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Introduction



Standard treatment

• In early 2018, the PACIFIC trial regimen was approved by the US FDA → changed the disease’s 

paradigm

• Past :  Cisplatin/etoposide and weekly Cis/Carboplatin-paclitaxel+ RT in unresectable stage III 

NSCLC. 

• cCRT is preferred to sequential treatment (OS benefit of 4.5% at 5 years)

• Sequential CRT or radiotherapy (RT) alone is recommended for frail patients 

• Most patients will relapse after CCRT. 

• mPFS was short at 8-12 months, and 5-year OS rates are still low at 15-25%.

• Present

• Concurrent chemoradiotherapy ➔ consolidation Immunotherapy for 1 year (Durvalumab)

• cCRT : Platinum-based doublet chemotherapy + radiotherapy (60–66 Gy in 30 faction)



Unresectable stage III NSCLC

• Definition of Unresectable Stage III NSCLC -tumors that have spread to nearby structures or 
lymph nodes but have not metastasized

• Tumor is too large (≥5 cm) or invasive viral organs(large vessel, heart, spine, diaphragm) 

• Bulky lymph node(≥3 cm), multi-station N2 or N3, supraclavicular lymph node

• T4 disease: Size>7cm 

• tumor invading: mediastinum, diaphragm, heart, great vessels, recurrent laryngeal nerve, 
carina, trachea, esophagus

• Patient factor : inadequate cardiopulmonary reserve, comorbidities

• Technical feasibility : achieving an R0 resection.

• Case-by-case basis by an experienced thoracic surgeon in a multidisciplinary team environment.



Unresectable case #1(69/M) 

NSCLC, SqCC, cT4N2M0 IIIB
ex-smoker 50YS
PD-L1  sp263 1% 
COPD (FEV1 46% DLCO 30%)

PET-CT 판독
• 6.9 cm sized hypermetabolic mass lesion, 

central and posterior portion of lung 
RUL/RML/RLL

• Hypermetabolic nodular lesions, lung RLL-
R/O Lung to lung metastases.

• Hypermetabolism, 2R, prevascular, 4R, 
subcarinal lymph nodes



Case #2 (71/M)

9.3 cm sized hypermetabolic mass lesion, left pulmonary hilar area. 
Hypermetabolic nodular lesion at lung LLL posterior periphery

NSCLC, cT4N0M0 stage IIIIA
PDL1 sp263 = 90%
life-long smoker



Ex-smoker 16 y, 125 py NSCLC, SqCC, cT4N2M0 stage IIIC
COPD FEV1/FVC 69  FVC 77% FEV1 90% DLCO 30% → Medically inoperable 

Case #3 (82/M)

PET-CT 판독
Lung LLL 에 9.5 cm 
hypermetabolic 
multiloculated cystic mass 
가 관찰됨(SUVmax=14.0)
Lt pulmonary hilar, 
subcarinal, celiac area 에 
hypermetabolic LNs가 관
찰됨 (SUVmax=5.6)
 LN metastases 가능성을 
배제할 수 없음.



Heterogeneous group

바로 수술





713 pts with unresectable stage III NSCLC

Durvalumab PDL1 inhibitor



Preclinical evidence suggests that chemotherapy and RT may upregulate PD-L1 expression in tumor cells.
Radiotherapy may increase the production and presentation of tumor antigens and induce interferon 
signaling that enhances the antitumor immune responses



Progression-free Survival in the 
Intention-to-Treat Population

Median PFS:  16.8 vs 5.6 months

Response rate:  28.4 vs 16%

Grade >III AE   29.9 vs 26.1%

N Engl J Med 2017;377:1919-29.

Duvalumab vs Placebo





J Thorac Oncol 2021

J Clin Oncol 2022



5-year OS  Duvalumab 42.9% 
mOS 47.5 months(HR 0.68)  
5-year PFS 33.1% → 5년 후에도 재발 안한 사람이 30%
Distance metastasis 가 감소

Spigel et al. J Clin oncol 2022



Prognostic factor

• Younger age (<65 years)

• Objective tumor response 

• Nonsquamous tumor

• WHO PS 0 >1

• Cisplatin use

• Durable antitumor response 

• Reduced frequency of metastases 

Updated OS 

* OS did not improve in tumors with PD-L1 ⩽1% 





Standard of treatment

• The PACIFIC trial, a phase 3 randomized trial

• Durvalumab as monotherapy 

① locally advanced, unresectable stage III NSCLC, tumor PDL1 on ≥1%

② disease has not progressed following platinum-based concurrent chemoradiotherapy

