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Trial Phase Treatment
G≥3 

pneumonitis ORR 1 yr PFS
Median

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

LUN 14-69 II Pembrolizumab consolidation 6.5% - 61.2% 18.7 mo

Deterred (p2) II Atezolizumab concomitant RT /consolidation 16% - > 50% 13.2 mo

Nicolas II Nivolumab concomitant/consolidation 10.3% 73.4% 53.7% 12.7 mo

KEYNOTE-799 II
Pembrolizumab concomitant/consolidation
Carboplatin-Paclitaxel Sq + Non sq
Cisplatin-Pemetrexed Non sq

8%
6.9%

71.4%
75.5%

67.3%
69.4%

30.6 mo
NR

PACIFIC-2 III Durvalumab + CRT > Durvalumab vs
CRT + Placebo > Placebo

ATF-16 II Atezolizumab > CRT > Atezolizumab 2.2% - 66% 23.7

Consolidation

IO only

Concomitant + 
Consolidation

Induction + 
Consolidation

Is IO timing enough?

Treatment strategies in unresectable stage III NSCLC to improve efficacy:

IO timing

ongoing



Treatment strategies in unresectable stage III NSCLC: beyond PACIFIC

Modified from: Cortiula F et al. Ann Oncol, 2022.



Consolidation Nivolumab plus Ipi or Nivo alone after chemoradiation for unresectable
stage III NSCLC. BTCRC LUN 16-081.



Trial NCT Intervention Control Cons. Primary EP Co-Target

CheckMate 73L NCT04026412

CCRT + Nivo 360 mg q 3w → Nivo 360 mg q 
3w + Ipi 1 mg/kg q 6w (A)

PACIFIC (C) 12 mo OS Arm A vs C,PFS 
arm A vs C CTLA4

CCRT + Nivo 360 mg q 3w → Nivo 480 mg q 
4w (B)

SKYSCRAPER-03 NCT04513925 cCRT → Tiragolumab 840 mg q4w + 
Atezolizumab 1680 mg q4w PACIFIC 12 mo PFS ITT & PD-L1+ TIGIT

KEYVIBE-006 NCT05298423 CCRT + Pembrolizumab / Vibostolimab → 
Pembrolizumab/ Vibostolimab PACIFIC 12 mo PFS (ITT, PD-L1+)

OS (ITT, PD-L1+) TIGIT

PACIFIC-8 NCT05211895 cCRT → Durvalumab 1500 mg IV q4w + 
Domvanalimab 20 mg/kg IV q4w Durvalumab 1500 mg q4w 12 mo PFS in

PD-L1 TC ≥50% TIGIT

PACIFIC-9 NCT05221840

cCRT → Durvalumab q4w + Oleclumab IV q4w 
(A)

Durvalumab q4w (C)
12 mo

PFS: A & B vs C
CD73

cCRT → Durvalumab q4w + Monalizumab IV 
q4w (B) 12 mo NKG2A

IO-IO strategy in unresectable NSCLC: ongoing phase III trials

COAST



COAST: Activity and Progression free Survival

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

ORR: Primary EP



COAST: safety

Herbst RS et al. J Clin Oncol, 2022.

TEAEs Occurring in ≥ 10% of Patients in Any Arm (all 
causality; as-treated population)



PACIFIC 9:

Phase 3 study of durvalumab combined with oleclumab or monalizumab
in patients with unresectable Stage III NSCLC



Treatment strategies in unresectable stage III NSCLC: beyond PACIFIC

Cortiula F et al. Ann Oncol, 2022.



KEYLYNK-012: Phase III, randomized, double-blind, placebo-controlled study of 
pembrolizumab in combination with concurrent CRT followed by pembrolizumab ± 
olaparib vs concurrent CRT followed by durvalumab in patients with unresectable, 
locally advanced, stage III NSCLC - NCT04380636



Algoritmo terapeutico dello stadio III



HOW TO TREAT AT PROGRESSION AFTER PACIFIC



What guidelines tell us…. Advanced disease

dGA: first line



No dGA… ????

Chemioterapia con platino + 
pemetrexed + Pembrolizumab 

per 4 cicli; 
Nivolumab + ipilimumab + 2 

cicli di chemioterapia con 
platino + pemetrexed

Mantenimento* 
o follow-up

Docetaxel +/-
Nintedanib; Nivolumab+, 
Atezolizumb+, Pembrolizumab+

*con pemetrexed + pembrolizumab o nivolumab + ipilimumab per due anni

PD-L1 < 50% o ND 
in assenza di alterazioni 

molecolari driver

Istologia squamosa

Chemioterapia a base 
carboplatino + (nab)paclitaxel + 

Pembrolizumab per 4 cicli; 
Nivolumab + ipilimumab + 2 

cicli di chemioterapia con 
platino + (nab) paclitaxel

PD-L1> 50% 
in assenza di alterazioni 

molecolari driver

Pembrolizumab, 
Atezolizumab, 
Cemiplimab

Progressione Chemioterapia a 
base di platino

PD-L1 < 50% o ND 
in assenza di alterazioni 

molecolari driver

Istologia non-squamosa

Progressione

Risposta o 
stabilità

Progressione

Risposta o 
stabilità

Mantenimento** 
o follow-up

Docetaxel; Nivolumab+, 
Atezolizumb+, Pembrolizumab+

+in pazienti a progressione a chemioterapia (che non hanno ricevuto immunoterapia in prima linea)PDTA NSCLC Regione Puglia 2023



ICIs rechallenge:
The Pembro lesson:encouraging data from RCT

Rodriguez Abreu et al. WCLC, 2022.



