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Shifting Paradigms in Stage III NSCLC?

2017- First PACIFIC
publication

2022 – Checkmate  816 

CRT + consolidative 
Immunotherapy 

Unresectable vs. Resectable Disease

Neoadj Chemo IO + Surgery
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Spigel DR et al. 2021 ASCO Annual Meeting. Abstract 8511. Spigel DR et al. J Clin Oncol. 2022;40(12):1301-1311. 

5 yr PACIFIC Overall Survival Data
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Resectable vs. Unresectable?
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LUNG-ART Trial Schema
• Randomized phase III trial comparing post-operative RT to no post-op RT in 

patients with completely resected NSCLC and N2 involvement

Patients with completely resected 
NSCLC with mediastinal exploration, 

pathologically confirmed N2, 
adequate post-op FEV1 > 1 L

WHO PS 0/1
(N = 501) 

Post-op Thoracic Radiation
3DCRT 54 Gy/27-30 fractions

No  Radiation

Stratified by treating site, administration of chemotherapy (pre-
op chemo vs. post-op chemo vs. none), # of N2 lymph nodes 

involved (1 vs. 2+), Histology (SCC vs. other), use of pre-
treatment PET (yes vs. no)

RT to begin 2-8 
weeks after 

surgery

 Primary endpoints: DFS  

 Secondary endpoints including toxicity (cardiopulmonary), local control, OS, 
patterns of recurrence, second cancers
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LUNG-ART Disease Free Survival

Le Pechoux et al, Lancet Oncol. 2022 Jan;23(1):104-114. 
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LUNG-ART DFS Components

Le Pechoux et al, Lancet Oncol. 2022 Jan;23(1):104-114. 



Eligibility

resected 
NSCLC 

stage III  (pN2)

no prior XRT
no other 
recent 

malignancies

no known 
sensitizing 

EGFR or ALK 
mutations

ECOG PS <2

register simulation
Week -2

IMPT
Week 1

IMPT
Week 2

IMPT
Week 3

IMPT
Week 4

IMPT
Week 5

IMPT
Week 6

Intensity-Modulated Proton Therapy  (54 GyE in 27 or 30 fractions)

baseline mid-treatment
(week 3 or 4)

end of treatment
(week 6)

F/U  1
Week 10-12
(3 months)

follow-up
(week 10-12)

F/U 2-8

Q3m
→24m

Proton Beam Radiation Therapy in Patients with Resected N2 Non-Small Cell 
Lung Cancer 

Winship Trial RAD5621-22; PIs: Kesarwala/Stokes/Buchwald; Funding: Winship Invest$
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Surgery vs. ChemoRT for Multi-Station N2

• Multi-station N2 and stage IIIB included in many preop chemo IO 
studies

• Do these pts benefit from surgery?

• ~20% of pts don’t make it to resection  what is ultimate clinical 
outcome for these patients?
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Controversies in Unresectable Stage III NSCLC

• Immunotherapy in patients with 
PD-L1 negative tumors?

• Immunotherapy in patients with 
driver mutations?

• Treatment strategy for ECOG 
PS 2 patients?

• Best treatment for recurrent 
disease?

o Distant recurrence post-Pacific
o Local only recurrence

Spigel et al, J Clin Oncol. 2022 Apr 20; 40(12): 1301–1311

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9015199/


LAURA
Phase III, double-blind, randomized, placebo-controlled trial
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aEx19del or L858R either alone or in combination with other EGFR mutations; b Actual enrollment; cRandomized within 6 weeks of completion of chemoradiation;
dOsimertinib dosing schedule: 80 mg PO QD; eA protocol amendment has been made in the Clinical Study Protocol version 2 (February 18, 2020).
CNS = central nervous system; CRT = chemoradiation therapy; ctDNA = circulating tumor DNA; DCR = disease control rate; DoR = duration of response; EGFR = epidermal growth factor receptor; EGFRm = epidermal 
growth factor receptor mutation-positive; Ex19del = exon 19 deletion; HRQoL = health-related quality of life; NSCLC = non-small-cell lung cancer; ORR = objective response rate; OS = overall survival; PFS = 
progression-free survival; PFS2 = second progression-free survival on a subsequent treatment; PK  = pharmacokinetic; PO = orally; QD = once daily; R = randomize; TFST = time to first subsequent therapy; TSST = 
time to second subsequent therapy; TTD = time to treatment discontinuation; TTDM = time to death or distant metastases.
Study NCT03521154. ClinicalTrials.gov website.

