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Locoregional Lung Cancer
• Stage III accounts for 20% of NSCLC at diagnosis

• Prior to immunotherapy era, RTOG 0617 confirmed weekly carbo/pac with 60Gy as a SOC

5-year OS 32.1% and PFS 18.3%

Bradley, JCO 2020; Dingemans, WCLC 2023

EORTC Lung Cancer Group Initiative 2023
Resectability for clinical trials



The Supremacy of PACIFIC?
Is first ALWAYS best?

11/7/2023 Presentation or Section Title 4

• Randomized Phase 3 Trial
• Beware of subsets
• Don’t fall for cross trial 

comparisons
• Be pragmatic



PACIFIC: Standard of Care
Spigel, JCO 2022
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PACIFIC: 5 year Outcomes
Spigel, JCO 2022
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60.3% relapse by 3 years



PACIFIC
Spigel, JCO 2022
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NOT SPECIFIC: Good

Beware of subsets!
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Beware of subsets?



NSCLC: Lung Cancer is Heterogenous

9Adenoca, adenocarcinoma; NSCLC, non-small-cell lung cancer.

NSCLC 

as one 

disease

Squamous

34%

Other

11%

Adenoca

55%

Then Histology-Based Subtyping Now

Adenocarcinoma

KRAS

25%

ALK

7%

EGFR 

Sensitizing

17%

No Known 

Oncogenic 

Driver Detected

31%

EGFR Other, 4%

MET, 3%

>1 Mutation, 3%

HER2, 2%

ROS1, 2%

BRAF, 2%

RET, 2%

NTRK, <1%

PIK3CA, 1%

MEK1, <1%



Molecular Testing Identifies Targeted Therapy Options

Fukuoka JCO 2011, Shaw NEJM 2013 10

EGFR ALK



Zhou, NEJM, Oct 23, 2023 & ESMO 2023
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Treatment Landscape for Metastatic NSCLC

12

Stage IV NSCLC

Histologic 
Assessment

+ 
Molecular 
Analysis

+ 
PD-L1 Testing

Targeted
Therapy

Immunotherapy
+/- Chemotherapy

Immunotherapy

EGFR, ALK, 
ROS1, 
BRAF, 
NTRK, 
MET
ex14, 
RET

PD-L1 
< 50%

PD-L1 
> 50%

• The same genomic changes 
occur regardless of stage

• Oncogene addicted tumors 
act differently



Management of locoregional 
oncogene driven NSCLC

• Management of locoregional 
oncogene driven NSCLC-significant 
impact!

- ADAURA (resected) (OS HR 0.49)

- ALINA (resected) (PFS HR 0.24)

11/7/2023
Otano, Nature Oncology Clinical Reviews,  2023 
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• Use our tools to limit therapy that 
doesn’t work and give therapy 
that is impactful!



Real world outcomes with durvalumab after chemoradiotherapy in 
unresectable stage III EGFR-mutated NSCLC (PACIFIC-R)

• Observational international study

• N=1154

• 3 yr OS 63.2%

• 3 yr PFS 42.2%

• 40.4% of patients with known 
EGFR status

- 44 of 244 (9.4%) with 
EGFRmut+

Peters et al, WCLC 2023, OA17.03
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Consolidation EGFR-TKI vs Durvalumab vs Observation in 
Unresectable EGFR-Mutant Stage III NSCLC
Nassar et al, WCLC 2023, MA16.11
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N=33

N=56

N=47



EGFR-TKI vs Obs vs Durva in EGFR+ LR-NSCLC

11/7/2023 Nassar, WCLC 2023 16



LAURA: Osimertinib after ChemoRT in 
Unresectable EGFR+ Stage III NSCLC

11/7/2023 Lu S, Clin Lung Cancer, 2022 17

1st patient enrolled 2018, primary results 2023/2024



Phase I-III platform study in biomarker selected unresectable
 Stage III NSCLC
Paz-Ares, Proc ASCO 2023, TPS8605
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Unresectable Stage III NSCLC

• Does durvalumab improve outcomes in patients with EGFR+ NSCLC?

• Do we have highly potent therapies for some targetable mutations?

• Can we harm patients who need TKIs when they relapse on ICIs?

• With 2/3 of patients relapsing from disease within 3 years, it’s clear we have to 
do better

• The time for targeted therapies is now!

- Shared decision making-some patients are cured with chemoRT alone

- Ongoing toxicity (including financial)

- Can we really do phase 3 trials in small patient populations when we see such 
a profound effect on outcome?

YES to Targeted Therapy!
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