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North American Symptomatic 
Carotid Endarterectomy Trial

• Powered to detect a 50% reduction in patients with 
high-grade stenosis with planned n= 600 and 5 
years of follow up

• Stopping rule: P < .001 for 6 months and results 
deemed unambiguous and clinically important

• Included a futility rule as well
• Early stopping recommended with about 1.5 years 

follow up among the 659 participants
• A clinical alert was quickly circulated to physicians 

regarding the benefits of endarterectomy
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Topiramate in Amyotrophic
Lateral Sclerosis

• After the randomized trial of 198 subjects, 122 
patients elected to participate in an open-label 
continuation phase

• At the end of the randomized component, the 
DSMB recommended immediate termination of 
the open-label phase, based on
– Faster decline in strength (primary endpoint)
– Excess number of cases of thromboembolism 

(12 cases [6%] vs 1 case [1%]), P=.07
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HR=1.22



African-American Antiplatelet 
Stroke Prevention Study

• As part of interim DSMB monitoring, futility 
analyses were performed

• After ~80% of the planned number of events, 
there was < 1% chance that ticlopidine would be 
shown to be superior to aspirin (and a 50% 
chance that aspirin would be shown to be better)

• The DSMB recommended termination of follow-
up based on the cost, dosing, and potential 
adverse effects of ticlopidine, since proving the 
superiority of aspirin was not deemed relevant
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No Pictures…



DAWN Interim Analysis N=151
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Data after 151 patients with infarct data
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The study should continue unmodified and continue 
enrollment of patients with all infarct sizes between 0 and 50.  



DAWN Interim Analysis n=200
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Data after 200 patients with infarct data
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The study should stop enrollment immediately for 
expected success.



Conclusions

• You never know as much about what’s 
going to happen in a clinical trial as you 
think you do

• DSMBs need to actively monitor
– Efficacy, safety, futility
– Fidelity to and appropriateness of the original 

trial design
• Doing so helps to minimize risk to human 

subjects and to ensure resources devoted 
to clinical trials are well spent
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