October 31, 2012
Food and Drug Administration
5630 Fishers Lane
Rockville, MD 20852
Re: Docket No. FDA-2012-N-0967
Dear Sir or Madam:
On behalf of the American Heart Association (AHA), including the American Stroke
Association (ASA) and over 22.5 million AHA and ASA volunteers and supporters,
we appreciate the opportunity to provide comments on the preliminary list of disease
areas for the Agency’s new patient-focused drug development initiative.
AHA is pleased that the Food and Drug Administration (FDA) has undertaken this
initiative to expand opportunities for patients to provide input during the drug and
biologic review process. Patients can provide a unique perspective on the impact of
a disease, the severity of the condition, and the adequacy of the existing treatment
options. Patients can also provide valuable information on the benefits they’d like a
drug to deliver and the acceptable level of risk; two important factors for the Agency
to consider as it performs benefit-risk assessments.
As part of this initiative, the FDA is in the process of identifying twenty disease
areas that will serve as the topics for future public meetings.
Heart failure is one of the disease areas currently included on the preliminary disease
list. We agree that heart failure should be a high priority for this initiative and we
urge the FDA to include heart failure on the final list of disease areas. Despite
evidence to support a growing number of medication therapies in patients with heart
failure over the last several decades, 1 in 5 Americans over the age of 40 will
develop the condition in their lifetime.i Additionally, although many of these
therapies have been shown to slow disease state progression and improve overall
survival, the mortality rate at 5 years after diagnosis approaches 50%.ii With
improved understanding of the etiology and pathophysiology of heart failure, it is
now clear that two different types of heart failure exist (although the two may
overlap) – heart failure with reduced ejection fraction, where a variety of available
therapies exist (although their impact on long-term morbidity, mortality, and quality
of life remains limited), and heart failure with preserved ejection fraction, where
currently no medication therapies have been shown to improve long-term morbidity
and mortality. Irrespective of heart failure type, however, the burden of disease
significantly impacts patient quality of life and also serves as a major contributor to
health care costs.
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In addition, we recommend that FDA add atrial fibrillation, stroke, and peripheral arterial disease to
the final list of disease areas. As described below, each of these diseases affects a significant portion
of the U.S. population; present symptoms that can affect functioning and activities of daily living; can
vary widely in severity; and lack drug therapies that sufficiently address treatment needs.
Atrial Fibrillation
The incidence and prevalence of atrial fibrillation has grown with the aging of the U.S. and world
population, with some reports estimating that over 6 million Americans are currently affected by the
condition.iii,iv The diagnosis of atrial fibrillation carries a twofold increase in mortality compared to
the overall populationv, with the risks approaching tenfold in the first several months immediately
following diagnosis.vi Atrial fibrillation also increases the incidence of stroke and hospital
admissionvii,viii and leads to declines in cognitive function and quality of life.ix,x Despite the significant
number of patients impacted by this disease, less than half are thought to be adequately managed and
even fewer remain symptom-free.xi,xii Much of this limited efficacy is a result of few therapies being
available to safely maintain normal sinus rhythm, as many drugs have been associated with significant
toxicities or are contraindicated in patients with comorbid cardiovascular conditions. Safely reducing
the risk of stroke and systemic embolism has also remained a challenge given a population that is often
at increased risk of bleeding. While the advent of novel oral anticoagulants has provided some
promise (as compared to warfarin, the standard bearer for several decades), a number of disadvantages
(e.g., adverse effects, lack of reversibility, limited monitoring capabilities when required, dearth of
data in patients with renal impairment) are associated with these newer therapies.
Stroke
In addition to being a significant contributor to mortality in the U.S. (one death is estimated to occur
every 4 minutes),xiii stroke survivors often face significant mental and physical disability that can
affect quality of life and put them at risk for a diverse array of complications. These disabilities, as
well as the complications that may result, also represent significant cost, both for patients and their
families as well as the overall health care system (i.e., hospitalizations, rehabilitation, assistance for
specific disabilities), with estimates exceeding billions of dollars in direct and indirect costs.xiv
Despite the broad range of patients impacted by this condition, very few therapies are available for
either the acute management of an active stroke or the long-term secondary prevention of recurrent
strokes. For those therapies that have demonstrated some impact on clinical outcomes, the long-term
benefits are limited and significant advances in the medications used to treat stroke have not been
made in well over a decade.
Peripheral Arterial Disease
Approximately 8 million Americans are impacted by peripheral arterial disease, and some estimates
indicate that up to 1 in 5 individuals over the age of 65 have some form of the condition.xv,xvi The
rising incidence of peripheral arterial disease has largely been attributed to increasing rates of diabetes
mellitus, although cigarette smoking remains another significant contributor.xvii Although the
condition has become increasingly common, less than a third of patients are appropriately managed
with the few currently recommended therapies (e.g., antiplatelet and lipid-lowering therapy) that are
available.xviii Very few randomized trials exist to support the medication therapy recommended for
peripheral vascular disease and even these have only limited impact on the disease state and its often
debilitating symptoms.
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In closing, we appreciate the FDA’s efforts to identify the disease areas that will serve as the focus of
this initiative. We understand that this is a difficult task. All disease areas should have expanded
opportunities for patient input in the drug and biologic review process; narrowing the list to twenty
will be a challenge.
The FDA should, however, keep heart failure as a priority disease area, and strongly consider adding
atrial fibrillation, stroke, and peripheral arterial disease to the final list of disease areas. As noted
above, our recommendations are based on the prevalence of these conditions in the population, the
adverse impact they have on functional ability and quality of life, and the need for additional drug
therapies that can effectively address patient symptoms and improve health outcomes. Because heart
failure, atrial fibrillation, stroke, and PAD can have a tremendous impact on patients – and
cardiovascular disease and stroke remain a leading source of disability and the number one and
number four causes of death in the U.S., respectively – we request that FDA ensure that CVD and
stroke are well-represented in the patient-focused drug development initiative.
Thank you for consideration of our comments.
Sincerely,

Donna K. Arnett, PhD, BSN
President, American Heart Association
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