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Stage III Non-surgical NSCLC: Optimal 
Radiation Therapy Treatment Approach



How to integrate radiotherapy in the 
modern and rapidly-changing era?

• Emphasis on multimodality therapy
• Sequence and timing of radiation therapy may be 

critically important
• Variation may depend on heterogeneity in NSCLC 
• Molecular considerations may impact response
• Importance of clinical trials to tease all of this out



Balance immune-stimulatory effects and 
suppressive effects of RT

Lawrence, Future Medicine 2014



PACIFIC Trial Design

Adjuvant Therapy with Single Agent



PACIFIC: Updated OVERALL SURVIVAL (ITT)

Spigel D,  JCO, December 2021. 



Safety & tolerability of consolidation durvalumab

Antonia SA…, Gray JE et al. NEJM. 2018.
Vansteenkiste JF, et al. WCLC. 2018.



• PD-L1 testing was not mandatory, and status was 
unknown for 37% of patients

• Definitive conclusions on outcomes by PD-L1 status 
cannot be drawn due to limitations around post-hoc 
exploratory subgroup analyses

PACIFIC: Exploratory Analyses Summary



Conclusions on Outcomes by PD-L1 Status is not definitive due to 
limitations

s In the PD-L1 TC <1% subgroup, imbalances exist in baseline 
characteristics. 

s Placebo arm: > more males, SQCLC, and Stage IIIB.



DFS by EGFR status

Antonia SJ et al. N Engl J Med 2017. 



Consolidation Durvalumab for Stage III 
EGFRmut NSCLC – Stanford, City of Hope, UCSF, UC Davis

Figure 3: PFS after chemoXRT +/-  Durva
 (A) Median PFS  CRT + durvalumab versus CRT wo durvalumab
 10.3 months versus 22.8 months (log-rank p = 0.180). 
(B) Median PFS  CRT alone versus CRT   durvalumab versus CRT + EGFR TKI :
  6.9 mo vs 10.3 mo vs 26.1 mon (log-rank p = 0.023). 

Aredo JTO 2021



PACIFIC Real-World Study: ESMO 2021

Girard N, et al ESMO congress 2021. 1171 MO.



PACIFIC-R DATA

Girard N, et al ESMO congress 2021. 1171 MO.



Girard N, et al ESMO congress 2021. 1171 MO.

PACIFIC-R Toxicity Data



Combination IO therapy as 
consolidation after CRT in patients 
with stage III unresectable NSCLC

Adjuvant Therapy with Multiple Agents



COAST: an open label, randomized, phase II platform study of durvalumab alone or in 
combination with novel agents in patients with locally advanced unresectable, stage III 
NSCLC
Herbst et al, JCO 2022 doi.org/10.1200/JCO.22.00227

• Oleclumab:
• Targets CD73 results in increased activity of CD8-positive effector cells, activates 

macrophages, reduces myeloid-derived suppressor cells, and regulatory T-
lymphocytes
• Reduces inhibitory effects on immune system and enhances cytotoxic T-cell 

immune responses
• Also decreases the migration of cancer cells (prevents metastases)

• Monolizumab:
• Rescue NK cell exhaustion resulting in anti-tumor effect and enhances T cell 

antitumor activity





Overall Response Rate: 
D 25.4% 
D+O 38.4%
D+M 37.1%





Conclusions

• ORR is incredibly difficult to interpret in patients with stage III disease 
treated with CRT and consolidation IO therapy!

• PFS is also challenging, unless the patient has clear metastatic disease
• Having said that, it is encouraging to see improvement in mPFS

• Encouraging to see no increased AE’s, especially pneumonitis

• “Worthy of further exploration”



PACIFIC 2

IO Concurrent with Chemoradiation



UTSW study closed early, all 10 patients had toxicity
10/10 with 0% PD-L1 expression

MSKCC study if nearly 50 patients in single arm Ph2 just
completed enrollment 

Dropping the Chemo in Chemoradiation and 
Replacing with IO



IO + xrt single arm Ph2, no concurrent chemo

UTSW study

But MSK study ok – nearly done with 50 patient enrollment





Steroids with chemo dampens tox

ILD

Chemo dampens IO and xrt effect 
on lungs



Where to from here?  

Targeted Therapy

Chemoradiation

Anti-PD-1

Surgery

IO/IO combo induction?

ctDNA, co-alterations, other 
biomarkers to direct therapy?

Tissue, plasma sampling
Early resistance
Generate DTP models 

ctDNA clearance?

TCR clonality?

Use biomarkers (plasma, tissue, 
imaging) to inform local therapy, 
intensified maintenance if required

Modify Checkpoint Inhibitors with ADCs and Bispecifics




