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PACIFIC: Phase III, Randomized, Double-blind, Placebo-controlled, 
Multicenter, International Study in unresectable stage III NSCLC

*Defined as the time from randomization (which occurred up to 6 weeks post-cCRT) to the first documented event of tumor progression or death in the absence of progression.  
ClinicalTrials.gov number: NCT02125461 BICR, blinded independent central review; cCRT, concurrent chemoradiation therapy; DoR, duration of response; 

NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PROs, patient-reported outcomes; PS, 
performance status; q2w, every 2 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; WHO, World Health Organization

• Patients with stage III, locally  
advanced, unresectable NSCLC  
who have not progressed following  
definitive platinum-based cCRT  
(≥2 cycles)

• 18 years or older

• WHO PS score 0 or 1

• Estimated life expectancy of
≥12 weeks

• Archived tissue was collected

All-comers population

Durvalumab  
10 mg/kg q2w for  
up to 12 months

N=476

Placebo
10 mg/kg q2w for  
up to 12 months  

N=237

2:1 randomization,  
stratified by age, sex,  
and smoking history  

N=713
Key secondary endpoints

• ORR (per BICR)

• DoR (per BICR)

• Safety and tolerability

• PROs

Co-primary endpoints
• PFS by BICR using RECIST v1.1*

• OS

R

1–42 days  
post-cCRT



Spigel ASCO 21

5 yr PFS=33%
5 yr OS=43%



PACIFIC: updated safety summary

Durvalumab  
(N=475)

Placebo  
(N=234)

Any-grade all-causality AEs, n (%) 460 (96.8) 222 (94.9)

Grade 3/4 145 (30.5) 61 (26.1)

Outcome of death 21 (4.4) 15 (6.4)

Leading to discontinuation 73 (15.4) 23 (9.8)

Serious AEs, n (%) 138 (29.1) 54 (23.1)

Any-grade pneumonitis/radiation pneumonitis, n (%) 161 (33.9) 58 (24.8)

Grade 3/4 17 (3.6) 7 (3.0)

Outcome of death 5 (1.1) 5 (2.1)

Leading to discontinuation 30 (6.3) 10 (4.3)

Antonia NEJM 18



Faivre-Finn ESMO 18

Subgroup analysis by PD-L1 status

• PD-L1 testing was not required

• 37% of patients with unknown PD-L1 status

• PD-L1 expression-level cutoff of 1% was part of an unplanned post-
hoc analysis requested by a health authority



Forest Plot of OS results 
From Pacific Trial

Spigel DR et al 
JCO 40:1271-1274,2022



Laura: Osimertinib or placebo after CT/RT in stage III NSCLC

Lu et al: NEJM 391:585-597,2024



Ongoing Concurrent CT-RT + immunotherapy Trials in unresectable stage III

• PACIFIC-2 Phase III durvalumab

• EA5181 Phase III durvalumab

• CheckMate73L Phase III nivolumab

• ETOP-NICOLAS Phase II nivolumab

• KEYNOTE-799 Phase II pembrolizumab

• DETERRED Phase II atezolizumab

• NCT03840902 Phase II M7824

• PACICIC 9 Phase III durva+olecumab or monolizumab





PACIFIC
5 yr PFS=33%
5 yr OS=43%



PACIFIC
5 yr PFS=33%
5 yr OS=43%



EA5181







Checkmate 77L



Checkmate 77L



NICOLAS (NIVO) Phase II TRIAL Results(ETOP)



Keynote-799 Trial Design



KN 799 Trial Results

Pacific Results
1yr PFS  56%
I yr OS   83%



Immunotherapy addition of concurrent CT/RT: DETERRED phase II

Lin JTO 20

Part 1  
(N=10)

Part 2  
(N=30)

mPFS, mo 12.5 13.2

mOS, mo 22.8 NR

Median follow-up, mo 22.5 15.3

PACIFIC TRIAL RESULTS 
mPFS=18 mo
mOS= 48 mo



Deterred Phase II AtezoTrial Results

Pacific Results
1yr PFS  56%
I yr OS   83%







PACIFIC TRIAL RESULTS 
mPFS=18 mo
mOS= 48 mo



PACIFIC TRIAL RESULTS 
mPFS=18 mo
mOS= 48 mo



Pacific 9 Trial Design







median investigator-assessed progression-free survival (PFS) in the primary analysis set 
was 7.0 months (95% CI, 5.6-9.8) with tiragolumab plus atezolizumab (n = 262) vs 5.6 
months (95% CI, 4.4-7.0) with atezolizumab alone (n = 259), resulting in a HR of 0.78 (95% 
CI, 0.63-0.97; P = .02). Despite showing numerical improvements, this result was not 
deemed statistically significant, as the prespecified alpha threshold for significance was set 
at P < 0.001. The 6-, 12-, and 18-month PFS rates with the doublet were 54.6%, 37.3%, and 
24.3%, respectively. Corresponding PFS rates in the control arm were 47.8%, 24.9%, and 
20.5%

PACIFIC TRIAL RESULTS             Skyscraper RESULTS:
mPFS=18 mo                                 Atezo mPFS 5.6mo
mOS= 48 mo                                  Atezo +tiro mPFS 7 mo.

SKYSCRAPER 03 Results



Conclusions:

• Pacific Trial (CT/RT followed by IO) remains the standard
• Excludes patients with driver alterations and patients who 

did not respond to initial CT/RT
• Patients with driver alterations should receive adjuvant TKI 

but most not studied or approved except alectinib (Laura 
trial)

• Multiple trials combining IO with or before CT/RT have 
demonstrated increased toxicities without definite improvement 
in DFS or OS but include all patients

• Studies combining CT/RT with new IO agents are in progress


	Innovation in Unresectable stage III NSCLC
	PACIFIC: Phase III, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study in unresectable stage III NSCLC
	Slide Number 3
	PACIFIC: updated safety summary
	Subgroup analysis by PD-L1 status
	Slide Number 6
	Slide Number 7
	Ongoing Concurrent CT-RT + immunotherapy Trials in unresectable stage III
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Immunotherapy addition of concurrent CT/RT: DETERRED phase II
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Pacific 9 Trial Design
	Slide Number 27
	Slide Number 28
	Slide Number 29
	Slide Number 30

