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What GAO Found

The National Institutes of Health (NIH) and Food and Drug Administration (FDA) awarded about $276 million from fiscal
years 2022 through 2025 to implement the Accelerating Access to Critical Therapies for ALS Act (ACT for ALS Act). Most
of this funding was awarded by (1) NIH for grants that supported access to investigational drugs—drugs not yet approved
for marketing by FDA—for individuals with amyotrophic lateral sclerosis (ALS) and related research (45 percent) and (2)
NIH and FDA for a public-private partnership focused on rare neurodegenerative disease research (45 percent). FDA also
awarded grants and contracts for research to further scientific knowledge on ALS and other rare neurodegenerative
diseases and for the clinical development of therapies (10 percent). About 750 individuals with ALS are expected to
receive access to investigational drugs through the NIH grants.

Summary of Funding Awarded by NIH and FDA to Implement the Accelerating Critical Therapies for ALS Act, Fiscal Years (FY)
2022 through 2025 (in millions)

FY22 FY23 FY24 FY25 TOTAL
NIH grants for access to amyotrophic lateral sclerosis (ALS)  $18.1 $325 $39.2 $354 $125.3 (45%)
investigational drugs and related research
NIH and FDA funding for rare neurodegenerative disease $5.5 $42.3 $36.0 $40.6 $124.4 (45%)
public-private partnership
FDA grants and contracts for ALS and other rare $5.8 $5.1 $5.5 $10.1 $26.5 (10%)
neurodegenerative disease research
TOTAL $29.4 $79.9 $80.7 $86.2 $276.3

Source: GAO analysis of documentation from the National Institutes of Health (NIH) and Food and Drug Administration (FDA) and interviews with agency officials, as of
December 2025. | GAO-26-107691

Note: The awarded funds include those appropriated by Congress specifically to implement the act, as well as funds identified by FDA from other
sources. Totals may not add up due to rounding and do notinclude funds used to administer the funding awarded.

NIH and FDA officials identified challenges to implementing the ACT for ALS Act (particularly in fiscal year 2022) and took
actions to address those within their control. For example, applicants had limited time to apply for NIH grants in fiscal year
2022 because appropriations were not available until midway through the fiscal year. As a result, in later years NIH posted
requests for grant applications prior to appropriations being enacted. However, other challenges were outside the
agencies’ control—including no direct appropriations to FDA to support its priorities for other rare neurodegenerative

diseases for the public-private partnership, according to agency officials.

Stakeholder interviews, available literature, and NIH data indicated benefits of NIH and FDA funding, such as increases in
the number and geographic diversity of clinic sites providing access to ALS investigational drugs. However, most of the
research funded by NIH and FDA is ongoing and the full effects are not yet known. Anticipated benefits include increased
data on ALS and addressing research gaps for ALS and other rare neurodegenerative diseases. For example,


mailto:dickenj@gao.gov

stakeholders expect these data to be useful to ALS research because the data will meet high data quality standards and
will be available for other researchers.

Why GAO Did This Study

ALS is arare, progressive, and ultimately fatal neurological disorder. As with other rare diseases, diagnosis may be
delayed, affecting the eligibility of individuals with ALS to participate in clinical trials. ALS has no cure and limited
treatment options. Physicians or drug sponsors can request FDA authorization to make investigational drugs available
outside of clinical trials for individuals with serious or life-threatening diseases through FDA'’s expanded access pathway.

The ACT for ALS Act includes a provision for GAO to report on the funding NIH and FDA awarded to implement the act.
This report describes the funding NIH and FDA awarded to implement the act, challenges NIH and FDA identified in
awarding that funding, and what is known about the effect of the funding on research and development of therapies for
ALS and other rare neurodegenerative diseases.

GAO reviewed relevant laws, congressional reports, NIH and FDA documentation, and grant and contract applications
and progress reports. GAO also reviewed relevant data in NIH databases as of November 2025 on the research studies
funded to implement the act. GAO interviewed NIH and FDA officials and a nongeneralizable sample of 21 stakeholders—
including national associations, NIH and FDA grant recipients, drug sponsors, clinic sites, public-private partnership
entities, and a committee of individuals with ALS and caregivers. GAO selected stakeholders to attain variation in
perspectives on ALS research implemented through the act and in organization type involved in clinical research. GAO
also reviewed research relevant to the awarded funding published from January 2019 through September 2025.
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Letter

February 4, 2026

The Honorable Bill Cassidy, M.D.

Chair

The Honorable Bernard Sanders

Ranking Member

Committee on Health, Education, Labor and Pensions
United States Senate

The Honorable Brett Guthrie
Chairman

The Honorable Frank Pallone, Jr.
Ranking Member

Committee on Energy and Commerce
House of Representatives

Amyotrophic lateral sclerosis (ALS)—also known as Lou Gehrig’s disease—is a rare, progressive, and
ultimately fatal neurological disorder affecting nerve cells in the brain and spinal cord that control muscle
movement and breathing. The Centers for Disease Control and Prevention estimates that 5,000 new
individuals, on average, are diagnosed with ALS each year and approximately 34,000 individuals in the United
States were living with ALS in 2025. Similar to other rare diseases, individuals with ALS may experience a
delay in diagnosis. For ALS, it takes between 10 to 16 months on average for a definitive diagnosis after
symptom onset. As a progressive disease, ALS symptoms worsen over time, and individuals with ALS typically
survive 2 to 5 years after diagnosis, though the disease progression can vary and be shorter or longer for
some individuals.

There is no known cure for ALS, and treatment options for the disease are limited. The Food and Drug
Administration (FDA) has approved a few drugs for ALS treatment; however, these provide only limited
benefits for individuals with ALS. In addition, many individuals with ALS are also ineligible to participate in
clinical trials of investigational drugs because of the rapid progression of the disease and delays in diagnosis.!

