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Chairman Sanders, Ranking Member Cassidy, and Distinguished Members of the Committee:

My name is Tiffany Walker, and | am an assistant professor of internal medicine at Emory
University. The views | express today are my own views and do not necessarily reflect the views
of my employer, the RECOVER consortium, or AHRQ. | am honored to have the opportunity to
share my testimony with you, and | hope to convey that Long COVID is a highly prevalent and
often disabling disease. It is imperative that we continue to invest in and support research that
defines the pathobiological drivers of this disease, and there is real urgency to identify effective
treatments.

To review my experience in this field, | co-founded the Long COVID clinic at Grady Memorial
Hospital. | serve as site principal investigator (Pl) for the NHLBI RECOVER Initiative meta
cohort and RECOVER VITAL (Paxlovid) clinical trial, and co-investigator for the RECOVER
SLEEP (Modafinil/ Solriamfetol) clinical trial and the NIA REVERSE-LC (Baricitinib) clinical trial.
| lead the Atlanta Long COVID Collaborative, a consortium of Long COVID providers and
subspecialists in Atlanta and our site serves as a AHRQ Long COVID Center of Excellence.
Additionally, | investigate health disparities and pathobiological mechanisms driving Long
COVID.

Impact on the labor force

The COVID-19 pandemic has resulted in a conservative estimate of 20 million U.S. cases of
Long COVID." In fact, we have seen that 15% of those exposed to COVID-19 go on to develop
long term sequelae.? To provide a stark comparison, this is commensurate to the rate of
diabetes mellitus in our population,® a disease that receives substantial healthcare and research
funding support. Long COVID can lead to significant impairments in quality of life and function.*
6 We know that long haulers are more likely to be unemployed or work reduced hours,? with one
estimate reporting nearly half were unable to work full time due to severity of symptoms and
nearly a quarter were unable to return to work at all.” This is corroborated by recent CDC data
showing that over a quarter of long haulers suffer from significant activity limitations.” This level
of disability also mirrors that seen in diabetes, for which $30 billion of indirect costs is spent
annually on reduced employment due to disability.2 The duration of this disease remains
uknown;5? however, there is mounting evidence supporting significant overlap between Long
COVID and pre-existing infection-associated chronic diseases such as myalgic
encephalomyelitis/chronic fatigue syndrome (ME/CFS) and dysautonomia, which are known to
be debilitating and can persist in individuals indefinitely.%!

Health disparities

Minority populations and those experiencing economic disadvantage have been
disproportionately affected by COVID-19.'>' These racial and ethnic disparities persist in the
post-acute phase, with African and Hispanic Americans experiencing overall higher rates of
Long COVID as well as higher rates of new-onset chronic diseases following COVID-19
infection, including diabetes mellitus and cardiovascular disease.'®'® Impaired health literacy in
economically-disadvantaged populations impacts recognition of symptoms and presentation to
care. Furthermore, lack of coordination in Long COVID care has been identified as a key barrier



to optimizing health outcomes,'” leading to increased healthcare costs and delays in care
delivery'®. These limitations are amplified in underserved, minority populations that have a long-
standing history of poor access to affordable, quality healthcare.'®?? | have seen this firsthand in
our Grady Long COVID clinic. Even despite our efforts to minimize unnecessary diagnostic
exams and subspecialty referrals, we have multiple patients who could not be retained in care
due to insufficient funds for office visits and medication prescriptions.

Previously healthy adults

In acute COVID-19, older adults, minorities, and those with underlying comorbid medical
conditions are at highest risk of developing severe iliness, and young previously health adults
have largely been spared.'23 Although these remain risk factors for development of Long
COVID as well,"s it is important to highlight that Long COVID, in contrast, can cause severe
illness in anyone. Concerningly, Long COVID develops even in previously healthy patients who
had mild acute COVID-19 infections,?* and these patients make up a significant portion of
patients presenting to Long COVID clinics.?® In fact, some of the most devastating symptoms
are those of dysautonomia, which causes heart racing and dizziness with standing, which are
often seen in younger patients,?® and data from the CDC suggests that those at highest risk for
Long COVID may actually be those aged 30-60 years," impacting our working aged adults and
those of child rearing ages.

