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PACIFIC:
The practice-changing 
approach in 
unresectable
LA-NSCLC

Spigel DR et al. J Clin Oncol, 2022.



PACIFIC: the standard in 
unresectable LA-NSCLC,
also in RW (PACIFIC-R)

Spigel DR et al. J Clin Oncol, 2022.
Girard N et al. J Thor Oncol, 2023. Filippi AR et al. ESMO Open, 2024.

Follow-up 38.7 months



Durvalumab consolidation after CRT: OS benefit across almost all subgroups

Paz-Ares L et al. Ann Oncol, 2020.Spigel DR et al. J Clin Oncol, 2022.



PD-L1 TPS matters also in RW

Girard N et al. J Thor Oncol, 2023.
Filippi A et al. ESMO Open, 2024.



Does PD-L1 TPS matter also in RW ?

Girard N et al. J Thor Oncol, 2023.
Filippi A et al. ESMO Open, 2024.

…and the remaining 39%?

PACIFIC: placebo arm 2 yrs OS 55%



EGFRm patients should not receive 
Durvalumab

Naidoo J et al. J Thor Oncol, 2023.

Passaro A  et al. Ann Oncol, 2022.

ESMO consensus



Osimertinib: the new standard in unresectable LA-NSCLC EGFRm
LAURA phase 3 trial

Ramalingam SS. ASCO, 2024.
Lu S  et al. N Eng J Med, 2024.

BIRC

Investigators



LAURA: secondary efficacy endpoints

Ramalingam SS. ASCO, 2024. Lu S  et al. N Eng J Med, 2024. Lu S. ESMO, 2024.

OS



LAURA: CNS activity

Lu S. ESMO, 2024.



All-causality adverse events (≥10%)*

Ramalingam SS. ASCO, 2024. Lu S  et al. N Eng J Med, 2024.



ALK

Paz-Ares L. ELCC, 2023

HORIZON-01: not only EGFR in unresectable LA-NSCLC

Recruiting at



PACIFIC: is that enough…?

57.1% 
patients 
dead at
5 years



Strategies to improve survival

IO concomitant cCRT
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CheckMate 73L

KEYLINK-012
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IO-IO strategy

COAST

PACIFIC-9
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PACIFIC-8

APOLO

DEDALUS

Special populations

DEDALUS

DUART

PACIFIC-Brazil



Move immunotherapy earlier: concomitant with cCRT
Trial Phase Treatment G≥3 pneumonitis ORR 1 yr PFS Median PFS

PACIFIC III Durvalumab consolidation 3.4% 28.4% 55.3 mo 17.2 mo

Deterred II
Atezolizumab 
concomitant/consolidation

6.7% - > 50% 13.2 mo

Nicolas II Nivolumab concomitant/consolidation 6.7% 73.4% 53.7% 12.7 mo

KEYNOTE-799 II
Pembrolizumab 
concomitant/consolidation

8 – 5.5% 67-56.6%
81.4-85.2%

(6 mo)
-

PACIFIC 2 CHECKMATE 73L



Phase III KEYLYNK-012 (NCT04380636)

Move immunotherapy earlier: concomitant with cCRT



Alliance Foundation Trial (AFT)-16

Atezolizumab Before and After Chemoradiation for Unresectable Stage III Non–Small Cell Lung Cancer A 
Phase II Nonrandomized Controlled Trial

Primary EP:
DCR at 12 weeks (at least 67%): 74.2%

Ross HJ et al. Jama Oncol, 2024.

Move immunotherapy earlier: induction



Move immunotherapy earlier: induction

APOLO, phase II trial: Atezolizumab + 
induction chemotherapy (Ch) + chemo-
radiotherapy (Ch-RT) and atezolizumab 
maintenance in non-resectable stage IIIA-
IIIB-IIIC NSCLC

Provencio M. WCLC, 2024.



Move immunotherapy earlier: induction/concomitant

Intensified chemo-immuno-
radiotherapy with 
durvalumab: a single arm 
phase II study
PACIFIC-BRAZIL (LACOG 2218)

William WN. WCLC, 2024.

Pneumonitis:        27%

Penumonitis ≥G3: 14%



Adding IO: IO-IO strategy (TIGIT + PD1/PD-L1)

Dziadziuszko R, ESMO 2021.

SKYSCRAPER-03 PACIFIC-8

Ozguroglu M. ESMO, 2022.



Adding IO: IO-IO strategy

COAST: An Open-Label, Phase II, Multidrug Platform Study
Of Durvalumab Alone or in Combination With Oleclumab
Or Monalizumab in Patients With Unresectable, Stage III
NSCLC

Martinez-Marti A. ESMO, 2021.



COAST: Durvalumab Alone or in Combination With Oleclumab or Monalizumab

Martinez-Marti A. ESMO, 2021.
Herbst RS et al. J Clin Oncol, 2022.

Adding IO: IO-IO strategy





Special populations
DUART: Durvalumab after radiotherapy in patients unfit for chemotherapy

Filippi AR. ESMO 2023.