Through FDA'’s expanded access pathway, physicians or drug sponsors can request authorization from FDA to
make investigational drugs available to individuals with serious or life-threatening conditions, such as ALS,
when enroliment in a clinical trial is not possible.2 For the purposes of this report, we refer to the discrete
programs that FDA allows to provide individuals with investigational drugs under FDA’s expanded access
pathway as expanded access programs. Historically, access to investigational drugs for ALS through
expanded access programs has been limited, according to research articles. Access has been limited in part

1For the purposes of this report, an investigational drug is a drug or biologic used in a clinical trial that is not yet approved or licensed by
FDA for marketing oris being tested in a clinical trial for an unapproved use or new patient population. Biologics are generally derived
from living material, such as the humanbody or a microorganism, and are generally more complex than chemically synthesized d rugs.

2For the purposes of this report, drug sponsors referto individuals, pharmaceutical companies, or other entities that take re sponsibility
for orinitiate a clinical trial.
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due to the additional resources needed to operate an expanded access program, including resources for
monitoring individuals who receive the investigational drugs.3

In December 2021, the Accelerating Access to Critical Therapies for ALS Act (ACT for ALS Act) was enacted
to further research and development of therapies for ALS and other rare neurodegenerative diseases and
increase access to investigational drugs for individuals with ALS.4 The ACT for ALS Act required the creation
of specific programs to award funding that is provided by Congress through the annual appropriations
process.5 The funding—which is awarded by the National Institutes of Health (NIH) and FDA—is provided
through the following programs authorized by the act.6

« Expanded access grants. NIH awards grants to institutions, such as healthcare facilities or academic
institutions, to both conduct research on data collected from individuals with ALS and provide those
individuals access to investigational drugs through expanded access programs (hereafter referred to as
expanded access grants).

o Public-private partnership funding. NIH and FDA contribute funding to establish a public-private
partnership for rare neurodegenerative diseases between NIH, FDA, and one or more other eligible
entities.

« Rare neurodegenerative disease grants. FDA awards grants and contracts for research on ALS and
other rare neurodegenerative diseases to further scientific knowledge about the diseases and to further the
clinical development of therapies.

3For example, see R.S. Bedlack et al., “Accessing Investigational Products Outside of a Trial: Considerations for Neuromuscular
Providers,” Current Treatment Options in Neurology, vol. 23, no. 40 (2021) and Dylan V. Neel et al., “Multicenter expanded access
program for access to investigational products for amyotrophic lateral sclerosis.” Muscle and Nerve, vol. 70 no. 2 (2024).

4Pub. L. No. 117-79, 135 Stat. 1533 (2021). Neurodegenerative disease is an overarching term for a variety of progressive conditions,
including ALS, that affect the neurons of the nervous system, resulting in damage to, and ultimately the death of, those cells. For
example, spinal muscular atrophy is a rare neurodegenerative disease that affects nerves and muscles and is characterized by
progressive muscle weakness. Most rare neurodegenerative diseases do not have an FDA-approved therapy to stop or reverse
disease progression, according to FDA documentation.

Underthe Orphan Drug Act, a “rare disease or condition” is defined as one that affects fewer than 200,000 people in the United States
or affects more than 200,000 and for which there is no reasonable expectation that the cost of developing and marketing the drug will
be recovered from U.S. sales. Pub. L. No. 97-414, 96 Stat. 2049 (1983) (codified in relevant part, as amended, at21 U.S.C. §
360bb(a)(2)).

5Congress appropriated $25 million to NIH to implementthe ACT for ALS Act in fiscal year 2022, and $75 million each year from fiscal
year 2023 through fiscal year 2025. Congress appropriated $5 million to FDA to implement the act each year from fiscal years 2023
through 2025. No funding was directly appropriated to FDA to implement the actin fiscal year 2022, according to FDA officials. See
Consolidated Appropriations Act, 2022, Pub. L. No. 117-103, 136 Stat. 50; 168 Cong. Rec. H2677 (March 9, 2022). Section 4 of the
Consolidated Appropriations Act, 2022 notes that this explanatory statementprinted in the Congressional Record shall be treated as if it
were a joint explanatory statementof a committee of conference. See also Consolidated Appropriations Act, 2023, Pub. L. No. 117-328,
136 Stat. 4459 (2022); H. Comm. on Appropriations, 117th Cong., Explanatory Statement Bk. 2 of 2 (Comm. Print 2023). See also S.
Rep. No. 118-84 at 118 (2023), accompanying the Departments of Labor, Health and Human Services, and Education, and Related
Agencies Appropriations Bill, 2024, that was incorporated as Div. D of the Further Consolidated Appropriations Act, 2024, Pub. L. No.
118-47, 138 Stat. 460; and Full-Year Continuing Appropriations and Extensions Act, 2025, Pub. L. 119-4, 139 Stat. 9 (2025).

6Funding to implementthe ACT for ALS Act represents a portion of total NIH spending on ALS research. For example, NIH officials
stated that, infiscal year 2023, the agency spent $219 million on ALS research, of which $75 million —about one-third of NIH spending
for ALS research—was for implementing the act.
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The ACT for ALS Act also includes a provision for us to report on funding awarded by NIH and FDA and what
is known about the effect of this funding on ALS.7 In this report we describe

the funding NIH and FDA have awarded to implement the ACT for ALS Act;
2. the challenges NIH and FDA identified in awarding funding to implement the ACT for ALS Act; and

3. what is known about the effects of the awarded funding on research or development of therapies for ALS
and other rare neurodegenerative diseases.