→ The PACIFIC regimen is now a global standard of care



PACIFIC 후속 연구들



CCRT+IO IO



초기 1-2 기인데 수술 못하는 경우 RT 후→ consolidation Duvalumab 4주 간격으로 2년 투여 연구 진행중. 작년 등록을 마침  

2년



PD 될때까지 투여→ 1년이상 투여 

Tx; cCRT vs sCRT

median PFS (95% CI) was D 14.0 (10.9 vs 18.0) vs P 6.5 (5.4 vs 13.8) mo. Subgroup analyses suggested 
consistent PFS benefit after cCRT (HR 0.76; 95% CI: 0.55e1.06) or sCRT (HR 0.75; 95% CI: 0.49e1.18)

2024 ESMO ASIA



Sequential RT



CCRT+IO IO



CCRT combined with duvalumab

• Median PFS was 13.8 vs 9.4 months. (HR, 0.85; 95% CI: 0.65-1.12) 

2024 WCLC



CTx 후 6주 이내 RT 시작 



• Stage III, unresectable NSCLC and no progression after platinum-based sCRT

• least 2-4 cycles of platinum-based chemotherapy→ RT→every 4 weeks for up to 24months

• 53.8% respiratory disorders (COPD), cough (14.5%), dyspnea (9.4%), 

• More than 65 years, 65.8% IIIA 38.6%< IIIB 50.9% (PACIFIC 52%, 44%)

• Grade 3 or 4 AEs : 21.4% Treatment discontinuation, cough (31.6%), asthenia (23.9%), 
dyspnea (23.1%), and fatigue (20.5%)

• Median PFS : 10.9 months ( PACIFIC 16.9 months vs 5.6 month)

• 12-month PFS, OS : 49.6% and 84.1% (comparable of PACIFIC 55.9 %, 83.1% data)

• Advanced age, frailty, comorbidities, poorer PS, more advanced disease, a less efficacious CRT 
regimen (sCRT) 

• Survival outcomes for patients who receive sCRT may be improved with subsequent use 
of durvalumab

Garassino et al. J Thorac Oncol. 2022



Results



ORR was higher and median PFS and OS were longer in the definitive RT cohort. The efficacy and safety data from DUART 
suggest that durvalumab following definitive or palliative RT may be a potential treatment option in a frailer and older 
population ineligible for CT.

Palliative RT



ORR was higher and median PFS and OS were longer in the definitive RT cohort. The efficacy and safety 
data from DUART suggest that durvalumab following definitive or palliative RT may be a potential 
treatment option in a frailer and older population ineligible for CT.



Real World Study





PACIFIC-R study

• Median follow-up : 23.5 months

• Primary outcomes : real-world PFS & OS

• N =1399 

• Median age 66 years, ⩾ 75 years 10% , 67% males 

• FEV1 >50%, DLCO >40%

• PACIFIC-R enrolled patients without any restrictions on ECOG PS 

• Patients could receive either c/sCRT



• N=1399,  ECOG 2-3 : 2%,  sCRT 14.4%, PDL1<1%: 18% 

• mPFS 21.7months : 거의 반 이상이 재발없이 2년 이상 생존 (PACIFIC mPFS 16.9 mon)

• mPFS IIIA: 23.7mons vs IIIB/C: 19.2mons

• cCRT: 23.7months, sCRT: 19.4months (>>PACIFIC 16.9 mon)

• Nonsquamous : squamous =25.3 : 14.7mons 

• PD-L1 ⩾1% → 22.4mons,  PD-L1 <1% →16.3mons 

• Rates of durvalumab discontinuation due to AEs (16.7%), disease progression (26.9%)

Girard et al. J of Thorac Oncol 2022

France (342), Spain (244), Australia (165), The Netherlands (155), Belgium (118), Italy (116), 
Israel (92), Germany (62), UK(54), Norway (36), Switzerland (15).



PFS

거의 반 이상이 2년 시점에 살아 있다



Reasons for Discontinuing Durvalumab

AESIs Leading to Interruption and Permanent Discontinuation    
of Durvalumab



• 1154 participants from 10 countries (mF/U 38.7 months) 

• 3-year OS rate 63.2% (cf. PACIFIC 56.7% ), mOS : NR

• 3-year OS rate : PD-L1 ≥1% : <1%= 67.0% : 54.4%

• cCRT : sCRT = 64.8% : 57.9%, non-squamous > squamous

Filippi et al ESMO Open 20243년 시점에 60% 이상이 살아 있다. 



PFSOS



• Efficacy and safety of durvalumab consolidation after chemoradiotherapy

• 157 patients were enrolled.  

