3061


THE CREST STUDY: UNEXPECTED LESSONS ON STROKE PREVENTION AND LARGE CLINICAL TRIALS 
J. Marsh

University of Arkansas for Medical Sciences, Little Rock, AR, USA

Objective: Execute a large and complex clinical trial over the course of ten years that maintains high scientific and ethical integrity, is scientifically and clinically robust, and successfully addresses a pressing clinical question. 
Background: The relative role of carotid endarterectomy (CEA) or carotid stenting (CAS) to prevent strokes in patients with high grade carotid stenosis, with our without symptoms, has been uncertain. Methods:  An NIH sponsored North American (109 site) randomized single-blind trial was designed with primary endpoints of perioperative stroke, MI or death, and ipsilateral stroke up to 4 years. A Data Monitoring and Safety Board (DSMB) monitored trial progress and safety.
Results: The primary endpoint occurred for CEA in 6.8+/-0.8% vs. CAS 7.2+/-0.8%, p=0.51. There was no effect detected for symptomatic status or gender, but an interaction based on age was present. During the course of the ten year trial, there were numerous impediments to the trial including maintaining clinical equipoise, device malfunctions requiring briefly suspending the trial, investigator fraud at one site, initial site difficulties with data management, and death of the principle investigator.
Conclusions: At experienced centers, both CEA and CAS appear to have low perioperative complications and good durability. For the future, both approaches appear to be useful tools for preventing stroke. For a clinical trial of ten year duration, there are foreseeable and unforeseeable challenges that must be addressed.