For all three objectives, we reviewed relevant laws and reports accompanying congressional appropriations as
well as documentation from NIH and FDA about the programs and funding awarded to implement the ACT for
ALS Act, any challenges encountered by the agencies, and any known effects of the funding. We also
reviewed documentation from the entities that were awarded funding under the programs created by the act,
including grant and contract applications, annual progress reports, and relevant publications. In addition, we
interviewed NIH and FDA officials about the funding awarded, any challenges implementing the act, and the
effect of the funding the agencies awarded.

To describe the funding NIH and FDA awarded, as well as the anticipated effect of the funding, we also
reviewed grant summaries and data from two databases as of November 2025. First, NIH Research Portfolio
Online Reporting Tools Expenditures and Results (NIH RePORTER) contains information about research
projects funded by NIH and FDA, including funding amounts, length of the funding period, the funding recipient,
and research goals. Second, ClinicalTrials.gov, also operated by NIH, contains additional information about
expanded access programs, including those funded by the ALS expanded access grants, such as a description
of the investigational drug and a list of participating clinic sites.8 To assess the reliability of both databases we
reviewed related documentation, interviewed agency officials knowledgeable about the databases, and
compared the information in the databases to other publicly available information. On the basis of these steps,
we found these data sufficiently reliable for the purposes of our reporting objectives.

To identify the potential effect of the funding, we also conducted a literature search for relevant peer-reviewed
research published from January 2019 through October 2024. We conducted a structured search in multiple
electronic databases using various terms related to our objective, including “expanded access” and “ALS” or
“rare neurodegenerative disease,” and searches by grant number and recipient.® Additionally, we identified
relevant articles through publications listed on NIH RePORTER as well as internet searches through
September 2025. We reviewed search results to identify those that met the following criteria: (1) publications
related to the specific grants and contracts awarded by NIH and FDA to implement ACT for ALS Act and (2)
publications about individuals’ access to investigational drugs for ALS or other rare neurodegenerative
diseases through expanded access programs both prior to and after the enactment of the act. As most of the

"The ACT for ALS Act also required FDA to publish a 5-year action plan for ALS and other rare neurodegenerative diseases. While not
required by the act, NIH also prepared a similar document. See Department of Health and Human Services, National Institutes of
Health, Priorities of the NIH Amyotrophic Lateral Sclerosis (ALS) Strategic Planning Working Group (Jan. 17,2023).

8All of the expanded access programs funded by NIH’s expanded access grants are required to be reported to ClinicalTrials.gov.
However, not every expanded access program is required to do so. Furthermore, ClinicalTrials.gov does not contain data on the actual
number of individuals enrolled in an expanded access program.

9A research librarian conducted searches in select ProQuest databases, including Coronavirus Research Database, Global
Newsstream, Health & Medical Collection, PTSDpubs, Publicly Available Content Database, Research Library, SciTech Premium
Collection, and Sociology Collection; select EBSCO databases, including AgeLine and CINAHL with Full Text; Scopus; and the
ProQuest Dialog Healthcare Collection, including Embase and MEDLINE. The librarian also conducted searches by grant number and
grantrecipientin PubMed and Scopus.
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grants and contracts awarded by the agencies are still ongoing, our literature search identified a relatively
small number of articles describing the effects or potential effects.

Lastly, to further identify the potential effects of the funding, we interviewed a nongeneralizable sample of 21
stakeholders.'0 This included representatives from five national ALS and rare disease organizations, six
selected NIH and FDA grant and contract recipients, two drug sponsors with investigational drugs involved in
the expanded access grants awarded by NIH, four selected clinic sites participating in the expanded access
grants, the three public-private partnership entities, and one committee of individuals with ALS and caregivers.
We selected national ALS and rare disease organizations for variation in their perspectives on the ACT for ALS
Act, clinical trials, and expanded access programs. We selected grant and contract recipients for variation in
the institution awarded the grant or contract, investigational drug, contract amount, or study topic. We selected
drug sponsors and clinic sites for variation in their experience participating in clinical trials or expanded access
programs before and after the act was enacted. The information we obtained from these stakeholders cannot
be generalized to all ALS and rare disease organizations, grant and contract recipients, drug sponsors, clinic
sites, or individuals with ALS and caregivers.1"

We conducted this performance audit from July 2024 to December 2025 in accordance with generally
accepted government auditing standards. Those standards require that we plan and perform the audit to obtain
sufficient, appropriate evidence to provide a reasonable basis for our findings and conclusions based on our
audit objectives. We believe that the evidence obtained provides a reasonable basis for our findings and
conclusions based on our audit objectives.

Background

ALS symptoms and disease progression vary by patient, contributing to a limited understanding of the disease
and difficulties with new drug development. Due to the limited options of FDA-approved ALS treatments,
individuals with ALS may seek out investigational drugs for treatment. Individuals may get access to
investigational drugs in a variety of ways, such as through clinical trials or FDA’s expanded access pathway.

ALS Disease and Drug Development

Risk factors for ALS include genetic and environmental factors as well as age. According to the National
Academies 2024 report Living with ALS, there are two main types of ALS—sporadic and familial—with
sporadic ALS accounting for about 90 percent of the cases in individuals without a family history.'2 The report
also notes that 70 percent of those with familial ALS are carriers of gene mutations associated with ALS.
Presentation of symptoms is highly variable—two-thirds of individuals first experience symptoms of muscle

10We interviewed stakeholders from September 2024 through April 2025 using a semi-structured interview protocol. Our protocol did
not ask stakeholders about the effects of policy and administrative changes implemented or proposed after January 2025, such as
grantindirect cost caps and staff reductions.

