial of CRT + 

maint. osimertinib

cCRT and Osimertinib at 
progression

PACIFIC updated results: 

PS: 0-1, responding patients after cCRT

- OS @ 5 yrs : 43%, median OS 47.5 
months, HR 0.72
- PFS @ 5yrs: 33% @ 5 yrs, median 16.9 
months, HR 0.55

Senan et al, ESMO Open 2022


