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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?

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

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.



Equipoise



Pick Big Problems

Preventable causes of death
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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

m 50,000 high-risk present and

former smokers randomized
to CXR or CT

m 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
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USPSTF 2020
Expanded Indications



Does Cancer
Screening Work?



Screening colonoscopy

USPSTF Created 1in 3

screened



CRC Screening Prevalance
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3 Decades of Mammography

NEJM 2012



Breast Cancer Mortality

RSNA 2011



Screening Mammography
Stage Distribution

BM] 2017



LDCT Screening in Europe

Lancet Meta- analysis 2021



LDCT Screening for Lung CA
10 years after NLST



Common Cancer
Screening Penetrance



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 Ml 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 IHIA NSCLC

Heterogeneity of N2 disease



Both cll1A




Heterogeneity within the Stage I11A
N2 LN-Positive Population

probability of survival

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



Surgery for N2 disease

Heterogeneity of population

1

Imaged N2 # EBUS N2 # med. N2 # thoracotomy N2

1

Difficult and dangerous to compare
reported series and trial results




45 Gy 61 Gy

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



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

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




Audience Polling

How would you manage?

Concurrent chemotherapy and radiation followed by adjuvant immunotherapy
Neoadjuvant chemo-immunotherapy followed by surgery
Neoadjuvant chemotherapy followed by surgery

Surgery followed by adjuvant systemic therapy and then immunotherapy

mo o w >

Surgery followed by adjuvant systemic therapy and radiation therapy

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




National

Comprehensive NCCN Guidelines Version 3.2023

IV(e{®0ll Cancer
Network®

Non-Small Cell Lung Cancer

MEDIASTINAL BIOPSY INITIAL TREATMENT

(including T3

after preoperative systemic

FINDINGS
Surgical resection' + mediastinal
lymph node dissection or

T1-3, NO-1 Resectablel ——— [systematic lymph node sampling

with multiple therapy, if plannedP

nodules in
same lobe)

Medically
inoperable

clinical stage (NSCL-3

Definitive concurrent
chemoradiation™*
T1-2, T3 (category 1)
(other than
invasive), | or

N2 nodes

positive, MO

Induction systemic
therapyP-Z £ RTM

Treatment according to

ADJUVANT TREATMENT

———— Adjuvant Treatment (NSCL-4)

No apparent
progression

Progression <

Durvalumab® Surveillance
(category 1) (NSCL-16)
* Surgery! Surveillance

——
= Consider RTM NSCL-16

Local— RTM (if feasible) * chemotherapyP

Treatment for Metastasis
Systemic —|limited sites (NSCL-14) or
distant disease (NSCL-17)

T3
(invasion), | Definitive concurrent Durvalumab® Surveillance
N2 nodes chemoradiation™*> (category 1) (NSCL-16)
positive, MO
| Principles of Surgical Therapy (NSCL-B).
m Principles of Radiation Therapy (NSCL-C).
P Perioperative Systemic Therapy (NSCL-E).
3 Concurrent Chemoradiation Regimens (NSCL-F).
Z Chest CT with contrast and/or PET/CT to evaluate progression

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-9

© 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

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




Audience Polling

How would you manage?

Concurrent chemotherapy and radiation followed by adjuvant immunotherapy
Neoadjuvant chemo-immunotherapy followed by surgery
Neoadjuvant chemotherapy followed by surgery

Surgery followed by adjuvant systemic therapy and then immunotherapy

mo o w >

Surgery followed by adjuvant systemic therapy and radiation therapy

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




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.

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




National

Comprehensive NCCN Guidelines Version 3.2023

IV(e{®0ll Cancer
Network®

Non-Small Cell Lung Cancer

MEDIASTINAL BIOPSY INITIAL TREATMENT

(including T3

after preoperative systemic

FINDINGS
Surgical resection' + mediastinal
lymph node dissection or
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with multiple therapy, if plannedP

nodules in
same lobe)

Medically
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NSCL-9

© 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.



inical Oncology*

Journal of C

An American Society of Clinical Oncology Journal

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




ol ensive NCCN Guidelines Version 3.2023

NCCN ga”"er . Non-Small Cell Lung Cancer
etwork

CONCURRENT CHEMORADIATION REGIMENS
Concurrent Chemoradiation Regimens®
Preferred (nonsquamous)
« Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RT!*1.1
+ Cisplatin 75 mg/m? on day 1, pemetrexed 500 m%.(m2 on day 1 every 21 days for 3 cycles; concurrent thoracic RT23x11
t additional 4 cycles of pemetrexed 500 mg!mZT-
« Paclitaxel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RT4~1-1 £ additional 2 cycles every 21 days of paclitaxel 200 mg/m? and
carboplatin AUC 68

-y

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

€ For patients with superior sulcus tumors, the recommendation is for 2 cycles concurrent with radiation therapy and 2 more cycles after surgery Rusch VW, Giroux DJ, Kraut MJ, et
al. Induction chemoradiation and surgical resection for supenor sulcus non-small-cell lung carcinomas: long-term results of Southwest Oncology Group Tnal 9416 (Intergroup Tnial
0160). J Clin Oncol 2007;25:313-318.

* Regimens can be used as preoperative/adjuvant chemotherapy/RT.

T Regimens can be used as definitive concurrent chemotherapy/RT.

1 For eligible patients, durvalumab may be used after noted concurrent chemotherapy/RT regimens.

§ If using durvalumab, additional chemotherapy after radiation is not recommended.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

NSCL-F
10F2

© 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.



PACIFIC: Spigel et al, 2022

5-year Overall Survival

Pacific Trial:

* Unresectable Stage IlIA/B NSCLC ng Cancer

* No mention of evaluation by a thoracic surgeon

* Randomized after completing chemo-RT

* Evenly divided between llIA and IIIB

* Did not use PDL1 status for entry

¢ 5-year0S42.9%vs 33.4%

* EGFR/ALK patients did not to benefit Carbone Cancer Center

™ 0, i UNIVERSITY OF WISCONSIN
PDL1<1% less benefit SCHOOL OF MEDICINE AND PUBLIC HEALTH




RCTs and Stage 111 NSCLC

Heterogeneity of IlIA disease

These patients should all be reviewed by the
MDT including a thoracic surgeon upfront as
iIndividualized 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

|O neoadjuvant, adjuvant or both?



S —
Thank You

decamp@surgery.wisc.edu
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