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NRG-LU002

• N = 218 accrued (phase II)

• 11/12/21 - Closed

• ~90% rcvd IO

• Synchronous oligometastatic dz
• Induced oligopersistence
• Metachronous oligorecurrence

Patients with metastatic NSCLC 
having completed 4 cycles or 
courses of first-line/induction 
systemic therapy 

Restaging studies reveal no 
evidence of progression and 
limited (≤ 3 discrete sites) 
metastatic disease, all of which 
must be amenable to SBRT +/- 
Surgery

A minimum of one disease site 
(metastasis or primary) needs to 
be present after first-
line/induction systemic therapy 
and treatable with local 
consolidative therapy 
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Histology: 

Squamous vs. 
Non-squamous

Systemic Therapy:

Immunotherapy 
vs Cytotoxic 

Chemotherapy
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Arm 1:
Maintenance systemic therapy 
alone

Arm 2:
SBRT or SBRT and Surgery to 
all sites of metastases (≤ 3 
discrete sites) plus irradiation 
(SBRT or hypofractionated RT) 
of the primary site followed by 
maintenance systemic therapy.  
All Arm 2 patients, even if 
treated with Surgery, must 
have one site of disease 
(metastasis or primary) treated 
with radiation.

Iyengar et al. Abstract 8506 ASCO 2024





No distinction/stratification for 
oligometastatic definition                            

Incidence of in-field failure HR 0.65



Tsai et al. Lancet 2024 Jan 13;403(10422):171-182.  



SBRT Is Effective for NSCLC Subgroup

N=59 NSCLC subgroup

PFS 2.2 vs 10 months (HR 0.41)

No local progression in all 111 
irradiated lesion (from 55 pts)

Less progression in pre-existing 
(and un-irradiated) lesions
68 vs 26% (SOC vs SBRT)

Tsai et al. Lancet 2024 Jan 13;403(10422):171-182.  



Tsai et al. WCLC 2025

N = 320



Local Therapy Meta-Analysis

OS HR 0.62 (95% CI: 0.5 – 0.76)

Between-trial heterogeneity led to 
median of 3% variation in HR
No concerns over inconsistency
Certainty – ’high’ (GRADE framework)

N=517 (for OS) from 7 RCTs 
 Gomez et al. 2019
 CURB
 PEMBRO-RT
 SINDAS
 STOP
 Peng et al. 2023
 Lim et at. 2015

Tewari et al. BMJ Open Respir Res 2025;12:e003276.  



SBRT is Safe for Oligometastatic Cancers

• N=1,422 from 17 NHS centers in  UK
• Prospect ive registr y  study
• SABR for  1-3 extracranial  o l igomets
• Most common G3 AE – fat igue (2%)
• No treatment- related deaths

• N=943 from 21 prospective studies
• SBRT (≤8fx)  t reat ing up to  5 mets
• Acute G3-5 AE rate 1.2%
• Late G3-5 AE rate 1.7%
• Weighted random-ef fects model

Lehrer et al. JAMA Oncol 2021 PMID 33237270 
Chalkidou et al. Lancet Oncol 2021 PMID 33387498 



SBRT Is Cost Effective
5-fraction SBRT

• $10,000 – 15,000 

Systemic Therapy*

*Cost not including infusion, administration, labs, hospitalizations

Pembrolizumab - $48,125
Pembro + chemo ~ $60,000
Osimertinib - $54,000

Lorlatinib – $55,452



Radiation Therapy for the Management of Oligometastatic 
NSCLC Is

Safe

Effective

Cost-Efficient



• No consensus definition for oligometastatic state
• Maximum of 3-5 metastases in 3 organs proposed

• Candidate biomarkers
• Tumor based – genomic alterations, PD-L1, TMB, TILs, miRNA
• Circulating – liquid biopsy, ctDNA, cytokines
• Image based – radiomics, metabolic tumor burden, tumor velocity

Dingemans et al. J Thorac Oncol. 2019;14(12):2109-2119.

“An attractive consequence of the presence of a clinically significant oligometastatic state 
is that some patients so affected should be amenable to a curative therapeutic strategy.”

“This must be distinguished from the circumstance in which the identified metastases are 
the most evident of a much larger number of widespread deposits”

Hellman and Weichselbaum. J Clin Oncol. 1995;13(1):8-10.
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