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Amyotrophic lateral sclerosis (ALS) is a relentless, fatal neurodegenerative disease. The progressive loss of voluntary
muscle function, diagnostic delays, lack of effective treatments, and challenges accessing multidisciplinary care and
resources have tremendous impact on quality of life. The congressionally directed ALS committee of the National
Academies of Science, Engineering, and Medicine, in their 2024 report “Living with ALS,” recommends critical actions
for specific United States stakeholders to make ALS a livable disease over the next decade. This review summarizes the
context and recommendations of the report. Advocacy efforts are critical to make these recommendations a reality for
the ALS community.
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myotrophic lateral sclerosis (ALS) is a fatal multi-system

neurodegenerative disease hallmarked by progressive
motor neuron degeneration in the brain, brainstem, and
spinal cord.! The resulting weakness and inevitable loss
of voluntary muscle function, respiratory failure, and
impairments in speech and swallowing, along with the
potential for cognitive impairment and secondary symp-
toms such as fatigue, pain, anxiety, and depression,
requires people living with ALS, as well as their families
and caregivers, to have access to a constantly evolving
and expanding range of medical and support services

and resources. Evidence supports the critical importance
of multidisciplinary care to improve outcomes in ALS,?
but receiving the services and resources needed to best
navigate the changing disease course can be fraught with
challenges. These hurdles are further compounded by the
diagnostic delays common in ALS that preclude early ini-
tiation of supportive care and eligibility for clinical trials
because of advancement of symptoms by the time a diag-
nosis is made. Factors contributing to the delays include
the heterogeneous presentation of early disease phases,
lack of recognition by general practitioners, potential for
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misdiagnosis, and need for definitive biomarkers or tests for
ALS.? As approximately 90% of ALS is sporadic without a
known genetic mutation, more research is needed to define
the mechanisms underlying ALS, including the complex role
of environmental risk factors and gene—environment interac-
tions, to support earlier diagnosis, therapeutic development,
and prevention efforts.”” Ultimately, there is no cure for
ALS and effective treatments are needed to temper the
relentless disease course and prolong survival.

To enhance the quality of life for those living with
ALS and address the need for treatment advances, the
National Academies of Science, Engineering, and Medicine
(NASEM) was tasked by Congress to establish a plan to
make ALS a livable disease within a decade. The Committee
on Amyotrophic Lateral Sclerosis: Accelerating Treatments
and Improving Quality of Life was formed, comprising 18
individuals with expertise in specialty and primary care,
health care delivery and financing, research and therapeutic
development, and law/ethics/policy, as well as individuals
with an ALS lived experience. The committee’s goal was to
establish the recommendations, priorities, and actions
needed for implementation in the public, private, and non-
profit sectors to make ALS livable. Considering the priorities
and lived experience of individuals with ALS and their
families, emphasis focused on equitable access to affordable
multidisciplinary care, services, and caregiver support and
on facilitating advances in basic science, clinical care, and
population health research to improve survival and enhance
quality of life for those living with or at-risk for ALS. The
resulting report presents key recommendations (numbering
below reflects that used in the NASEM report, which is
based on the chapter and order of mention)® that fall under
four major domains of focus. These domains include short-
term actions to improve access to ALS care and services and
longer-term actions to establish systems for ALS care and
research, to improve research, therapeutic development, and
best care practices, and to advance ALS prevention (Fig).

Improving Access to Care Resources and
Services

In the near-term, addressing gaps in current clinical practice
and support for caregivers is critical to ensure individuals liv-
ing with ALS have access to supportive care known to
improve both quantity and quality of life. The rapidly pro-
gressive nature of ALS and average life expectancy of 2 to
5 years from onset does not fit well into the traditional reim-
bursement model for equipment and services, which are
often predicated on a slower timeline with a reactive model
and based on a potential for functional improvement. Delays
in approval and delivery of equipment in ALS can result in
catastrophic safety risks rather than a simple inconvenience.
Recommendation 3-1 expands on recently published rules
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under the Centers for Medicare and Medicaid Services
(CMS).” These rules mandate 72-hour prior authorization
responses for urgent requests, and the recommendation
posits that all requests for equipment and services for ALS
be considered urgent and handled expeditiously, not only by
CMS-administered programs, but likewise by private
insurers. Additionally, this recommendation urges authoriza-
tion of home health services despite progression of the
primary disease resulting in “failure to improve.”

