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OVERVIEW

◆ Background – stage III NSCLC

◆ The evidence base

◆ Systemic treatment 

◆ Radiotherapy

◆ Future directions



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

BACKGROUND

◆ 25-30% of NSCLC pts have stage III disease

◆ Few locally advanced NSCLC patients are candidates for surgery

◆ Survival is poor

◆ Traditionally stage IIIA -10-25% 5 year survival

◆ Scope for improving local and distant control
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CHALLENGES OF TREATING STAGE III DISEASE 

◆ Patient factors

◆ Age

◆ PS

◆ Co-morbidities

◆ Tumour factors

◆ Disease location and extent

◆ Tumour subtype, molecular profile

◆ Intrinsic tumour heterogeneity
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RADICAL OPTIONS FOR STAGE III DISEASE

◆ Surgery

◆ Radiotherapy alone

◆ Sequential chemo-radiotherapy

◆ Concurrent chemo-radiotherapy

◆ Trimodality treatment
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SEQUENTIAL AND CONCURRENT 
CHEMORADIOTHERAPY
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SEQUENTIAL CHEMORADIOTHERAPY

◆ BMJ metanalysis 1995:

◆ hazard ratio of 0.87 in favour of combined treatment

◆ 13% reduction in the risk of death

◆ absolute benefit of 4% at two years

◆ Heterogeneity in chemotherapy regimens and radiotherapy schedules 

used
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CONCURRENT CHEMORADIOTHERAPY

Auperin metanalysis 2010:
◆ Concurrent CTRT superior to sequential

◆ HR 0.83 overall survival in favour of 

concurrent

◆ 4.5% survival benefit at 5 years

◆ Significantly higher oesophagitis rate (HR 

4.9)

◆ Similar pneumonitis rate

Anne Aupérin et al. JCO 2010;28:2181-2190
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PATIENT SELECTION

◆ Performance status

◆ PS 0-1

◆ Co morbidities incl renal function

◆ PET 

◆ Mediastinal staging (EBUS)

◆ Brain imaging

◆ Pulmonary function testing

◆ FEV1 > 40%

◆ KCO >40%

◆ ? PDL1 status
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WHICH CHEMOTHERAPY?

◆ Platinum based chemo with 3rd generation drugs

◆ Taxol/Gemcitabine/Vinorelbine (reduced doses) 

◆ Cisplatin/Etoposide (full dose) 

◆ Carboplatin/Paclitaxel

◆ No benefit of Pemetrexed in concurrent setting (PROCLAIM trial)

◆ No current evidence to support the use of concurrent TKI/RT

Vokes JCO 2002, Hanna JCO 2008, Santana-Devilla JCO 2015
Senan, JCO 2016



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Induction chemotherapy
CALGB 39801 (Vokes, JCO 2007)

Consolidation chemotherapy
HOG 01-24 (Hanna, JCO 2008)
KCSG-LU05-04 (Ahn, JCO 2015)

Consolidation TKI/Cetuximab
CALEB 30106 (Ready, JTO 2010)

RTOG 0617 (Bradley, Lancet 2015)
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CONSOLIDATION IMMUNOTHERAPY - PACIFIC

• Unresectable, Stage III NSCLC without 

progression after definitive platinum-based 

cCRT (≥2 cycles)

• 18 years or older

• WHO PS score 0 or 1

• If available, archived pre-cCRT tumor tissue 

for PD-L1 testing*

All-comers population 

(i.e. irrespective of PD-L1 status)

 N=713 randomized

Durvalumab

10 mg/kg q2w for

up to 12 months

N=476

Placebo

for up to 12 months

N=237

2:1 randomization,

stratified by age, sex, 

and smoking history

R

1–42 days 

post-cCRT

Antonia S, et al. NEJM 2017; 377:1919–29; 

Antonia S, et al. NEJM 2018; 379:2342-2350
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PFS HR = 0.52 
95% CI, 0.42–0.65

P<0.001

Antonia S, et al. NEJM 2017; 377:1919–29 

PROGRESSION FREE SURVIVAL
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OVERALL SURVIVAL

OS HR = 0.68 
99.73% CI, 0.469–0.997†

P=0.00251

Antonia S, et al. NEJM 2018; 379:2342-2350
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OS HR = 0.72
(95% CI, 0.59–0.89)

UPDATED OS 

Spigel, D et al. JCO 2022; 40(12):1301-1311
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TOXICITY

Antonia S, et al. NEJM 2017; 377:1919–29 
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PDL1 STATUS

Faivre-Finn, C et al. J Thorac Oncol 2021;16(5):860-867
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Faivre-Finn, C et al. J Thorac Oncol 2021;16(5):860-867
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Figure 1 

PACIFIC-R (REAL WORLD DATA)

Girard N, et al. JTO; 2023;18(2):181-193
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PACIFIC-R: PFS 

