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Clinical Trial Design

• Well-conducted RCTs are recommended for CLI trials to 
yield high-quality, interpretable data. 

• Clinical trials should mirror clinical practice while gathering 
meaningful data for regulatory and clinical decision making.

• It is important to standardize treatment as much as possible:
– During procedure
– Follow-up care for wounds, etc.



Primary Endpoint 
Recommendations• Safety: Freedom from BTK MALE + POD at 30 days

– Example: Freedom at 30-Days from the composite of all-cause 
death, above-ankle amputation or major reintervention (new bypass 
graft, jump/interposition graft revision, or 
thrombectomy/thrombolysis) of the index limb involving a below-the-
knee artery

• Effectiveness: Composite of Limb Salvage and 
Primary Patency at 6 Months
– Example: freedom from the composite of above ankle amputation, 

target lesion occlusion, and clinically-driven target lesion 
reintervention

• Occlusion is determined by independent core lab analysis of angiographic 
data (if performed) or ultrasound (if angiography not performed)



Open Questions
• Consistency in endpoint definitions

– Amputation location
– What is considered major reintervention 

• Need for long term follow up
– 6 month primary endpoint data should be supported with 12 

month follow up data (and longer) to demonstrate robustness 
of outcomes



Secondary Endpoints
• Not consistent across trials
• Examples include:

– Device/technical/procedural success
– Wound healing
– Clinically-driven TLR
– Limb salvage
– Change in hemodynamic outcomes (e.g., ABI)
– Change in quality of life (e.g., EQ-5D)
– Change in walking impairment questionnaire



Open Questions
• Regarding wound care, there is a lack of uniform, 

rigorous wound assessment methods, including:
– Lack of photographical documentation or inconsistent 

documentation, including viewing angle, distance, and image 
clarity

– Inconsistent characterization of wound, including the size, area, 
or volume

– Lack of independent review
– Lack of blinding with evaluators
– Understand how different wound care practices at different 

study sites or minor amputations can confound wound healing 
results



Additional 
Considerations
• Inclusion of RC3 patients not recommended in CLI 

trials
• Patients with diabetes and long lesions are common 

in the CLI population, and their inclusion is 
recommended

• Patient reported outcomes are not consistently 
captured or used prominently in clinical trial design, 
but they can be important study endpoints



Conclusions
• We appreciate the collaboration to standardize and 

harmonize definitions and treatment strategies.
• Evaluating treatment strategies in patients with CLI, it 

is vital to prospectively plan and strategize to obtain 
high-quality interpretable data.

• There remains ample opportunity for learning is this 
area, particularly as early studies will better inform 
later studies and clinical practice.



One last note...
• COVID 19 has had a profound effect on the some 

clinical trials
• Ensuring the safety of trial participants is paramount
• Various modifications should be made for clinical 

trials (i.e., follow up procedures) in order to ensure 
patient safety but also capture necessary information 
(i.e., COVID 19 infection status)

• See FDA Guidance on  Conduct of Clinical Trials of 
Medical Products during COVID-19 Public Health 
Emergency for additional information


