HF Collaboratory: Representative Populations
January 23, 2020 Working Group Call

Participants:
Orly Vardeny (PharmD, U. of MN) (Chair)
Muthiah Vaduganathan (Chair, Brigham and Women's)
Mona Fiuzat (Duke/FDA)
Melvin Echols (Morehouse)
Ken Stein (Boston Scientific)
Katie Mentz (HFC)
Chris O’Connor (Inova)
Fred Senatore (FDA, CDER)
Eric Leifer (NIH, Biostatistics)
Mitch Psotka (Inova)
Martin Mendoza (HHS)
Lawton Cooper (NIH)

Minutes:

Scientific Statement: 
Should there be age cut-offs applied to contemporary HF trials? We will review an empirical look at upper and lower age cut-offs in 118 recent HF trials (see attachment: Scientific Statement Regarding Older Patients with Heart Failure in Randomized Clinical Trials: The HF Collaboratory)
Discussion on Age and Enrollment of older adults in HF Clinical Trials: 
Examined the current repository to determine if age cut offs have been applied, see attached supporting documentation. Use Age index with other index – like Frailty Index. 
Questions:
How many patients are enrolled in these studies 80-90 or over 85? This is the area people tend to shy away from. 
What is happening now vs. what should happen?
Javed and others open to collaborate (look at this in his clinical trial databank). Embed into a data driven scientific statement, description of what is happening now. Messaging can be that we can move away from strict age bounds. Some upcoming CT have applied upper age bounds.  If there is an alternative summary metric of biological aging that would be more informative?
How much of a difference did the absence of the age bounds make in the recent trials?
Relatively lower age of enrollment is coming from other factors than age. Perhaps co-morbidities?
Did trials with no bound do better with enrollment?
Is there reason to cap the age if we are interested in the older population, is their concern about patients that are too frail; what are the main issues with frailty? Okay to randomize, but there are often exclusions due to co-morbidities. We could consider specific locations to enroll from: retirement communities, internal medicine practice, etc. One option is to include elderly/frail in the safety but not in the efficacy analysis.
Co-morbidity or exclusion criteria. Push to include the co-morbidities; if we think co-morbidity is the main factor-is that what we should tackle? 
Should we be developing drugs that are more reflective of the population of who will be taking them?
Perhaps we could consider looking at those patients separately, like the recent discussion regarding renal patients / severe renal dysfunction. The FDA wants these types of patients included in trials, but without compromising effects on trial endpoints (signal to noise ratio). Can we consider collecting the data for safety information, and analyzing separately?
Renal group has been talking about this – Aliza Thompson to see if they have come up with severe renal dysfunction, they want to include those folks in these trials without affecting your end point in a negative way. KHI (Kidney Health Initiative) meeting discussed this a lot.  How to include severe renal dysfunction patients? Safety analysis separate it out. 
Encourage enrollment-include Frailty Index – cap primary analysis with age but include separate analysis?
Should the endpoint goals for patients over a certain age could be different? Quality of life. 
FDA highly encourages the inclusion of patients of higher age – they would like us to make an effort to include this population. This would require a revision of protocol design allowing elderly, frail patients to complete the protocol without any penalty.
Include all in ITT then subgroup analysis?

Action Items: 
· Collect additional data points, add to statement plan, circulate to the group for input
	Muthu will work to collect additional data to share next call
	Muthu & Orly will further develop Scientific Statement 
· Fred will talk with Aliza Thompson from the FDA Renal Division to see if they have a consensus on how to include these types of patients. 

Frailty in HF
We will briefly review data from a Medicare analysis on applying a frailty score to patients hospitalized with HFpEF & HFrEF. Any member on the committee is welcome to participate as a coauthors. Manuscript to follow shortly. 
Muthu provided a summary of the 14k Medicare patient analysis. ICD10 codes. If we do identify a frail patient should our goals be different for those patients? Perhaps the score (improvement) could be an endpoint?
Action Item: 
· Manuscript draft will be circulated (Muthu).   Hospital Frailty Risk Score (ICD10) DATE: February 14, 2020

Bayer-CVCT Diversity Grants 
Update: Bayer sponsored 5 Young investigators from underrepresented backgrounds to clinical trial meetings. Investigators from around the would, but especially US, will attend a national meeting.  Not completed for 2019, but has committed for 2020. This will increase the pipeline for investigators to be more diverse.  Regarding models for NIH-FDA joint fellowships, there is the NCI-FDA Cancer Prevention Fellowship

Action Item: 
· AHA/ACC collaboration opportunities (similar to women training) > (Orly) DATE: Feb 28, 2020
NIH NIA Scientific Meeting on Aging in HFpEF 
Positive feedback from NIH Nat’l Institute on Aging Meeting. A Scientific statement is being developed. Perhaps we can learn from that experience.  

Action Item: 
· Ask Dalane Kitzman or Rob Mentz for details on the meeting, see if they can join next call > (LEAD – Katie will ask if they can join next call ) DATE: Update to provided next scheduled call

Patient Engagement
AHA has a dedicated communications person spearheading effort in terms of patient engagement, we can dovetail off their online platform. This hub provides information and support for patient education, and they have patient ambassadors.  They do not yet have education or information about clinical trials. HFSA also has a new patient engagement initiative. They have launched a patient membership, which will should allow access to a large community of HF patients. We can tap into both hubs with respect to providing awareness. Contacts on the HFSA committee are Rhonda Monroe (patient representative) – Larry Allen (Chair). They held a patient day at scientific sessions last September, which is one potential platform to discuss clinical research with patients. AHA platforms are almost exclusively online. Regarding patient engagement and clinical/community/cultural ambassadors, some resources/models that may be useful are the:
[bookmark: _GoBack]o Yale Cultural Ambassadors Program (Contact: Tesheia Johnson)
o Duke Cultural Ambassador Program (Contact: Dr. Nadine Barrett)
o FDA Patient Affairs Staff (Contact: patientaffairs@fda.hhs.gov)
Action Items: 
· Investigate the approval channels with AHA to be included with their online platform  > (LEAD: Orly (working with Mariell Jessup) DATE: follow up call with AHA scheduled for Feb 6, 2020
· Link the HFC website to the patient portal for HFSA Research Network Clinical Trial Listings (Katie) DATE: February 27, 2020
· HFSA Efforts: Speak at the upcoming patient day in Cleveland.  Mona spoke at 2019 event in Philadelphia. Lead: Mona/Chris/Orly will connect with Larry Allen as patient day program is developed. DATE: Call with Larry Allen scheduled for Jan 30, 2020
· Connect efforts between HFC and AHA, HFSA & NIH also has an office of patient affairs, Martin has the contact name.

Additional Information from Martin Mendoza
· The National Institutes of Health is seeking suggestions on the implementation of its 2019 Inclusion Across the Lifespan Policy, as well as on the inclusion of underrepresented populations in clinical research. Due date: 2/15/20
· The FDA Office of Minority Health and Health Equity has an open public docket to solicit input and comments from interested stakeholders on establishing strategic priorities for the office. Due Date: 2/28/20


Upcoming Dates:
[bookmark: _Hlk31103393]March 6 at FDA – HFC Special Focus Meeting: Interpreting and Implementing New Clinical Trials Data
June 18, HF Collaboratory Working Group meeting / Think Tank
June 19, All-day Statistical Workshop 2.0
September 11, 2-6pm, HFCollaboratory Working Group meeting / Think Tank
