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Locally Advanced NSCLC
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8th Edition AJCC/UICC Stage 

• 20% of NSCLC at diagnosis

• Heterogeneous group

• Treatment consists of multimodality therapy 

and is influenced by potential of surgical 

resection

Goldstraw. J Thorac Oncol. 2016;11:39.



Spigel DR, et al. JCO. 40,12:1301-1311. Spigel DR. JCO. 39, 15_suppl: 8511-8511.

Current Standard of Care: PACIFIC

• In February 2018, FDA approved 

durvalumab for treatment of 

unresectable stage III NSCLC without 

disease progression following 

concurrent CRT.



Spigel DR, et al. JCO. 40, no. 12 : 1301-1311.

PACIFIC: 5-year outcomes Median OS, mo
(95% CI)

Median PFS, mo
(95% CI)

Durvalumab (n=476) 47.5 (38.1 – 52.9) 16.9 (13.0-23.9)

Placebo (n=237) 29.1 (22.1– 35.1) 5.6 (4.8-7.7)

5yr stratified HR (95% CI) 0.72 (0.59 – 0.89) 0.55 (0.45-0.68)



Spigel DR, et al. JCO. 40, no. 12 : 1301-1311.

PACIFIC: 5-year outcomes



Unresectable Stage III NSCLC 
• Concurrent CRT with platinum doublet chemotherapy followed by durvalumab for 1 year.

Unanswered questions:
• How can we improve outcomes? Novel combinations? Concurrent IO + CRT? Dual CPI?
• How does molecular testing affect management?

• How does PD-L1 impact our management?
- In the US, durvalumab is approved irrespective of PD-L1 expression
- In the EU, durvalumab is only approved in PD-L1+ population
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GEMSTONE-301: Study Design
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GEMSTONE-301: Baseline Characteristics
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GEMSTONE-301: PFS
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GEMSTONE-301: PFS by CRT Type
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GEMSTONE-301: OS

OS by CRT type:
• sCRT: HR 0.60 (0.34,1.05)
• cCRT: HR 0.75 (0.48, 1.15)
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Study Design
• Multi-center, open label randomized phase II 

trial

• Duration of immunotherapy was 6 months 

in both arms

• Nivolumab arm compared to historical control 

of CCRT alone

• Nivolumab/Ipilimumab arm compared to 

historical control of CCRT -> Durvalumab
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Study Population



Presented by Dr Hanna

Results
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Adverse Events
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DOLPHIN: Study Design Multi-center, Single arm, Investigator Initiated, phase II trial 
(JapicCTI-194840)



Characteristics, median(range), n(%) n=35
Age 72( 44-83)
Sex male(%) 31 (88.6)

Smoking history never 1 (2.9)
former 16 (45.7)
current 18 (51.4)

Pathology adenocarcinoma 19 (54.3)
Squamous cell carcinoma 15 (42.9)

NOS 1 (2.9)
Stage post-operative recurrence 9 (25.7)

IIIA 16 (45.7)
IIIB 7 (20.0)
IIIC 3 (8.6)

ECOG PS 0/1 19/16 (54.3/45.7)
TPS (SP263) 60(1-100)

Radiation 3D-CRT 24 (70.6)

12-month PFS rate by ICR
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DOLPHIN: PFS by ICR



Confirmed ORR n=33
CR 12 (36.4%)
PR 18 (54.5%)
SD 3 (9.1%)
PD 0 (0.0%)

ORR
95%CI

30 (90.9%)
75.7-98.1%

DCR
95%CI

33 (100.0%)
89.4-100.0%
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Safety
n(%)

Any grade AEs 34 (100)
Grade 3/4 16 (47.1)

Grade 5 2 (5.9)
Leading to discontinuation of durvalumab 6 (17.6)

Leading to discontinuation of RT 0 (0.0)
Any grade treatment-related AEs 30 (88.2)

SAEs 13 (38.2)
Severe immune-mediated AEs 10 (29.4)

Pneumonitis or Radiation Pneumonitis n(%)
Any grade 21 (61.8)
Grade 3/4 4 (11.8)

Grade 5 0 (0.0)
Leading to discontinuation of durvalumab 2 (5.9)

Leading to discontinuation of RT 0 (0.0)
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DOLPHIN: Response Rate by ICR



Take Home Points:  

• Multidisciplinary discussion is key

• Obtain molecular testing in ALL NSCLC 

• Unresectable NSCLC without actionable mutations: PACIFIC remains standard

- Concurrent CRT with platinum doublet chemotherapy à durvalumab for 1 yr. 

• Addition of Ipilimumab -> increase % pneumonitis



Remaining Questions:
• How can we improve outcomes?

- Novel combinations?
- Concurrent IO + CRT? 
-Induction (chemo)-immunotherapy? 

• Role of durvalumab in patients with PD-L1 negative tumors?
• Length of consolidation immunotherapy?

• Can we de-escalate chemotherapy in unresectable disease?

• Role of targeted therapies in unresectable NSCLC with oncogenic alterations? 

- Role of EGFR TKIs in the post-ADAURA era?  



Thank you!

Questions?


