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1:1

Endovascular
Surgical

1:1

Patients with CLTI due to infrainguinal PAD
• corroborated by hemodynamic criteria
• not at excessive risk for surgery
• eligible for open and endo 

BEST-CLI Study Design: Two Parallel Trials

- Duplex of GSV
- Imaging of index leg arteries
- Review by open and endo   
credentialed investigators

Strata:  Ischemic Rest Pain Alone vs. Tissue Loss
  Significant Tibial Occlusive Disease vs. No Tibial Occlusive Disease

Stratification

Stratification 1:1

Endovascular
Surgical

Primary Endpoint: Major Adverse Limb Event (MALE) or all-cause death
§ All-cause death
§ MALE   

§ Above Ankle Amputation or 
§ First Major Reintervention  CLINICAL EVENTS COMMITTEE (CEC) ADJUDICATED

§ new bypass, surgical interposition graft, surgical thrombectomy, thrombolysis 
   

Safety Endpoints: MACE (Major Adverse Cardiovascular Events)
§ All cause Death
§ MI        CEC ADJUDICATED
§ Stroke      CEC ADJUDICATED    

             
    

BEST-CLI Study Design: Endpoints
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MALE (Major Re-
intervention, or 
Above-Ankle 
Amputation) or 
All-cause Death 
(%)

Primary 
Endpoint

Event Rate: 52.9%

Event Rate: 42.6%

10.3%

Median Follow-up:
2.7 Years
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Major 
Re-intervention 
(%)

Primary 
Endpoint
Component

Event Rate: 24.8%

Event Rate: 10.9%

13.9%

Median Follow-up:
2.7 Years

IRR: Incidence Rate Ratio

Total Number of 
Major Re-
interventions

Secondary 
Endpoint
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Cohort 2 top line endpoints

BEST-CLI: key clinical outcomes
• For CLTI patients who are suitable for either OPEN or ENDO  and have 

an adequate GSV available (cohort 1), open bypass was a significantly 
more effective revascularization strategy:

• 32% reduction in MALE or death
• 65% reduction in first Major Reintervention
• 27% reduction in Major Amputation; 32% reduction in RAD
• Less than half the total number of Major Reinterventions over time
• 18% reduction in recurrent CLTI events
• 16% reduction in total amputation events (minor or major)
• Benefit of OPEN was evident across virtually every Subgroup
• Infrapopliteal disease, Diabetes, WIFI stage 4

• N=345 patients (<20% size of BEST-CLI)
• Eligible if “anticipated life expectancy > 6 months”
• AFS 35% better for Endo arm after median 40 months FU
• Amputation (18% vs 20%) and MALE no different by ITT
• Driven by greater long-term mortality in the OPEN bypass arm
• Endo technical success 87%; similar to BEST-CLI (85% cohort 1)
• Surgical results (amputation, mortality) worse than BEST-CLI

• Periop mortality for OPEN 6% vs 1.6% BEST CLI
• Notably different patient population from BEST-CLI 

• Higher mortality
• Limited fem-pop disease
• More than 1/3 had a prior index limb revascularization

• Underpowered for Limb events
• More granular comparisons needed esp. anatomic complexity
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Anatomic spectrum of disease/complexity
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• VQI data (2010-2019) >36,000 first time infrainguinal procedures for CLTI 

Measuring effective revascularization in CLTI

• Death
• Major Amputation
• Amputation-Free Survival

• Repeat vascular interventions (major and minor)
• Recurrent CLTI symptoms
• Multiple minor amputations

• Recurrent wounds
• Total number of Limb events and hospitalizations