11"When we report stakeholder comments, we use the term “some” stakeholders to represent more than one stakeholder but less than
25 percent of responses (two through five stakeholders); “several” stakeholders to represent more than 25 percent but less than 50
percentof responses (sixthrough 10 stakeholders); “many” stakeholders to representmore than 50 percent butless than 75 percent of
responses (11 through 15 stakeholders); and “most” stakeholders” to represent more than 75 percent but less than 100 percent of
responses (16 through 20 stakeholders).

12National Academies of Sciences, Engineering, and Medicine, Living with ALS, (Washington, D.C.: The National Academies Press,
2024).
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weakness in limbs and another third experience difficulty speaking or swallowing. For all individuals with ALS,
symptoms continue to progress to other parts of the body until the individual is fully paralyzed. Death occurs by
respiratory failure typically within 2 to 5 years of symptom onset, though about 10 to 20 percent of individuals
may live with ALS for longer than 10 years.

Due in part to the variability of risk factors, symptom presentation, and disease progression, there is limited
understanding of the natural history of the disease or how to prevent or treat ALS.'3 For example, mutations in
at least one of 50 or more genes are associated with both sporadic and familial ALS, contributing to the
challenges of understanding and developing therapies to treat the disease. Furthermore, the lack of clinically
proven, easy-to-measure biomarkers—specific molecular, biochemical, genetic, and imaging characteristics
that can serve as a more accurate indicator of a disease or condition—makes it difficult to rapidly diagnose
ALS and can confound drug development and clinical trials. In addition, the small population of individuals with
ALS can make it challenging to test the safety and efficacy of drugs in clinical trials and also financially
disincentivizes sponsors to develop therapies to treat ALS.4 Thus, developing effective therapies for ALS has
been difficult. As of September 2025, there were three FDA-approved therapies for ALS that moderately slow

disease progression.15

Clinical Trials

When individuals are seeking access to investigational drugs, their first option is to consider whether they can
obtain them through participation in a clinical trial. Clinical trials are a step in the drug development process
through which a drug sponsor assesses the safety and efficacy—or effect—of its investigational drug through
testing in humans. A clinical trial can take place in a variety of settings—such as research hospitals and
clinics—and is led by a principal investigator who is typically a physician.

However, participating in clinical trials may be difficult for individuals with ALS due to the rapid progression of
the disease and the length of time it typically takes to get an ALS diagnosis—anywhere from 10 to 16 months,
on average. Meanwhile, clinical trials involving ALS investigational drugs typically have strict eligibility criteria—
often within 18 months of symptom onset—that can create a narrow window for individuals with ALS to

13The natural history of a disease includes the signs, symptoms, and progression of the disease absent treatment. Natural history
studies follow a group of individuals with a disease over time to see how the disease progresses. These studies can also collect
biospecimens and clinical data to investigate genetic causes of diseases and explore the role of environmental factors in disease
development, among other things.

14As we previously reported, the unique aspects of many rare diseases, including rare neurodegenerative diseases, create scientific
and other challenges to developing drugs to treat them and obtaining approval to market the drugs. For example, because the patient
populationsforrare diseases are relatively small, drug sponsors may face challenges recruiting sufficient numbers of participants for
clinical trials to demonstrate the efficacy of an investigational drug. GAO, Rare Disease Drugs: FDA Has Steps Underway to Strengthen
Coordination of Activities Supporting Drug Development, GAO-25-106774 (Washington, D.C.: Nov. 18, 2024).

15The three drugs approved for ALS treatment are tofersen, edaravone, and riluzole. A fourth drug, Nuedexta, is approved for a
symptom that can occur in ALS, but is not specifically approved for ALS treatment. According to the National Academies report, these
drugs have been shown to have limited clinical benefit or likelihood of clinical benefit. National Academies, Living with ALS, 2024.
Another drug, relyvrio, was voluntarily removed from the market by the manufacturer in April 2024 due to lack of clinical benefit.
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participate (see fig. 1).16 In addition, traveling to the geographic locations where clinical trials are taking place
can be difficult for individuals with ALS as these trials have generally been conducted in academic centers in
urban areas.

Figure 1: Timeline of ALS Diagnosis and Disease Progression with Optimal Clinical Trial Participation
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Source: GAO analysis of literature on ALS; GAO (illustrations). | GAO-26-107691

|

Accessible Data for Figure 1: Timeline of ALS Diagnosis and Disease Progression with Optimal Clinical Trial Participation

« Symptom onset: By the time symptoms become sufficiently evident for a clinical diagnosis of ALS, the
disease has already progressed and caused damage.

« Time to diagnosis: A definitive diagnosis takes, on average, between 10-16 months after symptom onset.

« Clinical trial enrollment window: Many clinical trials limit eligibility to within 18 months from initial symptom
onset, among other criteria.

« Individuals with ALS typically live 2-5 years following diagnosis.
Source: GAO analysis of literature on ALS; GAO (illustrations). | GAO-26-107691

Notes: Therate of progression rate of amyotrophiclateral sclerosis (ALS) and overall survival from the time of diagnosis va ries. Some subtypes of ALS
with more obvious symptoms are able to be diagnosed sooner, and about 10 to 20 percent of individuals wi th ALS survive longer than 10 years—
particularly for those experiencing an onset of symptoms at a younger age.

