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Hope, Hype, Humility, & the Future



Disclosures -
Genetics Grants & NHLBI Workshops

• AF Genetics R01HL092577; AHA AF 18SFRN34110082

• NHLBI Co-Chair AF Prevention of AF Workshop
Prevention of AF. Circulation. 2009;119:606

Co-Chair, AF Research Working Group
Screening. Circulation. 2021;143:372
Secondary Prevention. JAHA. 2021;10:e021566
AF Social Determinants. JAMA Cardiol. 2023;8:182
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Advancing AF Precision Medicine Project Overview
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Tsao Circulation 2023;147:e93; Ford N Engl J Med 2007;356:2388

CHD Mortality
• 47% evidence-based medical & surgical Rx
• 44% reductions in major risk factors

Decline in Mortality
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Deaths attributable to CVD, US, 1900 to 2020



CDC WONDER US Decline in CHD Mortality 1999-2019

Kyalwazi Circulation. 2022;146:211
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Hope & Hype: PCSK9 Inhibitors
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Cautionary Tale for Dementia Drugs?
PCSK9inhibitors, monoclonal AB to Rx resistant hypercholesterolemia
Gap elegant precision discovery  utility @ practice, patient, & population level

Barriers
• Cost
• Complexity of use
• Marginal value

Unintended consequences
• ↑ health inequities: race, ethnicity, age, rurality, health literacy, SES, etc. 
• Displace efficacious medications such as anticoagulants
• Off target effects

https://sitn.hms.harvard.edu/flash/2015/a-potential-new-weapon-against-heart-disease-pcsk9-inhibitors/ 
Bonow RO JAMA Cardiol. 2017;2:1298
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https://sitn.hms.harvard.edu/flash/2015/a-potential-new-weapon-against-heart-disease-pcsk9-inhibitors/


Green Annu Rev Public Health 2009;30:151. Balas & Boren. Yearbook of Medical Informatics 2000

9 Years

Humility

Is 17 Years Unrealistically Optimistic?



Under-Reporting & Under-Representation
AF Clinical Trials

Humility Sarraju JACC Clin EPS 
2020; 6:739

Under-reporting of participant racial/ethnic data in 
guideline-informing AF clinical trials

44% participant race/ethnicity 
not reported

Racial/ethnic minority participation in guideline-informing 
atrial fibrillation clinical trials

White African-American Hispanic Asian



Yusuf Lancet. 2011;378:1231

Underutilization of Evidenced-Based Secondary Prevention
PURE Study: Lowest use in Low Income Countries

Humility



NHLBI Workshop AF SDOH Cross-Cutting Research Opportunities
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Benjamin JAMA Cardiol. 2023;8:182
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Marked inequities amplified by SDOH across the lifecourse of AF



Joglar et al. Circulation. 2024;149:e1
Wiggins et al. J Am Coll Cardiol 2023; 83:280

ACC/AHA/AACP/HRS Atrial Fibrillation Guidelines
Management Strategies for New Classification of AF – Stages Across the Lifecourse

Future



Joglar et al. Circulation. 2024;149:e1

ACC/AHA/AACP/HRS Atrial Fibrillation Guidelines
Recommendation to Address Health Inequities & Barriers to AF Management

Future

*Including lower income, lower education, inadequate or lack of insurance coverage, or rurality



NHLBI Workshop AF SDOH Cross-Cutting Research Opportunities
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• ↑ Diversity
 Recruitment & retention diverse patients in observational & pragmatic studies 
 Settings

• Develop innovative methods to analyze multiple intersectional identities & cumulative 
disadvantage across the life course

• Pragmatic studies to test multilevel strategies mitigate SDOH across all stages AF
Benjamin JAMA Cardiol. 2023;8:182Future



Continuum of Clinical & Translational Science

Wadman & Terzic Clin Transl Sci. 2010;3:254
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NHLBI Workshop: Research Opportunities to ↓ CV Health Disparities
Precision Medicine in Individuals & Precision Public Health in Communities

Pearson JACC: Advances. 
2024;3:100759Future
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