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What is Atrial Fibrillation? 



Effective Medications to Prevent Stroke 



Underuse of Anticoagulation for AF 

Criteria Patients 

Total number of patients (Aetna, 
Humana, Harvard Pilgrim)  

16.2 million 

Patients with AF 231,696 (1.4% of all patients) 

AF pts with CHA2DS2-VASc ≥ 2  201,882 (87% of AF patients) 

Patients with at least one oral 
anticoagulation fill 

105,256 (52% of AF patients 
with CHA2DS2-VASc ≥ 2) 

Proportion of days covered by 
anticoagulation in AF patients 

32% 

Pokorney S et al.  Am College of Cardiol 2016 



Public Health Impact: Low Anticoagulation Use 

• > 5 million people in the US have AF 

• Of those with additional risk factors for stroke, more 
than half are not treated with oral anticoagulants 

• Of these, 5% stroke per year  

• Of these, 70% are preventable 

• Hundreds of thousands of preventable strokes each 
year world wide 



Rao MP et al. Am Heart J. 2016;176:107-13 



Initiatives for Clinical Trials with Distributed 

Database 



Rationale for IMPACT-AFib trial 

• OAC underuse is a public health priority 

• Also a priority of health plans 

• Interventions (mailings!) are consistent with 

routine health plan interventions 

• Eligible population and major outcomes 

measurable using Sentinel Distributed Database 



FDA-Catalyst: IMPACT-AFib Randomized 

Trial 

IMplementation of a randomized controlled trial to 
imProve treatment with oral AntiCoagulanTs in 
patients with Atrial Fibrillation 

• Randomized controlled trial of direct mail to 
health plan members with AFib and to their 
providers to encourage consideration of oral 
anticoagulation 

• Proof of concept randomized trial using Sentinel 
Initiative infrastructure 



Patient representative 

IMPACT-Afib Workgroup 



Conceptual Trial Overview 





Second 12 Months of the Study 



Intervention Materials for Patients 

• Letter from health plan CMO, describes call to 

action 

• Patient brochure – additional information on AF 

and OACs 

• Patient pocket card - tool designed to facilitate a 

conversation between patient and provider 











Intervention Materials for Providers 

• Provider letter - sent from health plan CMO, 

describes call to action 

• Response mailer - way for providers to share 

feedback 

• Provider enclosure – myths and facts on use of 

OACs  









Challenges along the way 

• Unit of randomization  

• Medicare Advantage member enrollment  

• Similar outreach initiatives at health plans 

• Turnover of population and timing of mailing 

• Waiver of consent 

• Need for Independent Advisory Committee 

• Distributed data for analysis 

 

 



Thank you! 
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Leveraging Distributed Database 
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Sentinel Initiative 

• Sentinel Distributed Database  
– Routinely collected health data (health plan enrollment, 

claims, pharmacy dispensing, etc.) 

• Sentinel System 
– Uses Sentinel Distributed Database 

– Operates under FDA’s public health authority 

• FDA-Catalyst 
– Directly contacts health plan members/providers or 

changes care (request more information, randomize care, 
etc.). May also use the Sentinel Distributed Database. 

– Common Rule applies – IRB oversight 

 



Data Partners’ Trial Experience 

• Nearly all had experience in randomized trials 

• Experience contacting patients and providers via 

various methods 

• ~Half had internal research departments 

 

Information from 13 data partners, Aug 2013 



Data Partners’ Trial Interest 

• 3 primary factors: 

– Topic must align with organizational or provider 

priorities 

– Could not compete for resources 

– Adequate financial support 

• 7 interested in future trials 

Information from 13 data partners, Aug 2013 



Flow Diagram 



Inclusion Criteria 

• Adult ≥30 years old 

• Medical & pharmacy coverage for ≥365 days 

• ≥2 atrial fibrillation diagnosis codes with 1 in the 

last year 

• No OAC fill within the previous 12 months 

• CHA2DS2-VASc score >2 



Exclusion Criteria 

• Any OAC dispensing within the last year (or ≥4 INRs) 

• Conditions other than AF that require anticoagulation 

– Mechanical prosthetic valve, DVT, pulmonary embolism 

• Any history of intracranial hemorrhage 

• Bleeding related hospitalization in the last 6 months 

• Current pregnancy 

• P2Y12 inhibitor treatment, e.g., clopidogrel within 90 

days 



Sample size estimate using Sentinel tools 

• Run March 2016 at 5 Data Partners 

• Overview: 

– Identify patients with AF in 2013 and no prior OAC 

use   

– Estimate CHA2DS2-VASc scores 

– Assess subsequent treatment with OAC in 1 year 

follow-up 

– Assess rates of stroke and bleeding among those 

treated and not 

• 38,759 patients identified 