Limited access to care leads to increased healthcare expenses

Long COVID is a multisystemic and complex disease, which results in extensive and cost-
prohibitive clinical evaluations. Primary care physicians are unprepared to provide this novel
and labor-intensive clinical care. Patients are often referred to multiple subspecialty providers
without answers. Lack of understanding of Long COVID among clinicians contributes to
increased testing, delays in diagnosis, and impairment of triage to appropriate services,'”?’
further compounding healthcare spending burden and barriers to access. Long haulers continue
to experience stigmatization from the community and clinicians who do not acknowledge it as a
real disease despite objective pathobiological data establishing it as a distinct entity.?”-2 This
lack of awareness can lead to feelings of isolation among long haulers and can have significant
impacts on mental health in conjunction with the psychological stress from new-onset
disability.?® High rates of anxiety, depression, and PTSD are observed in this population and
behavioral health services are often limited and disconnected.'”3%-32 Dedicated Long COVID
clinics are equipped to provide this specialty care; however, these clinics remain rare and
numbers continue to dwindle as clinics are shuttering. In the remaining Long COVID clinics,
services are saturated due to high referral volumes.

AHRQ Long COVID Learning Community: Improving access to care

The AHRQ Long COVID Learning Community is a 5-year initiative supporting 9 Long COVID
Centers of Excellence serving geographically- and demographically-diverse populations across
the U.S. to provide coordinated, person-centered care to patients and caregivers affected by
Long COVID.3334 The infrastructure provided through these grants supports increased clinical



capacity and expansion of multidisciplinary services. Through iterative programmatic
evaluations, this consortium seeks to optimize Long COVID clinical management and guide
healthcare policy. At each site, Long COVID teams will engage with the community to increase
community-based referrals and ensure the needs of the population are met. Long COVID
experts have designed robust peer education series to build capacity for Long COVID care
throughout their region. We are grateful for the funding Congress provides to support AHRQ in
this initiative, and we are grateful to AHRQ for prioritizing this important work to bridge clear
gaps in Long COVID care quality. There is great value in establishing and supporting these
Long COVID Centers of Excellence during these first 10 years, and we request continued
support of this initiative. In addition to these centers, given the substantial prevalence of Long
COVID, the permanence of COVID-19 in our environment, and the saturation of Long COVID
clinics, it is imperative to support efforts to ensure primary care providers are appropriately
trained and are competent to provide Long COVID care, with the ultimate goal of
decentralization to ensure sufficient care access. There are multiple networks of Long COVID
providers independent of the AHRQ Learning Community that are eager to contribute to this
capacity building effort, and we request additional funding through AHRQ to bolster these
activities, including primary care roadshows, development of adaptable protocols that can be
implemented in community clinic settings, Project ECHO presentations, Long COVID podcasts
and webinars.

RECOVER Initiative: A reason for hope and a reason for concern

Important steps have been taken to advance our understanding of Long COVID. Notably,
Congress’s investment in the RECOVER Initiative meta cohort has resulted in a successful
demonstration of team-based science, with enroliment of over 14,000 patients in a little over one
year and publications of meaningful data on Long COVID definition and phenotypes.® The
robust infrastructure and data collection from this study well-positions investigators to define the
clinical scope of Long COVID and characterize underlying mechanisms driving symptomatology.
Meeting these objectives is critical as comprehensive understanding of organ system
involvement can guide clinical care by mitigating unnecessary spending on diagnostic work-ups.
Defining pathobiological pathways not only serves to promote credence of disease validity, but it
also identifies biomarkers for Long COVID diagnosis and monitoring and defines intervenable
targets for drug development. However, at this time, NHLBI anticipates concluding the cohort in
May 2025, which is insufficient time to fully characterize this complex multisystemic disease and
precludes long-term follow-up to monitor disease trajectory. This decision does not account for
the ongoing high COVID-19 case rate, the protracted nature of Long COVID symptoms, or the
concerning evidence of immune dysregulation observed in this population, including evidence of
fatigability of T- and B-cell lineages that may indicate impending immunodeficiency that
warrants long-term monitoring.3%3¢ Despite the lack of coordinated, robust COVID-19
surveillance, we can estimate from wastewater analysis that new cases are occurring at very
high levels and continuing to rise.” In fact, this may be the second largest COVID-19 surge to-
date with an estimated 2 million cases per day peaking the second week of January 2024.38
Now is not the time to deescalate funding for Long COVID.



A call for expansion of Long COVID clinical trials

Likewise, the RECOVER Initiative provides infrastructure for platform clinical trials hosted
through the Duke Clinical Research Institute. These well-designed trials target evidence-based
Long COVID manifestations and offer promising drug candidates that have potential for cure or
for chronic symptom management. However, current funding for clinical trials is largely siloed
through the RECOVER mechanism, stifling opportunities for further innovation. Given the
prevalence and functional impact of this disease, funding for clinical trials needs to occur at a
much greater scale and should not be limited to one institution or consortium. Despite
RECOVER'’s best effort to roll out platform trials in parallel instead of in series, trials are
launching sequentially because, despite admirable effort, there are finite resources for one
institution to run all high-profile clinical trials for the U.S. population. In addition, these trials are
designed as platform trials that allow multiple interventions to be trialed in tandem; however,
many of the trials are only investigating 1-2 interventions at a time. Seasoned clinical trialists
and Long COVID clinicians providing care on the ground level should have input into the
treatments trialed in this patient population.