To start a clinical trial, a sponsor must first submit an investigational new drug application to FDA for review.
This application includes various components, including study protocols that define patient eligibility criteria,

16By the time symptoms are sufficiently evident for a clinical diagnosis of ALS, the disease has progressed and the clinical trial
enrolimentwindow may have passed. One review of 38 ALS clinical trials found that, on average, 60 percent of individuals wit h ALS are
ineligible to participate in clinical trials on the day they are diagnosed. However, the authors estimated thatin a real-world setting itis
likely that closer to 80 to 96 percent of individuals with ALS are ineligible for clinical trials, as most individuals do not enroll in clinical
trials the daythey are diagnosed. Ruben P.A. van Eijk, et al., Refining Eligibility Criteria for Amyotrophic Lateral Scleros is Clinical Trials,
Neurology,Vol.92, no 5 (2019). The National Academies also reported thatdelays in diagnoses among Blackindividuals with ALS can
be more than 50 percentlonger than among White individuals with ALS. National Academies, Living with ALS, 2024. This may
contribute to lower participation in clinical trials among Blacks and other underrepresented populations. For example, one article from
2022—published in collaboration with the Department of Veterans Affairs—noted that while the Centers for Disease Control National
ALS Registry indicates that 83 percent of individuals with ALS in the United States are White, data from clinical trials shows that 95
percent of ALS clinical trial participants are White. Christina N. Fournier, “Considerations for Amyotrophic Lateral Sclerosis (ALS)
Clinical Trial Design,” Neurotherapeutics, vol. 19, no. 4 (2022).
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clinical procedures, and the drug and dosages to be studied.’” In general, clinical trials that involve humans
can begin after FDA has reviewed and allowed the investigational new drug application to proceed and after an
institutional review board—which helps to ensure that humans are informed and protected during clinical
trials—has granted approval.

An investigational drug typically goes through three phases of clinical trials before a sponsor submits a
marketing application to FDA for approval. In some cases when an investigational drug is being tested for a
life-threatening condition, such as ALS, the drug development process may be expedited by going through only
one or two phases of clinical trials before a marketing application is submitted to FDA for approval, according
to FDA officials. The three clinical trial phases are the following.

« Phase 1 clinical trials. These generally examine the safety of the investigational drug in a small number of
healthy volunteers. The goal of this phase is to determine the drugs most frequent side effects and how it
is metabolized and excreted. If the investigational drug does not show unacceptable toxicity in phase 1
clinical trials, it may move on to phase 2.

« Phase 2 clinical trials. These assess the safety and efficacy of the investigational drug on people who
have a certain disease or condition. During this phase, some volunteers receive the investigational drug
and are compared with others in a control group who are not receiving it, to see if the investigational drug
works and is safe.8 If there is evidence that the drug may be effective in phase 2 clinical trials, it may move
on to phase 3.

« Phase 3 clinical trials. These collect more definitive evidence of the safety and efficacy of the
investigational drug in a larger patient population and at different dosages, when being compared to a
control group. Phase 2 and 3 clinical trials can also be designed as a combined trial, which can shorten the
overall timeframe of the clinical trials, reduce the total number of individuals needed to participate, and may
be helpful for rare diseases given the smaller patient population, according to NIH officials. If phase 3
clinical trials are successfully completed, the drug may move on to FDA'’s process to review and approve
the drug to be made available to the public.

FDA's Expanded Access Pathway

Individuals with no comparable treatment options who are not able to participate in clinical trials may potentially
gain access to an investigational drug through FDA'’s expanded access pathway. The purpose of the expanded
access pathway is different than that of clinical trials. Specifically, the expanded access pathway is intended to
provide investigational drugs to individuals with serious or life-threatening diseases who have no other

comparable treatment options, whereas clinical trials are intended to conduct research on investigational drugs
as potential therapies for a disease. FDA’s goals for the expanded access pathway are to facilitate the

availability of investigational drugs when appropriate, ensure safety, and preserve the clinical trial development

process, according to FDA guidance.

Under FDA’s expanded access pathway, a licensed physician or drug sponsor can submit a request on behalf
of an individual or group of individuals to gain access to an investigational drug for treatment outside of a

1721 C.F.R. pt. 312.

18To establish the efficacy of the drug in a clinical trial, participants are often randomly assigned to either the treatment group, which
receives the investigational drug, or a control group, which does not receive the investigational drug. The participants in the control
group may receive a placebo, which is an inactive substance administered in the same way as the drug being tested.
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clinical trial.'® Requests are required to include information about the proposed clinical treatment plan,
including safety monitoring procedures, and may be submitted during or after phase 1, 2, or 3 of a clinical trial
(see fig. 2). To allow a request to proceed, FDA must determine that the individuals involved have a serious or
immediately life-threatening disease or condition, have no other comparable medical options, and that allowing
the request will not interfere with the clinical trials, among other criteria.20 Drug sponsors must also agree to
make their investigational drugs available. An institutional review board must also approve the clinical
treatment plan and review the informed consent form.

Figure 2: Clinical Trial Process and FDA’s Expanded Access Pathway
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FDA’s expanded access pathway

Certain individuals or groups of individuals may be able to obtain access to an
investigational drug at any clinical trial phase when FDA allows a request from a
physician or drug sponsor to provide the investigational drug.

|— NIH expanded access grants

To be eligible for an expanded access grant from NIH, the
investigational drug must have an approved expanded access
request and must have FDA approval to conduct a phase 3 or
a phase 2/32 combined clinical trial.

Source: GAO analysis of FDA and NIH documents; GAO (illustrations). | GAO-26-107691

Notes: Thispresents a simplified example of the process for individuals to access investigational drugs during theclinical trial period. For the purposes
ofthis figure, an investigational drugis adrug orbiologicused in aclinical trial thatisnoty etapproved orlicensed by the Food and Drug Administration
(FDA) for marketing, or is being tested in a clinical trial for an unapproved use or new patient population.

Other types ofinvestigational products, such as medical devicesand some biologics like vaccines, also go through a review process, and submit
different applications to other centers within FDA.