Osimertinib
(EGFR)

Primary endpoint
• PFS
Secondary endpoints 
• PFS in patients with EGFR 

Ex19del or L858R mutation
• PFS in patients with EGFR 

mutations Ex19del or L858R 
detectable in plasma-derived 
ctDNA

• Time to CNS PFS
• OS, ORR, DoR, DCR, tumor 

shrinkage, TTDM, TTD, PFS2, 
TFST, TSST

• Patients reported disease-
related symptoms and HRQoL

• Incidence of adverse events 
• PK

Osimertinibd

Patients with 
locally advanced, 

unresectable 
(Stage III) EGFRma

NSCLC whose 
disease has not 

progressed during 
or following 

definitive platinum-
based CRT 

N=216b

Concurrent 
chemoradiation 

or 
sequential 

chemoradiation Placebo

Rc 2:1 Open-label 
osimertinib
Optional:e 

Patients from 
either arm 

may receive 
open-label 
osimertinib 

post-
progression

https://clinicaltrials.gov/ct2/show/NCT03521154
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Immunotherapy Strategy for Stage III PS 2 
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ADDING to the PACIFIC Regimen 

• Can we continue to reduce distant recurrence with IO combos?

• Will timing of IO impact survival?

• How to best optimize RT component?
• Management of isolated local recurrence
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Consolidative Durvalumab and Race
PACIFIC Trial: 14 African Americans (2%)
Emory Experience: 57 African Americans, 2017-2021

McCall/Higgins et al, Cancer. 2023 Jun 24



Study Population

• Patients with unresectable, Stage 
III NSCLC

• All-comers
(PD-L1 expression-agnostic)

• ECOG PS 0-1

Randomised N = 300 patients

Durvalumab 1500 mg Q4W + CRT
(N = 200)

Placebo + CRT
(N = 100)

R

Stratification
• Age (≤65, >65)
• Stage (IIIA vs IIIB/C)

• Primary Endpoints: ORR, PFS
• Key Secondary Endpoints: OS, OS24

2

1

For subjects with SD, 
PR, CR

Durvalumab 1500 mg Q4W

Placebo

• Treat to progression

• Early IDMC safety assessment in first 15 and 60 TOTAL subjects (CRT+28 days)
• In Japan, assessment after first 9 TOTAL subjects (CRT+28 days)

PACIFIC-2: Study Design

NCT03519971. Updated October 13, 2022. https://clinicaltrials.gov/ct2/show/NCT03519971



KEYNOTE-799 (NCT03631784) Study Design

BICR, blinded independent central review.
a60 Gy in 30 daily 2-Gy fractions 5 days per week. bTreatment continued until cycle 17 was completed or until documented disease progression, unacceptable AEs, intercurrent illness that prevented further administration of treatment, or study withdrawal. 
Pembrolizumab therapy was discontinued permanently in patients who developed grade ≥3 or recurrent grade 2 pneumonitis. cPer National Cancer Institute Common Terminology Criteria for Adverse Events v4.0; includes immune-mediated AE of “pneumonitis” 
and the Medical Dictionary for Regulatory Activities (MedDRA) preferred term of “radiation pneumonitis.”