Girard N, et al. JTO; 2023;18(2):181-193

Characteristic Full set 

(n=1399)

Median age at EAP inclusion, yrs

(range)

66.0 (26–88)

Age category at EAP inclusion, 

n (%)

<70

70-75

>75

958 (68.5)

296 (21.2)

145 (10.4)

ECOG PS at EAP inclusion,

n (%)

0

1

2-3

489 (51.4)

443 (46.6)

19 (2.0)

Histology, n (%)

Squamous

Non-squamous

496 (36.0)

882 (64.0)

PD-L1 status, n (%)

≥ 1

< 1

700 (72.4)

174 (18.0)

EGFR status, n (%)

Mutated

Wild type

Inconclusive/unknown

46 (7.9)

517 (88.8)

19 (3.3)
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• Patients were older, more comorbid, with poorer PS than PACIFIC

• Safety profile similar to that seen in the concurrent setting

• 12 month PFS 49.6%, OS 84.1% (comparable to 12 month PFS/OS of 55.7% and 83.1% in PACIFIC study)

PACIFIC-6 
Ph II trial of Durvalumab following SEQUENTIAL chemotherapy and radiotherapy 
for stage III unresectable NSCLC

Sequential chemotherapy 

followed by radiotherapy 

(Platinum–doublet, SoC)

NSCLC

Stage III

Inoperable

Primary Endpoint: 

Treatment –related 

adverse events

150 patients

(120 PS0-1, 30 PS2)

Durvalumab (1500mg)  

q4w 24 months or PD

No 

PD

Garassino, M et al. JTO; 2022;17(12):1415-1427
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RADIOTHERAPY CONSIDERATIONS
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RADIOTHERAPY PLANNING

◆ RT commences D1 chemotherapy

◆ RT planning scan done asap

◆ Motion management

◆ 4D CT

◆ Respiratory gating/Breath hold

◆ Advanced RT techniques

◆ IMRT 

◆ IGRT
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INTENSITY MODULATED RADIOTHERAPY - IMRT 

◆ Improved conformity

◆ Avoidance of radiosensitive structures 

◆ e.g. spinal cord

◆ Retreatments

◆ Large volumes
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WHAT RADIOTHERAPY DOSE?

◆ Sequential CTRT

◆ 60-66Gy/30-33# OD

◆ 55Gy/20# OD

◆ 54Gy/36# TDS (CHART)

◆ Concurrent CTRT

◆ 60-66 Gy in 30-33 fractions OD

◆ 55Gy/20# (SOCCAR)

◆ Is there a role for more radiotherapy?

◆ Greater local control correlates with improved survival

◆ Modern RT techniques allow dose escalation



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

RTOG 0617

◆ Higher dose arm:
◆ Greater risk of locoregional failure

◆ Poorer survival
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Bradley et al, Lancet Oncol 2015; 16: 187–99



Eberhardt, W et al. Annals of Oncology 2015; 26: 1573–1588
Remon, J et al. Annals of Oncology. 2021;32 (12):1637-1642
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FUTURE DIRECTIONS

◆ Individualised treatment 

◆ Molecular drivers

◆ Personalised RT dose

◆ Determining best use of immunotherapy

◆ Combination with novel agents in sequential setting
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LAURA STUDY – OSIMERTINIB POST CTRT



PACIFIC 2: Ph III trial of 

CONCURRENT CTRT +/-

Durvalumab for stage III 

unresectable NSCLC

cCRT+ Durvalumab  

(1500mg) q4w 

cCRT+ placebo q4w 

NSCLC
Stage III

Inoperable

Primary Endpoint: 

PFS

ORR

328 patients

Durvalumab q4w 

12 cycles

Placebo q4w 12 

cycles

Randomise (2:1)

PACIFIC 5: Ph III trial of Durvalumab 

following CONCURRENT or 

SEQUENTIAL CTRT for stage III 

unresectable NSCLC

Concurrent or Sequential CTRT

NSCLC
Stage III

Inoperable
Primary Endpoint: 

PFS

360 patients

Durvalumab (1500mg) q4w 

to PD or toxicity

No 
PD

Randomise (2:1)

Placebo q4w

to PD or toxicity



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

CONCORDE
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TAKE HOME MESSAGES

◆ Concurrent platinum based chemoradiotherapy remains gold standard for inoperable 

stage III disease

◆ Overall survival benefit to consolidation Durvalumab if PDL1 > 1%

◆ less evidence to support Durvalumab in patients with driver mutations

◆ Increasingly important to know molecular status at diagnosis

◆ For patients unsuitable for concurrent treatment, sequential CTRT or RT alone

◆ No benefit to radiotherapy dose escalation with conventional fractionation

◆ Improved RT techniques may allow greater individualisation of treatment in the future
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