Accordingto National Institutes of Health (NIH) officials, for rare diseases, phase 2 and phase 3 clinical trials are sometimes adapted by the drug
sponsorinto asingle, combined phase 2/3 study design, which may address challenges such as the limited nu mber of individuals with a particular rare
disease. Additionally, for life-threatening conditions the drug development process may also be exp edited by going through only one or two clinical trial
phases before a marketing application is submitted to FDA for approval, according to FDA officials.

®The Accessing Critical Therapies for ALS Act authorizes NIH to award grants to institutions, such as healthcare facilities or academic institutions, to
both conductresearch using data collected from individuals with amyotrophiclateral sclerosis (ALS) and to provide those individuals with access to
investigational drugs throughFDA’s expanded access pathway, referred to as expanded access grants. The act specifiesthat eligible grant applicants
mustbe participatingclinicaltrial sites in a phase 3 clinical trial. However, according to NIH documents, NIH has included phase 2/3 combined trialsinits
definition of phase 3 clinical trials for the purpose of these grants, as clinical trial phases in combined trials are not always distinct.

The physician or drug sponsor submitting the expanded access request is also responsible for monitoring and
reporting to FDA and the drug sponsor any adverse events that occur during treatment, including those for

19The three categories of expanded access requests that can be submitted to FDA by a physician or drug sponsor are: 1) individual
(one patient); 2) intermediate (generally more than one to hundreds of patients); and 3) treatment use (for larger patient populations).
The phase of clinical trial for the investigational drug can affect the type of expanded access request that may be submitted to FDA.

20FDA’s expanded access eligibility requirements are outlined in FDA'’s regulations on Expanded Access to Investigational Drugs for
Treatment Use, 21 C.F.R. pt. 312, subpt. I, §§ 312.300 et seq.
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which there is a reasonable possibility that the drug caused the reaction and those that are not drug-related.
Unlike clinical trials, no information about efficacy is required to be collected through expanded access
programs, as the focus of these programs is on providing individuals with access to investigational drugs and
ensuring their safety.

Cost and limited resources can often be barriers to participating in expanded access programs, including costs
to drug sponsors, clinic sites and physicians, and individuals. For example, a drug sponsor’s capacity to
manufacture an additional supply of the investigational drug may be limited, particularly for complex therapies.
Additionally, the extra resources and physician time required for submitting an expanded access request to
FDA and implementing the clinical treatment plan—including patient visits, drug administration, and safety
monitoring, as well as other administrative tasks—may make participation cost-prohibitive for physicians or
clinic sites.2! Lastly, individuals may be prohibited from participating if treatment expenses are not covered by
their insurance or if travel to the clinic site is needed, particularly if the clinic site is a long distance away.

NIH’s Expanded Access Grants

As authorized under the ACT for ALS Act, NIH awards expanded access grants to institutions to both conduct
research on data collected from individuals with ALS and provide those individuals with access to
investigational drugs through an expanded access program.22 The lead researcher at the institution receiving
the grant—known as the principal investigator—contracts with various other clinic sites to provide access to the
investigational drugs and collect research data from individuals with ALS receiving that access. Specifically,
the clinic sites screen and enroll participants to receive investigational drugs, administer the drug, implement
study protocols, and collect biological samples and data from participants, among other things. Funds from the
expanded access grants can be used to pay for a variety of expenses including paying the drug manufacturer
or sponsor for the direct cost of the drug, the clinic sites for the costs of providing the investigational drug to
participants, and the research institution and principal investigator for conducting the research and analyzing
data.

The expanded access grants are subject to both FDA and NIH requirements. In order to receive an expanded
access grant, applicants must first submit an expanded access request to FDA to allow access to the
investigational drug. Applicants must also meet the grant eligibility requirements as defined by the act and
NIH’s requirements for data and research quality, which are more typical of what is required for clinical trials.23
NIH requires grant recipients to establish a data safety monitoring board—an independent group of experts—to
review data quality and ensure the treatment and research plans are followed. NIH also requires grant
recipients to have data management and statistical analysis plans describing how data will be collected and
analyzed, and NIH may review and approve research and data plans and any proposed changes. Additionally,

21Unlike in clinical trials, drug sponsors usually do not fund the resources needed to participate in an expanded access program, such
as extra resources for safety monitoring and the physician’s time to see the patients and complete the necessary paperwork. One
article estimated it cost a clinic site about $10,000 a yearto provide an ALS patientwith an investigational drug under FDA’s expanded
access pathway. R.S. Bedlack et al., “Accessing Investigational Products Outside of a Trial: Considerations for Neuromuscular
Providers,” Current Treatment Options in Neurology, vol. 23, no. 40 (2021).

22For the purposes of this report, we use the term expanded access grant to both refer to the grants overall and to the expanded
access programs funded by each grant.

23To be eligible for an expanded access grant, the applicant must be a clinical trial site(s) participating in a phase 3 clinical trial for an
ALS investigational product that is sponsored by a U.S.-based small business. Pub. L. No. 117-79, § 2(e), 135 Stat. at 1534.
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the grant applicants must describe how the data they collect will be used to support ALS research or
development of therapies.

Most NIH and FDA Funding to Implement the ACT for ALS Act
Supported ALS Research and Access to ALS Investigational Drugs

NIH and FDA awarded about $276 million to implement the ACT for ALS Act from fiscal years 2022 through
2025. Of those funds, NIH awarded about 45 percent for expanded access grants, NIH and FDA awarded
about 45 percent for the public-private partnership, and FDA awarded about 10 percent for grants and
contracts for research related to ALS and other rare neurodegenerative diseases.

