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INTRODUCTION

• NSCLC accounts for 80–85% of all lung cancer cases1

• Approximately 20–35% of NSCLC cases will be diagnosed as stage III2

• Locally advanced NSCLC is a highly heterogeneous disease

• Multidisciplinary discussion is mandatory to define tumor operability as well as best treatment approaches: 

characteristics of the disease, local expertise, patient´s comorbidities and preferences

• Several trials have compared the treatment with cCRT versus exclusive RT3,4 indicating that the cCRT contributes a 

clear improvement in survival

• 2018: PACIFIC trial5 established definitive cCRT followed by a 1-year durvalumab consolidation

• However, patient remain at a high risk of disease progression, with 1-year PFS rate of only ≃ 50%

• Given the significant benefit of neoadjuvant chemo-immunotherapy in resectable NSCLC, induction with 

immunotherapy with or without chemotherapy may provide more survival benefit for initially unresectable stage III 

NSCLC

1.Siegel RL, et al. Cancer statistics, 2024. CA Cancer J Clin 2024;74:12-49; 2.Aupérin A, et al. J Clin Oncol. 2010;28(13):2181-90

3.Schaake-Koning C. et al, N Engl J Med 1992;326:524-30; 4.Jeremic B. et al, J Clin Oncol 1995;15:452-8; 5.Antonia S.J. et al, N Engl J Med. 2017;377:1919-29



INTRODUCTION

RAISING THE BAR IN UNRESECTABLE STAGE III NSCLC

1.Perez CA, et al. Cancer 1982;50(6):1091-9; 2.Dilman RO, et al. N Engl J Med 1990; 3.Dilman RO, et al. JNCI 1996;88(17):1210-5;

4.Bradley JD, et al. J Clin Oncol. 2020;38(7):706-14; 5.Spigel DR, et al. J Clin Oncol 2022;40(12):1301-11



INTRODUCTION: PACIFIC TRIAL

Antonia SJ, et al. N Engl J Med. 2017;377(20):1919-29; Antonia SJ, et al. N Engl J Med. 2018;379(24):2342-50; Spigel DR, et al. J Clin Oncol. 2022;40(12):1301-11



BEYOND PACIFIC

Adapted from Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918



INTENSIFICATION BEFORE CHEMORADIOTHERAPY

Study Treatment N mPFS

(months)

1-y PFS 

rate

mOS

(months)

1-y OS 

rate

AEs G>3 Pneumonitis G>3 Discontinuation

AFT-16 Atezo → cCRT 62 30 69% NR 87% 48% 6.4% 19.4%

APOLO Atezo + CT →

cCRT

38 20.8 68.4% NR 86.8% 73.7% NA 18%

PACIFIC-

BRAZIL

Durva + CT →

cCRT + Durva

49 NR 68.1% NR 81.2% 82% 14% NA (14% death)

GASTO-

1091

Nivo + CT →

cCRT

86 NR 72.6% NR NA 21% (non-

haematological)

3.5% NA

Ross HL, et al. JAMA Oncol 2024; Provencio M, et al. WCLC 2024; Qiu, et al. ASCO 2024; William N William Jr, et al. WCLC 2024

IO-CT induction prior to cCRT: phase II studies, with promising but preliminary activity and tolerable profile



AFT-16

Ross HJ, et al. JAMA Oncol 2024;10(9):1212-9

➢ The primary end point was DCR at 12 weeks:

• The DCR after 12 weeks of neoadjuvant 

atezolizumab was 74.2% (80% CI, 65.7%-81.4%; 

95% CI, 61.5%-84.5%)

• Partial response: 17 participants (27.4%)

• Stable disease: 29 participants (46.8%) 

• The DCR after 6 weeks was similar at 77.4%(80%

• CI, 69.2%-84.3%; 95% CI, 65.0%-87.1%)



AFT-16: Atezolizumab before and after chemoradiation for 
unresectable stage III Non-Small Cell Lung Cancer

Ross HJ, et al. JAMA Oncol 2024;10(9):1212-9

mPFS: 30 months (95% CI 15.8 months-NR)

1-year PFS: 69%

mOS: NR

1-year OS: 87%



AFT-16: Atezolizumab before and after chemoradiation for 
unresectable stage III Non-Small Cell Lung Cancer

Ross HJ, et al. JAMA Oncol 2024;10(9):1212-9

• 17 patients (27.4%) experienced grade 3 or higher immune-related adverse events, including 1 with grade 5 

pneumonitis and 1 with grade 4 Guillain-Barré syndrome

• 30 patients (48.4%) experienced grade 3 or higher treatment-related adverse events

6.4%



APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy 
(Ch-RT) and atezolizumab maintenance in non-resectable stage III NSCLC

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37

• Primary endpoint: PFS rate at 12 months

• Secondary endpoints: PFS-PACIFIC related at 12 

months, PFS rate at 24 months, OS rate at 12 and 24 

months, ORR, sites of first failure, safety and 

tolerability, others: ctDNA



APOLO

mPFS: 20.8 months (95% CI, 12.6-NR)

1-year PFS: 68.4% (95% CI, 51.1-80.6%) 

