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• Radiation Oncologist

COI



Case 1

• , 79 years

• 35 PY

• WHO 1

• History: rectal adenocarcinoma

• Increase CEA

CT thorax-abdomen



Pathology and imaging

• , 79 years

• WHO 1

• FEV1: 71%, DLCO 49%

• Pathology EBUS-TBNA
• Adenocarcinoma

• PD-L1: 40%

• KRAS G12S

cT4N2M0: bulky N2 disease



What’s your treatment of choice

1. Upfront surgery followed by chemo-immunotherapy

2. Induction chemo-immunotherapy followed by surgery

3. Induction chemo-immunotherapy followed by re-evaluation 
and local modality depending on response

4. Primary CRT followed by Durvalumab



• 25-30% of all NSCLC patients 
present with Stage III disease

• Large spectrum
• Patient

• Age

• Co-morbidities

• Performance status

• Disease
• Extension

• Subtype

• Molecular profile

Setting the stage (III)



Modalities in stage III?
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Treatment options

Li et al JTO 2023



Resectability

Houda et al Lung Cancer 2025



Resectability/Operability

1. Resecability
a) Tumor extent

b) Surgeon experience

2. Operability
a) Patient’s condition

b) Outcome after surgery

3. Patient’s perspective



Unresectable Stage III NSCLC

• 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

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



PACIFIC

Spigel JCO 2022



Real world data

Girard JTO 2022



What happened?

Adapted from Damhuis et al. Clin Lung Cancer 2024
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• STAGE III from NCR

• 1016 patients
• 3yr OS: 

• CRT-Sx: 78,7%

• Ctx-Sx: 66,7%

• CRT-ICI: 63,2%



How to improve?

Bradley et al. ELCC 2024



PACIFIC-2

Bradley et al. ELCC 2024



New combinations

Adapted from Moghakani et al. JTO 2023

Study Intervention Number NCT number

A5181
CRT + durvalumab ⇒ durvalumab

n = 660 NCT04092283
CRT ⇒ durvalumab

KEYLINK-012

CRT + pembrolizumab ⇒ pembrolizumab + placebo

n = 870 NCT04380636CRT + pembrolizumab ⇒ pembrolizumab + olaparib

CRT ⇒ durvalumab

KEYVIBE-006
CRT + pembrolizumab + vibostolimab ⇒ pembrolizumab + vibostolimab

n = 784 NCT05298423
CRT ⇒ durvalumab

CheckMate73L

CRT + nivolumab ⇒ nivolumab + ipilimumab

n = 888 NCT04026412CRT + nivolumab ⇒ nivolumab

CRT ⇒ durvalumab

PACIFIC-9a

CRT ⇒ durvalumab + oleclumab

n = 999 NCT05221840CRT ⇒ durvalumab + monalizumab

CRT ⇒ durvalumab

SKYSCRAPER-03a
CRT ⇒ atezolizumab + tiragolumab

n = 800 NCT04513925
CRT ⇒ durvalumab



PACIFIC: for everyone?

Spigel JCO 2022

While consistent benefit in most subgroups
EMA approval in PD-L1≥1%



PD-L1 status in real world?

Girard et al.  JTO 2022
Damhuis et al. Clin Lung Cancer 2024

PACIFIC-R



PACIFIC: for everyone?

Spigel JCO 2022



For everyone?

Naidoo et al. JTO 2023

• Subgroup analysis of PACIFIC



LAURA

Lu et al. CLC 2021



LAURA

Lu et al. NEJM 2024



Back to the case

• , 79 years

• Because of age and general 
condition: sequential CRT 

• 3 courses of carboplatin-
pemetrexed



• 22 fractions of 2.75 Gy

• Adaptive approach

Radiotherapy



• PACIFIC: no sCRT

• Reimbursement allows sequential approach

Concurrent vs Sequential?

Wu et al. ESMO ASIA 2024



PACIFIC-5

Wu et al. ESMO ASIA 2024



Future strategies

Remon et al. Ther Adv Med Oncol 2022



Rethink strategies

Provincio et al. WCLC 2024



Radiotherapy is evolving

McWilliam  et al. EJC 2017
Abravan et al. JTO 2020

New OAR New techniques

BASE OF THE HEART

Lymphopenia



What if??

• , 45 years

• WHO 1

• FEV1: 95%, DLCO 50%

• Pathology EBUS-TBNA
• Adenocarcinoma

• PD-L1: 100%

cT4N2M0: bulky N2 disease



Resectable after chemo?

• EORTC 08941
• Unresectable stage IIIA-N2 NSCLC
• Induction chemotherapy 
• Followed by Sx vs RT
• No OS benefit 

• pCR rate: 5% 
• R0: 50%

• However:
• Definition unresectable?
• No cCRT, no min invasive surgery

Van Meerbeeck et al. JNCI 2007
Van Schil et al. Eur Respir J 2005

 pCR rates 17-25% with chemo-IO



Biomarkers

• PD-L1 not an optimal biomarker
• Sensitivity

• Heterogeneity

Sorin et al. JAMA 2024
Reynders et al. Unpublished data



Conclusions Unresectable

• PACIFIC regimen remains SOC in unresectable, EGFR-, NSCLC PD-
L1 ≥ 1%

• Resectability should be determined upfront

• Toxicity is major issue in treatment intensification

• Novel RT techniques/approaches
• Adaptive RT

• Heart sparing

• Importance of lymphopenia

• In EGFR mutated patients: consolidation osimertinib is coming



Case 2

• , 59 years

• 20 PY

• Adenocarcinoma

• PD-L1: 80%

• FEV1: 69%, DLCO: 103%

• cT4N0



What’s your treatment of choice

1. Upfront surgery followed by chemo-immunotherapy

2. Induction chemo-immunotherapy followed by surgery

3. Induction chemoradiotherapy followed by surgery

4. Primary CRT followed by Durvalumab



Treatment options

Li et al JTO 2023

CRT?



What happened to induction CRT?

SWOG9416/ 
INT0160

JCOG9806 ESPATUE INT0139 SAKK trials

Dose 45Gy 45Gy 45Gy 45Gy s44Gy

pCR 34% 21% 33% 18% 19%

MPR 61% 46% / / /

PD 9% 5% 1.6% / /

Progressed 
to surgery

80% 76% / 81% 79%

R0 resection 94% 89% / 87% 80%

Rusch et al JCO 2007
Kunitoh et al. JCO 2008

Albain et al Lancet 2009
Eberhardt et al. JCO 2015
Konig ESMO Open 2022



Comparable to Chemo-IO

Dunne et al. Ann Thorac Surg 2024



Induction C-RT



IO-CRT induction

Bahce et al. J ImmunoTher of Cancer 2024

Phase II INCREASE trial

• 30 pts

• cT3-4N0-2M0 NSCLC

• Ipi-Nivo-CRT
• pCR: 50%

• MPR: 63%

• R0 rate: 100%

• Grade 3-4 TRAE: 70%



Back to the case

• Upfront resectable

• Advanced T-stage

• cN0

• No reliable biomarker

=> cCRT 45Gy 



Conclusions

• Evolution in systemic treatment is rapidly 
changing the landscape in NSCLC and stage 
III disease

• Complexity increases

• Rethink dogmas on how local Txt fits into 
new treatment paradigms

• True multidisciplinary cooperation

• Need for well-run academic trials



Thank you for you attention

QUESTIONS?

www.llcg.be

• E. Wauters

• C. Dooms

• P. De Leyn

• Y. Jansen

• P. Berkovic
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