Mulddisciplinary clinics are considered standard of
care for ALS® and are associated with decreased health care
utilization,® prolonged survival,” and higher quality of
life.'° Despite this, access to this care is out of reach for
many because of insurance typically covering less than half
of the costs for services rendered in ALS centers.''
Although expedited Medicare enrollment for persons with
ALS benefits some, many individuals remain ineligible for
Medicare despite receiving an ALS diagnosis. Recommen-
dation 3-2 urges Congress to expand Medicare eligibility
for all persons with ALS regardless of age, employment his-
tory, or other factors, and to require adequate reimburse-
ment of mulddisciplinary ALS care. It is safe to assume that
more ALS clinics may open once this care model is at least
cost-neutral to the hosting facility. Additionally, Recom-
mendations 3-3 and 3—4 focus on urgent needs of unpaid
caregivers, including tax relief and financial support, and
centralized resources compiled by non-profits and patient-
centered organizations.

Most persons with ALS will succumb to respiratory
infections at the end of life, and use of respiratory assist
devices (RAD) offers greater quantity and quality of life.">"?
Medicare qualification for RAD reimbursement for ALS is
outdated and misaligned with current American College of
Chest Physicians and international best practices, requiring a
forced vital capacity (FVC) below 50%.">”"” Recommenda-
tion 3-5 urges CMS and private insurers to align coverage
for RAD and services for ALS to the current best practices
and provide in-home respiratory care and services.

Creating a Sustainable and Accessible ALS
Clinical Care and Research System

Building on the fact that not all individuals impacted by ALS
have access to evidence-based, high-quality ALS care and
research, the committee also detailed four critical recommen-
dations addressing the inherent structural challenges impacting
long-term ALS care and research. As the foundation of this
domain, Recommendation 4-1 proposes a reimagined, inclu-
sive, and integrated multidisciplinary care and research system.
The proposed hub-and-spoke system of ALS care and research
expands the existing network of care via three distinct, but
interconnected care settings: community-based-, regional-, and
comprehensive-ALS centers. To be most effective, this system
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CING ALS A LIVABLE DISEASE WITHIN A DECADE

FIGURE: Major domains of focus for recommendations on how to make amyotrophic lateral sclerosis (ALS) a livable disease
emanating from the Committee on Amyotrophic Lateral Sclerosis: Accelerating Treatments and Improving Quality of Life.
Near-term recommendations from the National Academies of Science, Engineering, and Medicine (NASEM) report® to make
ALS a livable disease center on enhancing access to multidisciplinary care for all with ALS (Recommendations 3-1 through 3-
5). Longer-term recommendations to be addressed throughout the next decade focus on establishing an inclusive,
equitable, integrated ALS care delivery and research system (Recommendations 4-1 through 4-4), enhancing research and
therapeutic development (Recommendations 5-1 through 5-4), and preventing ALS (Recommendations 6-1 and 6-2).
Created with BioRender.com. [Color figure can be viewed at www.annalsofneurology.org]

will be National Institute of Neurological Disorders and
Stroke (NINDS)-designated, analogous to the National
Cancer Institute (NCI) tiered designations for cancer
centers. The community-based ALS multidisciplinary
care centers will expand access to currently underserved
areas. The new value-based payments and NINDS desig-
nation would incentivize existing multidisciplinary clinics
and foster new partnerships among specialists (neurolo-
gists, physiatrists, pulmonologists, etc.), local allied
health professionals, and community-based organizations
to deliver multidisciplinary care closer to patients’ homes.
Importantly, through this network, all ALS families cared
for in this system will have access to complex specialized
support and research opportunities throughout their
illness. Although the NINDS financing model would
support ALS research and workforce training for all cen-
ters, Recommendation 4-3 asks insurers to align clinical
payments with indicators of high-quality care at all levels
in the hub-and-spoke care delivery system.

In parallel, efforts to improve the structural and finan-
cial barriers to ALS care that impede timely diagnosis and
access to inclusive multidisciplinary care and research are
required. Recommendation 4-2 seeks to improve racial and
ethnic equity in ALS care and research. To address the
finding that Black Americans face significantly worse health
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outcomes living with ALS, ALS multidisciplinary care cen-
ters should partner with community-serving organizations
and pursue targeted approaches to understand and improve
care and outcomes for underrepresented communities. This
would build a bridge to the broader community to bring
people into the care network who might otherwise go
unnoticed.

Finally, Recommendation 4-4 recommends that
Congress allocate funding to create a network for ALS
clinical care, education, research, and innovation within
the Department of Veterans Affairs (VA). These resources
will enhance equitable access to high-quality ALS care
for veterans and will align the VA with the broader
hub-and-spoke system. Investment in the VA will benefit
the broader community by addressing the workforce
shortage through the VA’s extensive health professional
training programs and increase opportunities for ALS
research within a large national system of care. Notably,
research understanding the relationship between military
service and increased disease susceptibility has recently
stalled, but the potential for critical discoveries on ALS
causality could be within reach if innovative, well-designed
studies, including those considered outside-the-box, are
conducted and not siloed. These recommendations are
essential to meeting health equity challenges, providing
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funding and reimbursement support for hub-and-spoke
centers and better integrating VA networks.