NIH Funding for Research and Access to ALS Investigational Drugs

NIH awarded about $125 million through five expanded access grants to support research on and access to
ALS investigational drugs from fiscal years 2022 through 2025, according to NIH documents (see table 1).

Table 1: Summary of Expanded Access Grants Awarded by the National Institutes of Health (NIH) Fiscal Years (FY) 2022
through 2025 (in millions), as of September 2025

ALS investigational drugs that are subjects of the FY22 FY23 FY24 FY25
expanded access grants

Trehalose $18.12 na na na
CNM-Au8 na $11.2 $11.6 $11.6
Pridopidine na $10.1 $9.8 $7.9
RAPA-501 na $11.2 $11.7 $10.1
Ibudilast na na $6.1 $5.7
TOTAL $18.1 $32.5 $39.2 $354

Source: GAO analysis of information from NIH interviews, documents, and NIH RePORTER, as of September 2025. | GAO-26-107691

Notes: The Accelerating Access to Critical Therapies for ALS Act authorizes NIH to award grants, referred to as expanded access grants, until
September 30, 2026. Expanded access grants are awarded to provide individuals with amyotrophic lateral sclerosis ( ALS) access to investigational
drugs outside of aclinical trialand to conductresearch using data collected from participants. Grants awarded before this date will be allowed to
continue untilthe project end date, according to NIH documentation. Funding formulti-year grant awards in future years will be contingent on future
appropriations from Congress as well as the grantrecipients’ successful demonstration of progress, continued evidence of safety, and other eligibility
requirements. Totals may not add up due to rounding.

¥NIH awarded the expanded access grant for trehalose in alump sum, with theexpectation that these fundswould be spentover the course of 3 years.
NIH later approved a 1-year, no-cost extension to allow for additional analysis to be conducted.

In total, approximately 750 individuals with ALS are expected to receive investigational drugs through the five
expanded access grants that have been awarded from fiscal years 2022 through 2025.24 Between 32 and 203

24The enroliment and treatment periods are different for each expanded access grant; see appendix | for the enroliment dates and
status for each grant. For one of these expanded access grants (frehalose), the study ended early because of a lack of efficacy and
early signs of possible safety issues identified in a related phase 2/3 combined clinical trial. As of February 2024, a total of 70
individuals with ALS had begun treatmentin various stages. Provision of the investigational drug was discontinued March 2024 ,and the
final participant visit was completed April 2024. As a result, a full regimen of the investigational drug was not provided to all of the
enrolled participants.

NIH officials stated that NIH is also open to awarding more funding to existing expanded access grant recipients to further increase the
number of participant slots, but discussions on this have been complicated by various funding uncertainties.
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participants were enrolled for each expanded access grant at various clinic sites, as of August 2025. The
average length of time from the notice that an expanded access grant was awarded to enrollment of the first
participant was 213 days across all grants.25 In total, 46 unique clinic sites were prepared to enroll participants
across the United States for the five expanded access grants, as of August 2025.26 This includes clinic sites in
25 states, Washington D.C., and Puerto Rico, and a remote option with participants from all 50 states,
according to grant documentation (see fig. 3).

Figure 3: Map of Clinic Sites Associated with the Expanded Access Grants, as of August 2025

Unique clinic sites

jo [ ]t |
Source: GAO analysis of data from the National Institutes of Health (NIH) and ClinicalTrials.gov; map resources (map). | GAO-26-107691

25The average length of time between application submission and award was 146 days.

26The five expanded access grant recipients had between three and 32 clinic sites as of August 2025, with several of these clinic sites
providing investigational drugs for more than one expanded access grant. We counted the one virtual option as one clinic site. The
expanded access grantrecipientfor ibudilast—the mostrecently awarded grant—began enrolling participants in March 2025, according
to NIH. As of August 2025, it had three clinic sites, and expected to have five additional clinic sites prepared to enroll participants by
September 2025 and up to 20 clinic sites by the end of its second year.
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|
Accessible Data for Figure 3: Map of Clinic Sites Associated with the Expanded Access Grants, as of August 2025
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Source: GAO analysis of data from the National Institutes of Health (NIH) and ClinicalTrials.gov; map resources (map). | GAO-26-107691

Note: This map includesthe 46 unique clinic sites thatwere prepared to enrollindividuals with amyotrophiclateral sclerosis (ALS) forthe five expanded
access grantsas of August 2025. A clinic site may have been included in more than one expanded acces s grant. Some ofthe clinicsitesincluded in this
figure may have been prepared to enroll participants but ultimately may not have enrolled anyone at their location. Expanded access grants were
awarded by NIH to institutions to provide individuals with ALS access to investigational drugs outside of a clinical trial and to conduct re search using
data collected from participants.

Oneexpanded access grantincludes a virtual participationoption, allowing individuals from all 50 states to enroll, according to grantdocuments. Forthe
purpose of this map, we counted this virtual option as one clinic site based in lllinois, as itis documented in ClinicalTrials.gov.

In addition to research goals related to collecting and evaluating data on the safety and potential effects of the
investigational drugs that are subjects of the expanded access grants, each grant recipient had additional
research goals. Additional research goals described in the grant documentation for the awarded grants include
the following.
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« Using various methods, including using artificial intelligence, to predict participants’ expected disease
progression so that it can be compared to the actual rate of progression measured while taking the
investigational drug.

« Studying the association between genes and clinical outcomes—such as using gene sequencing to define
the genetic profiles of individuals who respond better to the investigational drug.

« Exploring methods to improve participant recruitment and participation—such as fully remote participation
through a virtual clinic and adapting clinical research infrastructure to allow for electronic consent and
virtual evaluations.

