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What is needed for an RCT?

• A new treatment, procedure or device

• Disagreement in the medical community 
regarding effectiveness aka 

‘Equipoise’



What is Equipoise 
and 

Who Has It?





Ethics of an RCT?

• Honest professional disagreement among 
expert clinicians regarding the preferred (new) 
treatment, procedure or device.

• Equipoise exists within the expert medical 
community and not in the individual 
researcher.

• A randomized trial is instituted with the aim to 
resolve the dispute.

Benjamin Freedman, ‘Equipoise and the Ethics of Clinical Research’ NEJM, 1987 



Equipoise



Pick Big Problems





AA 251    April 10, 2001         411 passengers and crew



Lung Cancer Facts

400 Americans die DAILY

Annual Deaths ~

Breast + Colon + Prostate + Pancreas



Stage Distribution-SEER 17



National Lung Screening Trial

◼ 50,000 high-risk present and 

former smokers randomized 

to CXR or CT

◼ Large sample size necessary 

to detect 20% reduction in 

lung cancer specific 

mortality in 5 years

Enrollment 2002 -2004

Screening 2002 -2007

Follow-up Complete 2009

Cost = $200M

90% Patient Adherence*



NLST & NELSON

2011 2020



Stage Distribution
Historical NLST

Stage I



USPSTF 2020

Expanded Indications



Does Cancer 

Screening Work?



Screening colonoscopy

USPSTF Created 1 in 3

screened



CRC Screening Prevalance

Source:  CDC



3 Decades of Mammography

NEJM 2012



Breast Cancer Mortality

RSNA 2011



Screening Mammography

Stage Distribution

BMJ 2017



LDCT Screening in Europe

Lancet Meta- analysis 2021



LDCT Screening for Lung CA

10 years after NLST



Common Cancer 

Screening Penetrance

2019



Has NLST Changed Practice?

YES….but not much

We have a long way to go!



Does Cancer 

Screening Work?

YES but it takes DECADES

Barriers
• Fear of Over-diagnosis

• Specialty Care vs Primary Care

• Funding



Embedding Lung Cancer Screening into Primary Care:

Food for Thought

• Beta blockers after MI improve survival

– AHA/ACC Guidelines 1999

– 50% adherence in 2014

• Migraine headache prevention Rx

– AHS/AAN Guidelines 2000

– 33% adherence to recommendation in 2012



Cancer and Research
2017

Federal Research Dollars/Death

Breast $ 16,000

Prostate $ 12,000

Colon $  4,300

Lung $  2,100



Stage IIIA NSCLC

Heterogeneity of N2 disease



Both cIIIA



Heterogeneity within the Stage IIIA 
N2 LN-Positive Population

André et al: J Clin Oncol 18: 2981-89, 2000

N = 702



Surgery for N2 disease

Heterogeneity of population

Imaged N2  EBUS N2  med. N2  thoracotomy N2

Difficult and dangerous to compare

reported series and trial results



Albain KS, Lancet Oncol 2009; 374: 379-86

45 Gy 61 Gy



PFS
OS

lobectomy pneumonectomy



INT 0139

• Relapse at T site 3% vs 19% 

• (6.3 X) in favor of surgery arm

• 35% pneumonectomies

• OS median survival: 23.6 (S) vs. 22.2 months

Albain KS, Lancet Oncol 2009; 374: 379-86



Shah AA et al Ann Thor Surg 2012; 93: 1807-12



New Kid on the Block

Immunotherapy



Case 3: Single station N2



A. Concurrent chemotherapy and radiation followed by adjuvant immunotherapy

B. Neoadjuvant chemo-immunotherapy followed by surgery

C. Neoadjuvant chemotherapy followed by surgery

D. Surgery followed by adjuvant systemic therapy and then immunotherapy

E. Surgery followed by adjuvant systemic therapy and radiation therapy

Audience Polling
How would you manage? 



© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®. 
To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.



Case 3: Single station N2, Co-morbidities

• 63-year-old man, 60 pack/year smoker, quit 2009, followed for multiple lung nodules

• Early 2023 LUL solid nodule increased from 8mm in Dec 21 to 18mm Jan 23 (13 months)

• FDG-PET LUL nodule SUV 15.2,  Level 5 node SUV 6.7

• Robotic bronchoscopy Poorly differentiated adenocarcinoma, EBUS 4L, 4R, 7 all (-)

• cT1cN2 (single station)

• COPD FEV1 56% and DLCO 45%, predicted ppo FEV1 42%, ppo DLCO 34%

• CKD 3 (e-GFR 54)

• PDL1 50%, EGFR and ALK negative



A. Concurrent chemotherapy and radiation followed by adjuvant immunotherapy

B. Neoadjuvant chemo-immunotherapy followed by surgery

C. Neoadjuvant chemotherapy followed by surgery

D. Surgery followed by adjuvant systemic therapy and then immunotherapy

E. Surgery followed by adjuvant systemic therapy and radiation therapy

Audience Polling
How would you manage? 



Resectability versus Operability

Resectability depends on: Operability depends on:
Anatomy Co-morbidities
Contiguous vital structures Frailty
Surgical experience Predicted postop physiology

Determination of resectability, surgical staging, and pulmonary resection should be 
performed by thoracic surgeons who perform lung cancer surgery as a prominent 

part of their practice.



© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®. 
To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.





© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®. 
To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

60 Gy in 2 Gy fractions concurrent with
Carboplatin and Paclitaxel weekly followed by
Durvalumab every 4 weeks for up to 1 year



5-year Overall Survival PACIFIC: Spigel et al, 2022



• Heterogeneity of IIIA disease

• These patients should all be reviewed by the 
MDT including a thoracic surgeon upfront as 
individualized planning is mandatory 

• Bimodality treatments  (CS or CRT) probably 
best for most patients, no need for 2 local 
therapies as it increases toxicity and systemic 
failures drive our results

• IO neoadjuvant, adjuvant or both?

RCTs and Stage III NSCLC 



Thank You

decamp@surgery.wisc.edu
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