• Median F/U : 19.1 months

• Median rwPFS : 25.9 months

• 1, 2, 3-year rwPFS → 59.4%, 51.8%, and 43.5%

• 1, 2, 3-year OS rates →87.8%, 71.0%, and 69.2%

• Monocyte-to-lymphocyte ratio → The most significant risk factor for RP requiring 
steroid treatment

Park et al. JTO 2023 Vol 18, 1042

Cf) Duvalumab
Median PFS: 16.8 vs 5.6 months



Result

• Age :65, Male 85.4%, ECOG 2-3: 10.8%, PD-L1 >1%  : 91.1%

• COPD 31.8% Pul. fibrosis 82.8%, Cardiovascular 42% HTN 36.9% 

• CCRT 97.5%, weekly platinum based CTx, 54-66 Gy, 3D-CRT, IMRT 

• 81.5% : within 42 days after the last date of RT

• Radiation pneumonitis requiring steroid treatment → shorter rwPFS

• ECOG 2-3 : only risk factor for a shorter OS

• Progression was confirmed in 73 patients (46.5%)

• Locoregional progression (56.2%) was the predominant type of relapse

• Lungs (60.3%), lymph nodes (35.6%), brain (13.7%) bones (13.7%).



PACIFIC-PFS

KOREA-rwOSPACIFIC-OS

KOREA-rwPFS



Efficacy and safety of durvalumab in the real-world setting(싱가폴)

Duvalumab mPFS: 16.8 vs 5.6 개월
mOS : 47.5 vs 29.1 개월

17.5 vs 8.9 months NR vs 22.3 months



• Following the PACIFIC trial, durvalumab has been approved by EMA 

for consolidation of locally advanced PD-L1+ NSCLC after CRT.

• 2017.11 ~2018.10 efficacy and safety of consolidation Durvalumab 

• 126 patients, oligometastatic stage IV +autoimmune disease

• 42.9 % completed 12 months of durvalumab 

• Stage IV patients (n = 7) had encouraging OS

• Autoimmune disease did not affect survival. 

• PFS and OS were similar in PD-L1 (-) pts (n = 32) and PD-L1 (+) pts (n = 79).

• Survival in the EAP was comparable to the PACIFIC trial.

• Selected stage IV pts and pts with autoimmune disease may benefit 

from durvalumab consolidation 

Faehling at al

독일



Clinical Lung Cancer June 2024

• 2017.09 ~2022.09. N=286 

• Durvalumab consolidation showed comparable outcome in elderly patients

• ≥ 70 years 42.0%

• mPFS (17.7 vs. 19.4 months; P = .43)

• mOS (35.7 mon vs. NR P = .13) 

• Discontinuation, Durvalumab AE were more common in elderly pts.

• ECOG PS 0 or 1, PDL1>50% : favorable factor for PFS.

• Cisplatin-based regimen :  worse factor for OS.



Real-world data supports PACIFIC trial 
outcomes in broader populations

• Similar survival benefit observed in real world study. 

• But slightly higher discontinuation rates due to toxicity or comorbidities. 

• The favorable real-world outcomes found in the sCRT subset, irrespective PD-L1 status

• Challenges in real-world settings -not all patients complete CCRT due to performance status.

• Neutrophil-to-lymphocyte were associated with shorter PFS with durvalumab

• Pneumonitis : most common AE, radiation pneumonitis : 36.3% within 3–6 months after CCRT

• Treatment interruption : 15.9% 

• Older, with a higher proportion of comorbidities [COPD, cardiovascular diseases]

• PFS was longer in the real-world than in the trial, while OS was similar.



Radiation pneumonitis

• Pneumonitis grade ≥ 2, 36.05%, grade ≥ 3 6.75%

• Durvalumab consolidation therapy interrupted due to pneumonitis 26.35% 

→ the interruption of durvalumab because of an AE was associated with decreased of

both OS and PFS, suggesting caution when considering discontinuation of adjuvant  

durvalumab.

• History of smoking, COPD, interstitial lung disease increased risk of RILI. 

• Older age (patients >65 years old) and Asian ethnicity → risk factors for pneumonitis. 