Primary Objectives
• ORR per RECIST v1.1 by BICR
• Proportion of patients with grade ≥3 pneumonitisc

Secondary Objectives
• PFS per RECIST v1.1 by BICR, OS, and safety

Statistical Analysis Details
• Efficacy and safety assessed in all patients as-treated

Study Population
• Age ≥18 years
• Stage IIIA–C, unresectable, locally 

advanced, pathologically confirmed, 
previously untreated NSCLC

• Measurable disease per RECIST v1.1
• ECOG PS 0 or 1
• Adequate pulmonary function 
• No prior systemic 

immunosuppressive therapy within 7 
days

Pembrolizumab 
200 mg Q3W 

+
Paclitaxel 

200 mg/m2 Q3W /  
Carboplatin AUC6 Q3W

Pembrolizumab 200 mg 
Q3W

+ 
Pemetrexed 

500 mg/m2 Q3W /
Cisplatin 75 mg/m2 Q3W

Pembrolizumab 200 mg 
Q3W

+
Paclitaxel 45 mg/m2 QW /
Carboplatin AUC2 QW / 
Thoracic radiotherapya

N = 216

Pembrolizumab 200 mg 
Q3W

+
Pemetrexed 500 mg/m2

Q3W /
Cisplatin 75 mg/m2 Q3W /

Thoracic radiotherapya

Cycle 1

Pembrolizumab 
200 mg Q3Wb

Pembrolizumab 
200 mg Q3Wb

Cycles 2–3 Cycles 4–17

COHORT A (Squamous and Nonsquamous NSCLC)

COHORT B (Nonsquamous NSCLC Only)
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KEYNOTE-799
2-year update

Reck M et al. ASCO Annual Meeting 2022. Abstract 8508.



Progression-Free Survival and Overall Survival

Data cutoff date: Oct 18, 2021.
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Cohort A 
(squamous and nonsquamous histology) 

Cohort B 
(nonsquamous histology only)

Events n/N (%) Median (95% CI), mo

48/112 (42.9) NR (26.1–NR)

Events n/N (%) Median (95% CI), mo

44/112 (39.3) 30.6 (16.6–NR)

Events n/N (%) Median (95% CI), mo

33/102 (32.4) NR (20.6–NR)
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Events n/N (%) Median (95% CI), mo

28/102 (27.5) NR (33.0–NR)

Jabbour et al, ASTRO annual meeting  2022 
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Unresectable 
Stage IIIA-C 

NSCLC
PS 0-1
N=660

Randomization

Stratified by:
1) Planned chemotherapy
2) Age
3) Sex
4) Stage (IIIA vs IIIB vs IIIC)

R 1:1

Platinum Doublet*
Durvalumab 750mg

q2 Weeks x 3
Concurrent RT to 60Gy

Consolidation 
Durvalumab 1500kg 

q4 weeks for 1 year from 
end of CRT**

Platinum Doublet*
Concurrent RT to 60Gy

*Investigator choice
Cisplatin 50 mg/m2 D1, 8, 29, 36; etoposide 50 mg/m2 D1-5, 29-33
Cisplatin 75 mg/m2 D1, 22; pemetrexed 500 mg/m2 D1, 22 (nonsquamous only)
Carboplatin AUC 2 D1, 8, 15, 22, 29, 36; paclitaxel 45 mg/m2 D1, 8, 15, 22, 29, 36

**Starting within 14 days of CRT unless toxicity has not resolved to < grade 2, 
but not later than 45 days post-CRT

Step 1

Step 2

EA 5181: Trial Schema

NCT04092283. Updated October 19, 2022. https://clinicaltrials.gov/ct2/show/NCT04092283
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IO Combos: COAST Randomized Phase II

Herbst RS et al. J Clin Oncol. 2022; 40(29):3383-3393. 
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IO Combos: COAST Randomized Phase II

Herbst RS et al. J Clin Oncol. 2022; 40(29):3383-3393. 



Cohort 2, n = 3
Durvalumab x 13 

doses
+ Standard RT 

60 Gy in 30 fx x 6 
weeks

Safety Cohorts Expansion Cohorts

Cohort 3, n = 9
Durvalumab x 13 doses 

+ Accelerated RT 60 Gy in 15 fx
x 3 weeks

Cohort 4, n = 9
Durvalumab x 13 doses

+ standard RT 60 Gy in 30 fx 
x 6 weeks

Primary: safety of adding durvalumab to 2 schedules of RT (60 Gy in 30 fx or 15 fx)
Secondary: feasibility, toxicities, PFS  
Exploratory: tumor tissue/blood biomarkers, microbiome, TMB, PD-L1 IHC

