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How I do it?  

I asked those who have changed practice.
“Would you be able to share what you think are 
some of the most important things for surgeons to 
consider when designing or running a clinical trial?”
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David Jones

• Significance:  Important problem or critical barrier?  
Strong scientific premise?  Will it change the field?

• Investigators: Investigators well suited w/ appropriate 
experience and training?  Complementary or integrated 
experience?  Governance?

• Innovation: Novel approach and/or methodology?
• Approach: Are strategy, methodology, and analyses well 

reasoned and appropriate?  Robust and unbiased 
approach?

• Environment: Institutional, financial, and statistical 
support?
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Valerie Rusch

• Make sure question worth asking (large trials take lots of time and money, 
make sure it will have major impact)

• Make sure you know literature (fundamental principle)
• Interface with biostatistician early (too long of a wait for results may render 

trial irrelevant)
• Ask clear questions with clean endpoints.  Keep it simple.
• Don’t overestimate ability to accrue patients (lots of physicians express 

enthusiasm, but reality is often harder)
• Always include meaningful secondary endpoints (especially tissue 

correlatives)
• Give appropriate credit (biostatisticians, scientific thought leaders, lead 

accruers)
• From inception think multidisciplinary, multidisciplinary, multidisciplinary
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Nasser Altorki

• Understand basic trial design
• Testable hypothesis with good rationale
• Close work with biostatistician to adequately power primary 

outcome
• Resources for data collection in real time and study 

coordinators to monitor compliance and ensure follow-up 
and documentation

• Money, “more than you think”

• “CALGB 140503 took 2 years to design and activate, 10 
years to accrue, and 7 years of follow-up”
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Common themes

• Ask important questions
• Understand and pay attention to methodology
• Design with clean and realistic endpoints
• Build in secondary and correlative endpoints 

that are meaningful
• Ensure adequate financial and human 

resources
• Take a multidisciplinary approach
• Make it easy and appealing for patients
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Thoracic surgeons can’t do it alone
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Cooperative group or industry?

• 259 physicians surveyed
• 77% in participated in co-op led and 

88% in pharma-led clinical research
• Preferred participating in both (49%), 

pharma only (22%), or co-op only (11%)
• Co-op considered more prestigious to 

lead (86%) and less likely to imply COI 
(59%)

• But…not financially sustainable (69%) 
and slower to accrue (85%)

• Pharma trials perceived to have better 
compensation (61%) and superior 
efficacy (48%)
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But…45% of NCTN trials are practice 
influential at a cost of $16.6 million/PI trial

-Unger JM et al, JAMA Network Open, 
2019;2(9):e1910593



Surgeons working with industry
• Advisory boards

– Trial specific
– Multidisciplinary care
– Biomarker testing
– Lung cancer screening
– Surgical quality

• Satellite symposium
– Genentech, AstraZeneca, Medtronic

• AATS “Think Tanks” and other society collaborations
– Surgeon’s role in preparing the patient for upcoming treatment and 

surgical plan
– Decision for surgery, surgical approach, and extent of resection
– Role of surgeon beyond surgery
– Early diagnosis and screening
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When planning a trial:  Read the tea leaves

• Things are moving so fast, you 
must look ahead

• What is coming next and why is it 
important?

• Is there forthcoming data that will 
amplify (or negate) your trial?

• What are the critical endpoints?
• Focus on patient selection and 

recruitment
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One piece of advice:
Pay attention to twitter
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Design a trial that meets the current needs and leverages 
translational opportunities and local expertise
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+ SBRT (8Gy x 3)
N=30
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My Montefiore-Einstein Cancer Center experience:
A “brilliant” plan…

• IL-1B inhibitor
• Shown to decrease lung cancer 

incidence and death in patients with 
cardiac disease

• Extensive trial portfolio planned
• Flame Biosciences with a “fast 

follower” drug
• More potent and more selected 

population
• Great advisory board: Jamie Chaft, 

Paul Bunn, Paul Ridker
• Translational interest
• Lots of work….
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Second take: Neoadjuvant chemo-IO and CM 816 trial
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MECC IIT (BMS):  Neoadjuvant Chemo + Nivo +/- low dose SBRT

• Built on backbone of CheckMate 816
• Remarkably multidisciplinary approach 

with buy-in from medical oncology and 
radiation oncology

• Focuses on quick endpoint currently of 
interest: pCR

• Rationale scientific design to meet 
endpoint

• Excellent opportunity for translational 
science
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Another focus: 
Compelling need for diversity in clinical trials
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Trial opportunities:
Play to my institutional strengths (or weaknesses)
• Underserved populations
• Locally advanced disease:  Neoadjuvant therapy
• High rate of incidental nodule patients lost to follow up

– Neel Chudgar (Lungevity award)
– Cluster randomized trial of management strategies:  Proportion of patients with 

follow up, % of lung cancers diagnosed among IPNs, stage at diagnosis
• High rate of patients with chronic pain, substance abuse, or poor pulmonary function

– Marc Vimolratana
– Post operative cryotherapy vs. Standard ERAS
– Randomized trial with morphine equivalents as primary endpoint and secondary 

endpoints including postop complications, LOS, readmission
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In conclusion: Practice changing trials on the horizon

• JCOG 0802 
• CALGB 140503
• VALOR
• CheckMate 816
• LCRF Leader
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Altorki, Lancet Respir Med 2018;6:915-24



Key take away messages

• Clinical trial planning is complex
• Industry partnerships are useful
• Critical to assemble the right team and to develop a 

deliberate and thoughtful strategy
• Know the field, but take some risks
• Recruit diverse patient populations
• Find your niche
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