Advancing ALS Research, Accelerating
Therapeutic Development, and Preventing ALS
There has been rising momentum in drug development
for ALS over the past decade and multiple companies are
currently developing drugs for ALS. Despite this, there are
notable gaps slowing the pace of ALS therapeutic develop-
ment. Critical factors include, but are not limited to, complex
disease biology, diagnostic delays, demand—supply mismatch
for access to clinical trials because of fewer large-scale trials
and trial sites, and unaffordable research and development
costs for drug developers.

Recommendation 5-1 calls on the National Insti-
tutes of Health (NIH) and NINDS to fund an end-to-end
supported ALS clinical trials network that is distributed
across diverse geographic regions and integrated within the
ALS hub-and-spoke system. This dedicated ALS clinical
trials network would leverage and build on existing infra-
structure (Northeast ALS Consortium of 150+ sites and
central institutional review board, NeuroNEXT, ALL
ALS), support both exploratory and confirmatory ALS
clinical trials, and mandate centralized data sharing plat-
forms, thereby driving all-round clinical and translational
research development. An ALS clinical trial network
integrating new rural sites also offers opportunities for
thoughtful implementation of video-conferencing technol-
ogy across state-lines. This technology enables enrollment
into clinical trials and natural history studies, as well as
opportunities for remote monitoring and local home-
based outcome assessment measures. Such decentralized
clinical research methodologies are currently being
implemented in the NIH-led ALL ALS consortium. In
the reimagined hub-and-spoke system, optimal utilization
of expanded telehealth technology and services would dra-
matically increase outreach to underserved or underrepre-
sented communities for both care and research. Again,
NCI provides a robust model for this with the National
Clinical Trials Network ($170 M budget, 2,200+ trial
sites, ~20,000 cancer participants enrolled zmnuzllly).18

For advancing translational, epidemiological, and
key population health outcomes research, Recommenda-
tion 5-3 urges the Centers for Disease Control and
Prevention and NINDS to create a comprehensive ALS
registry with interoperable data platforms to integrate new
and current data sources and collect data on all symptom-
atic and at-risk ALS individuals. To make this registry
more useful, ALS should be added to the National Notifi-
able Diseases Surveillance System, mandating states report
all cases of ALS. The registry should be embedded into

routine care whereby every ALS patient receiving care at
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any NINDS-designated ALS center is automatically enrolled,
with a portion of supplemental funding based on registry
participation. Recommendation 5-2 calls on NINDS to cre-
ate an indefinite, ongoing natural history study across diverse
patient populations that could serve as external and concur-
rent controls for some clinical trials. This would help reduce
placebo exposures in ALS trials, especially for early phase tri-
als and/or longer treatment duration randomized controlled
trials. Moreover, such robust natural history study datasets
will enable research promoting deeper understanding of ALS
biology and protective factors among different subgroups,
within individuals at various disease stages, and in at-risk
individuals. This includes, but is not limited to, how ALS
varies in clinical phenotypes, disease plateaus, and rates of
progression. Such knowledge is essential for identifying
new therapeutic targets based on improved understanding of
sporadic ALS pathophysiology.

The drug discovery and biomarker development fields
are rapidly evolving and there are continuous gene and
novel therapeutic target discoveries in ALS. Therefore, the
committee opined on promoting scientific creativity and
allowing adjustable research priorities based on emerging
science over the next decade instead of focusing on today’s
knowledge alone. Recommendations 5-2 and 54 call on
multiple stakeholders, including NINDS, ACT for ALS-led
public-private partnerships, Agency for Healthcare Research
and Quality, and ALS funders, to consider additional
research priorities, such as clinical prognostication, applica-
tion of artificial intelligence, patient-friendly drug delivery
approaches, improving expanded access pathways, health
services, and social and behavioral research.

Finally, Recommendations 6-1 and 6-2 focus on
preventing ALS and unique unmet needs of at-risk genetic
carriers. There is a need to develop specific research pro-
grams for individuals at-risk for ALS, including large-scale
natural history studies, and to tackle the issue of genetic
discrimination for carriers. To better support clinical care
and prevention efforts, insurance coverage of genetic test-
ing and counseling services is needed for all living with
ALS and their families.

Conclusion

Opverall, the critical gaps in ALS diagnosis, care, and treat-
ment can be addressed by implementing the near- and
longer-term recommendations emanating from the NASEM
committee discussions. These actions will help individuals liv-
ing with ALS, their families and caregivers, and those at-risk
receive the multidisciplinary support and resources needed to
navigate the complex disease course, while in parallel establish
the infrastructure for equitable access to care and research
and support diagnostic and prognostic biomarker discovery,
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therapeutic development, and prevention strategies. To see
these substantial improvements, advocates in the ALS com-
munity must now unite in advocacy with the responsible
parties identified in each recommendation. With successful

implementation, these recommendations have potential to
make ALS a livable disease within a decade.
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