NRG-LU004: Phase I Trial of Accelerated or Conventionally Fractionated 
Radiotherapy Combined With MEDI4736 (durvalumab) in PD-L1 High Locally 
Advanced Non-Small Cell Lung Cancer (NSCLC) (ARCHON-1) 

• If Cohort 1 only is deemed 
safe, all patients will be 
registered to Cohort 3

• If Cohort 2 only is deemed 
safe, all patients will be 
registered to Cohort 4

• If both Cohorts 1 and 2 
are deemed safe, patients 
will be randomized 1:1 to 
either Cohort 3 or 4

LA-NSCLC 
PD-L1 > 50% 

(22C3 or SP263 IHC)

N = 24 

Cohort 1, n = 3
Durvalumab x 13 

doses
+ Accelerated RT 60 
Gy in 15 fx x 3 weeks

Ra
nd

om
iza

tio
n

22
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LA-NSCLC
PD-L1 ≥50%

60 Gy in 30 Fractions
+ Durva + Monalizumab

Durvalumab
+ Monalizumab x 1 year

60 Gy in 30 Fractions
+ Durva + Oleclumab

Durvalumab
+ Oleclumab x 1 year

Initial 6  safety window of 8 weeks;
Additional 6 patients

Amendment for LU004 
(Approved by CTEP June 2023)

Initial 6  safety window of 8 weeks;
Additional 6 patients

Sequentially



24Winship Cancer Institute | Emory University

SKYSCRAPER-03:Tiragolumab + 
Atezolizumab in Stage III NSCLC

https://clinicaltrials.gov/ct2/show/NCT04513925 



25Winship Cancer Institute | Emory University

LU008 Schema: Phase III

Patient 
Screening R

Primary 
Endpoint: 

PFS

Key 
Secondary 
Endpoint:

OS 
(powered)

Lung Cancer 
Mortality

SBRT (primary)

Chemoradiation 
(primary + mediastinum)  

Maintenance 
Immunotherapy x 

12 months

Chemoradiation 
(mediastinum) 

• Control arm: chemoradiation to the primary and mediastinal disease (60 Gy/2 Gy)  immunotherapy maintenance x 12 months
• Experimental arm: SBRT to the primary (standard BED ≥100 Gy dose regimen)  chemoradiation to mediastinal disease (60 Gy/2 Gy)  

immunotherapy maintenance x 12 months
– SBRT to primary tumor: 

• 3 fractions to 54 Gy (BED10 of 151.2 Gy) [peripheral]
• 4 fractions to 50 Gy (BED10 of 112.5 Gy) [peripheral or central]
• 5 fractions to 50 Gy (BED10 of 100 Gy) [central] or to 60 Gy (BED10 of 132 Gy) [peripheral or central] 

Population: Locally advanced stage     
II (node positive) or III (NSCLC)

Stratification:
Stage (II/IIIA vs. IIIB/IIIC) 

ECOG PS (0-1 vs 2)

PI: Dr. Chuck Simone
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NRG LU008 – SBRT to primary
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Local Recurrence Post-PACIFIC: Re-irradiation with 
Proton Therapy

• 22 patients, 2019-2021 with in-field disease 
recurrence or second primary after 
definitive chemoradiation (45% received 
consolidative immunotherapy)

• Median time to re-treatment: 28 months
• 36% received concurrent chemotherapy 

with proton therapy, 18% received 
immunotherapy following proton therapy 
(median dose 60 Gy)

• Grade 3 toxicity 14% (2 pneumonitis, one 
dermatitis), No grade 4 or 5 toxicities

Janpaul-Naylor/Higgins et al, Front Oncol. 2023 Jan 17;12:1074675
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Re-irradiation with Proton Therapy

Janpaul-Naylor/Higgins et al, Front Oncol. 2023 Jan 17;12:1074675
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Conclusions

• Cure rates for locally advanced NSCLC are improving

• Innovation in this space is strong

• Enroll patients in clinical trials testing these novel therapies

• As new therapies come on-line, our practice patterns will need to 
evolve
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