Natasha Leighl
Open questions in immunotherapy for 
advanced NSCLC: Duration of IO, 
combinations and rechallenge

ICIs rechallenge



Nivolumab retreatment: timing matters

ORR: 8.5% mPFS: 2.6 months
5 responders mPFS 11.1 months

…ICI free interval matters
Akamatsu H et al. Clin Cancer Res, 2022.



Phase  II,  two-cohorts,  randomized  trial  comparing  standard  of  care 
versus  immune-based combination  in  relapsed  stage  III  non-small-cell  lung  cancer  
(NSCLC)  pretreated  with chemoradiotherapy and durvalumab

Recruiting
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PACIFIC-R: outcomes in unresectable stage III EGFR-mutated NSCLC

• Documentation of EGFR status was not a requirement  for participation in the PACIFIC 
EAP or PACIFIC-R

• 466 of 1154 patients (40.4%) in the PACIFIC-R full analysis set had a known EGFR status: 
- 44 of 466 (9.4%) had EGFR-mutated NSCLC
- 422 of 466 (90.6%) had EGFR-wildtype NSCLC

Peters S. WCLC, 2023.



Stage III 
Unresectable 

NSCLC

• PD-L1

• CGP
EGFR, 
ALK, 
ROS1, 
KRAS

PD-L1 ≥ 1%, no genomic alterations

cCRT ± Durvalumab

Driver mutations ?
CLINICAL TRIAL

Passaro A et al. Ann Oncol, 2022.

Rethinking therapy for unresctable LA NSCLC



Study dGA Phase NCT

Osimertinib Maintenance After Definitive Chemoradiation in Patients With Unresectable EGFR 
Mutation Positive Stage III Non–small-cell Lung Cancer: LAURA Trial in Progress

EGFR III NCT03521154

A Study of Lazertinib as Consolidation Therapy in Patients With Locally Advanced, Unresectable, 
EGFR-Mutant Non-Small Cell Lung Cancer (Stage III) Following Chemoradiation Therapy 
(PLATINUM)

EGFR II NCT05338619

Afatinib Sequenced With Concurrent Chemotherapy and Radiation in EGFR-Mutant Non-Small 
Cell Lung Tumors: The ASCENT Trial

EGFR II NCT01553942

Combination of Almonertinib and Concurrent Chemoradiotherapy in Unresectable Stage III 
NSCLC

EGFR - NCT04952168

Brigatinib Post Definitive Chemo-radiotherapy in Patients With ALK-fusion Non-small Cell Lung 
Cancer (BOUNCE)

ALK II NCT05718297

Some ongoing trials with target approach in unresectable LA-NSCLC in 
patients with dGA
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CM816
(chemo-Nivo)

AEGEAN
(chemo-Durva)

Neotorch
(Chemo-Tori)

KN671
(chemo-Pembro)

CM77T
(chemo-Nivo)

IMpower010 
(Atezo)

Randomized 358 1:1 802 (1:1) 404 (1:1) 797 (1:1) 461 (1:1) 507 (1:1)

Endpoints PCR, EFS PCR, EFS MPR, EFS
(by stage)

EFS, OS PCR, EFS EFS

Stages II-IIIB II-IIIB IIIA/B II-IIIB II-IIIB IB-IIIA

Surgery (%) 83 81 82 82 78 -

pCR (%) 24 17.2 24.8 18.1 25.3 -

EFS median (months) NR NR NR NR NR NR

EFS 2 yrs (%) 65 63.3 67 62 70 60*

EFS HR 0.68 0.68 0.40 0.58 0.58 0.69*

OS median NR NR NR NR NR NR

OS 2 yrs (%) 82.7 63.3 67 62 70 84.8**

OS HR 0.62 - - 0.73 - 0.42**

*Stage II-IIIA, PDL-1 > 1%. 
**Stage II-IIIA, PD-L1 ≥ 50%, EGFR-ALK neg

Efficacy data: Adjuvant and Peri-Adjuvant…: which best?

NeoAdj Peri-Adj Adj



Consensual definition of stage III NSCLC Resectability: 
EORTC-Lung Cancer Group initiative with other scientific societies

Dingemans AM, WCLC 2023.



MDT-BRIDGE (NCT05925530)

A Multicentre, Phase II, Single-Arm, Interventional Study of Neoadjuvant Durvalumab and 
Platinum-based CT, followed by either surgery and adjuvant Durvalumab or CRT and 
consolidation Durvalumab, in patients with resectable or borderline resectable Stage IIB-
IIIB NSCLC

Resection rate is defined as the proportion of all participants who completed all intended 
neoadjuvant therapy, MDT re-assessment, and definitive surgical resection of the primary 
tumour.

Primary EP:



Concluding remarks: a long and winding road

• PACIFIC regimen is still the standard of care in unresectable LA NSCLC (fit for cCRT and IO, PD-L1+)

• Concerns about PACIFIC in oncogene-addicted NSCLC (EGFRm)…. Waiting for LAURA

• IO timing: will add benefit? 

• IO-IO combinations are under investigation in phase 3 trials: promising results from the phase 2 
COAST trial: Durvalumab + Oleclumab or Monalizumab; PACIFIC-9 ongoing.

• What to do at progression? Not defined strategy. IO rechallenge may be helpuful in responders (not 
those with primary or secondary resistance), but no IO compound is registered in this setting.
Phase 2 Condor trial may address a response.

• NeoAdjuvant and peri-operative IO may change clinical practice in potentially resectable NSCLC

• Algorithm of treatment of LA-NSCLC is under redefinition and construction (neoadjuvant IO, 
adjuvant IO, adjuvant Osimertinib and Alectinib)

• To test, to test, to test…