18-months PFS: 60.5% (95% CI, 43.3-74%)

mOS: NR

1-year OS: 86.8% (95% CI, 71.2-94.3%)

2-year OS: 60.5% (95% CI, 43.3-74%)

Median follow-up: 29.6 months

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37



APOLO

1-year PFS: 68.9% (95% CI, 48.8-82.4%)

18-months PFS: 55.1% (95% CI, 35.6-71%)

Median follow-up: 29.6 months

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37



APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy 
(Ch-RT) and atezolizumab maintenance in non-resectable stage III NSCLC

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37



APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy 
(Ch-RT) and atezolizumab maintenance in non-resectable stage III NSCLC

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37

APOLO (NCT04776447) is a phase II trial of Atezolizumab plus induction chemotherapy (Ch) followed by 

chemoradiotherapy and Atezolizumab maintenance therapy in non-resectable stage IIIA-IIIB-IIIC NSCLC

Provencio et al. Nature Comunication in press

• None of the patients who

exhibited a reduction of at

least 93% (upper quartile) in

ctDNA levels died or

experienced disease

progression



PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy 
with durvalumab for stage III NSCLCs: a single arm phase II study

William WN, et al. WCLC 2024; J Thorac Oncol 2024;19:S37-8



PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy 
with durvalumab for stage III NSCLCs: a single arm phase II study

William WN, et al. WCLC 2024; J Thorac Oncol 2024;19:S37-8



PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy 
with durvalumab for stage III NSCLCs: a single arm phase II study

Progression-free survival

from treatment initiation

Progression-free survival 

from consolidation immunotherapy

William WN, et al. WCLC 2024; J Thorac Oncol 2024;19:S37-8



PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy 
with durvalumab for stage III NSCLCs: a single arm phase II study

William WN, et al. WCLC 2024; J Thorac Oncol 2024;19:S37-8



GASTO-1091: a phase II randomized trial evaluating consolidative 
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus 
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)

Liu H, et al. ASCO 2024



GASTO-1091: a phase II randomized trial evaluating consolidative 
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus 
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)

PFS (NIVO Consolidation vs Observation) OS with NIVO Consolidation vs Observation

Liu H, et al. ASCO 2024



GASTO-1091: a phase II randomized trial evaluating consolidative 
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus 
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)

Liu H, et al. ASCO 2024

Neoadjuvant period Split-course Hypo-CCRT periodNIVO Consolidation vs Observation



BEYOND PACIFIC

Adapted from Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918



ONGOING PHASE II/III IN UNRESECTABLE STAGE III NSCLC: 
INDUCTION CHEMO-IMMUNOTHERAPY

Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918; Filippi AR, et al. ESMO OPEN 2024;9:102704

NCT number

(name)

Phase Treatment arms N Primary 

endpoints

Status

NCT05798663 

(AFT-57)

II ArmA: Atezolizumab - cCRT+Atezolizumab - Atezolizumab

ArmB: Atezolizumab+Tiragolumab - cCRT+Atezolizumab -

Atezolizumab+Tiragolumab

ArmC: Atezolizumab+Tiragolumab - cCRT+Atezolizumab+Tiragolumba -

Atezolizumab+Tiragolumab

178 PFS Recruiting

NCT05128630 

(DEDALUS)

II Durvalumab+CT - Durvalumab+HypoRT - Durvalumab 45 Safety Recruiting



CAN WE CONVERT BORDERLINE/UNRESECTABLE IN RESECTABLE?

Wu, et al. Cancer Cell 2024; Ricciuti B, et al. JAMA Oncol 2025;11(7):735-741; Wang, et al. Clin Lung Cancer 2025; Yi, et al. Nature Comm 2025; Liu, WCLC 2025 



PANDA-1: Tislelizumab plus chemotherapy followed by surgery or 
radiotherapy and adjuvant tislelizumab in unresectable stage III NSCLC  

Liu J, et al. WCLC 2025



PANDA-1: Tislelizumab plus chemotherapy followed by surgery or 
radiotherapy and adjuvant tislelizumab in unresectable stage III NSCLC  

Liu J, et al. WCLC 2025



MDT-BRIDGE

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024;25(6):587-93.e3



MDT-BRIDGE

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024;25(6):587-93.e3



MDT-BRIDGE

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024;25(6):587-93.e3



ATHENEA: phase II clinical trial of chemotherapy + atezolizumab for stage 
IIIA and IIIB non-small cell lung cancer followed by atezolizumab as 
adjuvant treatment after surgery and atezolizumab as maintenance 
treatment for non-resected patients after chemoradiotherapy

GECP 23/02 (ML45372)



CONCLUSIONS

• PACIFIC regimen remains standard in stage III unresectable NSCLC

• Intensifications strategies in different moments are being evaluated with interesting results

• It seems reasonable to explore new research avenues to assess whether a chemo-

immunotherapy induction approach may be superior to Ch-RT + consolidation 

immunotherapy

• Promising preliminary evidence for IO-CT induction prior to cCRT

• We may be able to convert unresectable in resectable using perioperative strategies 



THANK YOU