Innovative and efficient approaches to clinical trials

Several repurposed drugs have been investigated in the management of acute COVID-19,
originating from a top-down approach to rapidly identify therapeutic options and mitigate severe
outcomes. However, nearly 4 years from the pandemic onset, the same top-down approach has
not been prioritized for Long COVID and as a result, there remain no effective, FDA-approved
treatments. Investigating existing drugs as therapeutic options repurposed to treat Long COVID
can safely expedite the timeline of identification, development, and time to market. | collaborate
with the CURE Drug Repurposing Collaboratory, a public-private partnership between Critical
Path Institute (C-Path) and the U.S. Food and Drug Administration (FDA) in partnership with the
National Center for Advancing Translational Sciences (NCATS). We propose leveraging real-
world data prospectively available from Long COVID patients and clinicians to identify promising
repurposed drugs poised for rapid translation into patient-centered clinical trials. Real-world
data, much like the CURE ID effort supported by the FDA/NCATS: Cure.ncats.io, can capture
patterns of off-label uses of medications routinely occurring within and outside of the clinic,
providing hypothesis generation that support rapid evaluation of common drugs in pragmatic
clinical trials.®®

Adaptive platform clinical trials

Adaptive platform clinical trials have an innovative design that allows for drug development
expediency. This approach evaluates multiple drugs simultaneously, often with drugs
administered in combination and with multiple drugs being compared to a single, common
control. Adaptive designs use accruing, using real-time data to reallocate patients to drugs
showing efficacy and retire drugs showing futility. As research uncovers novel pathophysiologic
insights, treatments can be integrated seamlessly in this design. In contrast, traditional trials use
fixed treatment arms, and data are typically not analyzed until trial completion, often years after
trial initiation. This may result in a trial design that has insufficient patient enroliment to estimate
the effect of the treatment. Advantages of adaptive platform design include smaller number of



participants, reduced patients on placebo, reduced costs, reduced timelines, and better
inferences for regulators and researchers. These trials designs are gaining popularity following
successes such as REMAP-CAP, ANTICQOV, and ACTIV6.4%43 Furthermore, many of these trials
can be conducted remotely. Decentralized trials can enroll and complete all study visits through
telemedicine, expanding participant network beyond institution-based recruitment. Traditional
trials are predominately limited to recruitment of subjects who seek care at large academic
institutions. In decentralized trials, participants throughout participating states will be able to
enroll, promoting recruitment of marginalized populations with limited healthcare access as well
as those with debilitating Long COVID symptoms which limit travel to study sites. Additionally,
this model allows for a more demographically diverse study population, promoting inclusion of
populations that are typically underrepresented in institution-based trials, such as rural and
urban populations. This approach facilitates representative recruitment and ensures the greatest
impact for those affected by this disease.

Barriers to RWD-guided adaptive platform clinical trials

This model demonstrates significant promise to provide sustainable infrastructure that can be
employed not only to identify effective treatments for Long COVID but also can be rapidly scaled
to efficiently identifying treatments in future outbreaks of existing and emerging infectious
diseases; however, there are key barriers to timely implementation. As mentioned previously,
funding for adaptive clinical trials in the Long COVID space is limited and primarily siloed to the
RECOVER Initiative. There is concern in scientific and patient communities that interest in
funding Long COVID research may be waning. In addition, the novelty of these approaches can
be challenging for regulatory bodies who have limited precedence to provide guidance and
approval. | have encountered this difficulty engaging with the FDA on a sponsor-investigator
adaptive repurposed drugs trial. Despite their many advantages and gain in popularity,
regulators remain unsure of how to interpret data from adaptive trials, impeding drug
development and approval for market. In addition, there is no FDA division specific to Long
COVID and recommendations across Long COVID studies have proven to be disparate and
inconsistent.

Summary of recommendations:
1. Expand RECOVER Initiative funding to support extension of the observational cohort.

2. Expand funding for Long COVID adaptive platform repurposed drug trials, independent of
the RECOVER mechanism.

3. Request a report from FDA detailing protocols for expedited Long COVID drug development
and strategic planning for support of adaptive platform clinical trials.

4. Continue funding for AHRQ Long COVID Initiatives and expand resources for education and
capacity building among primary care providers.

5. Establish a new institute at NIH to address Long COVID, ME/CFS, and other infection-
associated chronic diseases.
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