Special populations

DEDALUS:
Induction chemo-Durvalumab ➜ reduced dose RT + Durvalumab ➜ Durvalumab
Patients unfit for standard doses of RT 

Filippi AR. ELCC, 2024.



Strategies to improve survival

IO concomitant cCRT

PACIFIC-2

CheckMate 73L

KEYLINK-012

Induction IO – IO concomitant cCRT

AZT-16

IO-IO strategy

COAST

PACIFIC-9

SKYSCRAPER-03

PACIFIC-8

APOLO

DEDALUS

Special populations

DEDALUS

DUART

EGFR - LAURA

OLECLUMAB
MONALIZUMAB



Strategies to 
improve survival:

Prediction and 
monitoring



Chaudhuri AA et al. Cancer Discov, 2017

ctDNA dynamics predict benefit from consolidation immunotherapy

Moding EJ et al. Nature Cancer, 2020.



ctDNA dynamics and treatment responses in chemotherapy-ineligible patients with 
unresectable Stage III NSCLC from the phase 2 DUART trial

Filippi AR



Differential diagnosis: pneumonitis vs progression

Naidoo J. ESMO, 2024.
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The changing scenario in stage III NSCLC

Dingemnas A, WCLC 2023.
Cascone T. ASCO, 2024



Study IIIA IIIB N2 N2 single N2 multi PD-L1 neg PD-L1 ≥ 1% PD-L1 1-49% PD-L1 ≥ 50%

PACIFIC HR .53 HR .59 - - - 10.7 (.73) 17.8 (HR .46) - -

PACIFIC-R 23.7 19.2 - - - 15.6 22.4 - -

CM816 31.6 (HR .54) - - - - 26.4 (HR .87) NR (HR .46) HR .58 HR .24

AEGEAN 25.8 (HR .60) 19.8 (HR .81) - 22.8 (HR .58) 12.2 (HR .78) 20.6 (HR .69) - 25.9 (HR .73) NR (HR .71)

CM77T 30.2 (HR .51) 30.2 (HR .46) 30.2 (HR .49) NR (HR .43) 29 (HR .73) NR (HR .52) 30.2 (HR .76) NR (HR .26)

IMpower010 32.3 (.81) - 30.2 (HR .83) - - 37 (HR .97) 35.3 (HR .66) 31.4 (HR .87) 35.7 (HR .43)

Choosing the best treatment… choosing subgroups
PFS / EFS



Choosing the best treatment…

N2b R

Neoadjuvant CT-IO

cCRT

IO

IO

Surgery

N2b R

Neoadjuvant CT-IO

cCRT

IO

IO

Surgery

Neoadjv cCRT-IO IOSurgery





THE SURGERY DILEMMA

Rodriguez Quintero JH. WCLC, 2024.



What we want to know…

Are these populations homogeneous?

• T4… they are not all the same…

• N2…. N2a? N2b?

• All patients in the CRT arm were unsresectable?
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Primary completion date: April 2026

• Resection rate

Primary

• R0, R1, and R2 resection rates

• pCR

• EFS

• OS

• Safety

• ctDNA clearance

Key secondary

Durvalumab 1500mg IV 

Q4W for 12 cycles

Neoadjuvant Period B
Adjuvant/Consolidation 

TreatmentNeoadjuvant Period A

Study population

• Resectable & borderline 

resectable stage IIB – IIIBa

NSCLC 

• ECOG PS 0-1

• EGFRwt / ALKwt (local test)

• Pre-operation RT not allowed
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Durva + CT

Q3Wx 1-2 

cycles

C
R

T

Resectable

Unresectable

Durvalumab 

1500 mg IV + 

platinum-based 

CT
Q3W for 2 cycles

MDT 

decision/

restaging/

pathological 

confirmation

MDT Baseline Assessment

MDT-BRIDGE: Study Design Soon recruiting at

Reck M et al. Clin Lung Cancer, 2024.



The role of multidisciplinary tumor board at modern time

N
(n2b, bulky, etc.)

R0

Timing

Adj/Neo

Molecular 
testing

PD-L1



Rethinking an algorithm

N2b
bulky, invasive

PD-L1+
wt

PACIFIC

EGFRm LAURA

ALK cCRT / Trial

Unresectable

Unoperable

N2b T

EGFR, ALK, PD-L1

N2b
nbni

WT

< 1%

1-49

≥ 50%

Perioperative C-IO

Perioperative C-IO / Pacific (non operabili)

Perioperative C-IO / Pacific (non operabili)

cCRT



Concluding remarks

• Multidisciplinary tumor board is the key step in the journey of LA-NSCLC: resectability; N-involvement; staging; 
molecular tests…

• PACIFIC is still the standard of care for unresectable LA-NSCLC without genomic alterations (EGFR/ALK…)

• LAURA will be soon the standard of care for unresectable LA-NSCLC with EGFR common activating mutations

• Adding IO to IO could lead to increased cure rate and survival

• Activating mutations other than EGFR need clinical trials

• Borderline-resectable is still a matter of debate: clinical trials are needed (eg. MDT-Bridge)

• ctDNA (MRD) monitoring, radiomics and AI will help clinicians in monitoring disease
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