그래도 사망하는 57.1%

PACIFIC 33.4→ 42.9% OS ↑

PACIFIC 5-year Overall Survival



Keywords

• Agents 
• Duvalumab -PDL1 Inhibitor

• Atezolizumab-PDL1 Inhibitor

• Pembrolizumab- PD1 Inhibitor

• Nivolumab - PD1 Inhibitor

• Treatment 
• IO-CRT-IO vs IO+CRT-IO

• CRT→ IO+IO combination 





ICI consolidation intensification



To cure



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











PACIFIC-9: Phase III trial of durvalumab + oleclumab or 
monalizumab in unresectable stage III non-small-cell lung cancer

999 patients



Pembrolizumab (Keytruda®)



Jabbour et al. JAMA Oncol. 2021
Neoadjuvant 3제 IO3제+RT



Inclusion criteria 

• previously untreated, unresectable, pathologically or radiologically confirmed stage IIIA, IIIB, or IIIC NSCLC.

• ECOG 0-1

• FEV1> 50%, DLCO > 40% 

Treatment 
• SqCC : Paclitaxel +carboplatin+Pembrolizumab → weekly TC 6wks+ 2 cycle Pembrolizumab+ RT→ 1yr 

Pembrolizumab 

• Non-squamous : 3 cycle Pemetrexate + cisplatin + Pembrolizumab +RT → 1yr Pembrolizumab 

• ORR >70% irrespective of disease stage, tumor histologic type, and PD-L1 

• High ORR and prolonged DOR

• AE : Pneumonitis and radiation pneumonitis are common. Grade III< 10% 

• higher-than-expected rate of pneumonitis.



• grade 3 to 5 pneumonitis in 9 of 112 patients (8.0%)







Atezolizumab (Tecentriq®)



AFT-16 trial

JAMA Oncol. 2024;10(9):1212-1219

• Hypothesis : Starting atezolizumab prior to CRT may allow more patients to benefit from 

immunotherapy．

• Aim: To evaluate clinical outcomes of patients treated with atezolizumab before and after CRT 

for unresectable stage III NSCLC. 

• Single-cohort, phase II, nonrandomized controlled trial, unresectable stage III NSCLC

• Enrollment : Jan 2018 - July 2019

• Four 3wks cycles of atezolizumab →(60Gy RT with weekly TC)→1200mg 3 weeks for 1 years

• Primary endpoint : DCR at 12 weeks, Secondary endpoint : PFS, OS, ORR, safety

• DCR : 74.2% mPFS ：30 months, 2ys-OS rate 73.7%  (cf. Duvalumab 2ys OS 63.3%) 

AFT-16 trial

Duvalumab  mPFS: 16.8 vs 5.6 개월
mOS : 47.5 vs 29.1 개월

Induction immunotherapy



PDL1
Histology



mPFS 30 months 2ys OS rate 73.7% 

Duvalumab 
mPFS 16.9 mon
2ys OS 66.3% 
2ys PFS 45%

• PFS rates at 1 & 2 years →76.2% & 64.3% (cf. Duval 55.7&45%, Key799 trial 67.1 & 71.6%)
• OS rates at 1 & 2 years → 87% and 73.7% (cf. Duval 83.1 and 66.3%, Key 799 trial 81.3%)
• The DCR for neoadjuvant atezolizumab did not appear to differ by (+) or (-) PD-L1 expression



Limitations

• While AFT-16 outcomes are encouraging.

• Single-arm, phase II trial, no control group

• Ｅnrolled treatment-naive patients

• While PACIFIC enrolled only patients who had completed CRT 

• Hypothesis generating

• The AFT-16 PFS and OS rates with neoadjuvant atezolizumab alone compare favorably 
with those reported in KEYNOTE-799 with chemoimmunotherapy.

• Biomarker :Less diverse TCR repertoire to have durable responses

• Atezolizumab administration before and after standard CRT for patients with 
unresectable stage III NSCLC was safe and appeared to be effective.





Peters et al., JTO 2021



De Ruysscher et al., ESMO 2020

PACIFIC arm













Tumors harboring EGFR mutation tend to be immune cold

The LAURA trial : Phase 3, double-blind, 
randomized placebo-controlled trial



Progression-free Survival 











• Retrospective study

• unresectable stage III ALK-positive 
NSCLC treated 

• between 2015 and 2022

• multicenter study of 17 institutions 
globally



Challenges in unresectable NSCLC



Take Home Message

• In locally advanced unresectable stage III NSCLC, 1 year-duvalumab consolidation 
therapy following platinum-based concurrent chemoradiotherapy is now a global 
standard of care.

• In real world studies, PACIFIC regimen has shown favorable outcomes.

• To further improve outcomes of unresectable stage III NSCLC, many clinical trials have 
been conducted combining other immune checkpoint inhibitors (ICIs) or different 
treatment platforms.

• In locally advanced unresectable stage III NSCLC with active targetable mutation, such 
as EGFR or ALK mutations, consolidative targeted therapies have shown favorable 
outcomes.



•경청해 주셔서 감사합니다 
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