As of August 2025, none of the investigational drugs involved in the expanded access grants had been
approved for marketing by FDA to treat ALS. One investigational drug, trehalose, completed clinical trials in
August 2023 and found no evidence of effect, according to ClinicalTrials.gov and published results.2” As of
August 2025, the other investigational drugs were in various stages of completing phase 2/3 combined trials,
ongoing phase 3 trials, or planning subsequent phase 3 trials, according to ClinicalTrials.gov and publicly
available documents from the drug sponsors.

See appendix | for more detailed information about the expanded access grants awarded by NIH.

NIH and FDA Funding for Research Coordination Through the Public-Private
Partnership

NIH and FDA awarded about $124 million to the public-private partnership for coordination on rare
neurodegenerative disease research from fiscal years 2022 through 2025. According to agency officials, the
amount of funding planned to be awarded for fiscal years 2026 through 2027 is dependent upon

appropriations.

Public-Private Partnership Entities

Access for Allin Amyotrophic Lateral Sclerosis Consortium (ALS Consortium), established
in 2023, is run jointly by two clinical coordinating centers: Massachusetts General Hospital in
Boston (East—with about 15 clinical sites) and Barrow Neurological Institute in Phoenix (West—
with about 19 clinical sites). The National Institutes of Health and members (including patient
advisory committees) play arole.

Accelerating Medicines Partnership for Amyotrophic Lateral Sclerosis (Accelerating
Medicines Partnership) was launched in May 2024 as a 5-year projectunderthe Foundation for
the National Institutes of Health, a non -profit entity established by Congress in 1990 and that
convenes public private partnerships between NIH, academia, industry, and patient advocacy
groups.

The Critical Path for Rare Neurodegenerative Diseases, established in September 2022, is
managed by the Critical Path Institute (Critical Path), a non-profit entity that has previously worked
with the Food and Drug Administration (FDA) on other public-private partnerships. Members
(including patient advisory committees and industry) also provide input.

Source: GAO analysis of information from stakeholder groups and agency documents. | GAO-26-107691

The public-private partnership includes components led by three separate entities that have separate but
interrelated goals, which they coordinate to implement. For example, each entity provides early input on the
other entities’ goals and shares data and information across efforts. NIH and FDA awarded funds separately to

27THEALEY ALS Platform Trial; HEALEY ALS Platform Trial Study Group, “Safety and Efficacy of Trehalose in Amyotrophic Lateral
Sclerosis (HEALEY ALS Platform Trial): An Adaptive, Phase 2/3, Double-Blind, Randomised, Placebo-Controlled Trial,” Lancet
Neurology, vol. 24, no.6 (2025) 500-511.
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each component and most of the funding has been focused on ALS. The goals of each of the three public-
private partnership entities are provided below.

o Access for All in ALS Consortium (ALS Consortium). This entity’s goal is to establish the infrastructure
needed to collect a wide range of data and biological samples via two large natural history studies,
including from individuals with ALS, individuals at genetic risk for ALS who have not developed the
disease, and control groups.28 To encourage a more inclusive population of participants, the studies
include an option for remote enrollment and monitoring. NIH awarded the ALS Consortium $36.4 million in
fiscal year 2023, $30.1 million in fiscal year 2024, and $34.6 million in fiscal year 2025 to conduct the
natural history studies. As of November 2025, 1,123 participants were enrolled in the two large natural
history studies at 33 research sites in 25 states, Washington, D.C.; and Puerto Rico.

« Accelerating Medicines Partnership for Amyotrophic Lateral Sclerosis (Accelerating Medicines
Partnership).2° This entity’s goal is to establish a comprehensive strategy to expedite the development of
effective new ALS therapies. Accelerating Medicines Partnership seeks to achieve this through several
activities, including 1) establishing and managing the ALS knowledge portal, which became publicly
available in August 2025;30 and 2) molecular analyses of biological samples and clinical research—from
the ALS Consortium and other research—to support early diagnosis and treatment assessment, such as by
identifying and validating new biomarkers. Most direct funding for Accelerating Medicines Partnership is
expected to come from the private sector through the Foundation for the National Institutes of Health. As of
August 2025, officials with Accelerating Medicines Partnership told us that $20.9 million had been raised
from the private sector to support the goals of this entity. In addition, $6.1 million of the grant funding NIH
awarded to the ALS Consortium from fiscal years 2023 through 2025 will be used to support functions in
the ALS knowledge portal, according to NIH officials.

« Critical Path for Rare Neurodegenerative Diseases (Critical Path). This entity’s goal is to identify gaps
and tools to help therapies for ALS and other rare neurodegenerative diseases receive FDA regulatory
approval, according to documents and stakeholders. For example, Critical Path is conducting an analysis
of current ALS clinical outcome assessments—measures that providers use to describe or reflect how an
individual with ALS feels, functions, or survives—to determine gaps and recommendations for
improvement. Additionally, Critical Path is curating existing ALS datasets to be added to the knowledge
portal.3* NIH awarded Critical Path $4 million in fiscal year 2022, $5 million in fiscal year 2023, $4 million in

fiscal year 2024, and $2.3 million in fiscal year 2025.32 FDA officials told us they awarded Critical Path $1.5

28Natural history studies follow a group of individuals with a disease over time to see how the disease progresses.

This entity is often referred to as “ALL ALS” in public documents and websites.

29This entity is often referred to as “AMP®ALS” in public documents and websites.

30The ALS knowledge portal is a centralized, public repository for researchers to use clinical and molecular data from the ALS
Consortium and other research, such as that coming from the expanded access grants. According to grant documents, expanded
access grantrecipients are required to share de-identified data with NIH within an agreed upon timeframe, including when study results
are ready for publication.

31We previously reported on the Critical Path Institute’s Rare Disease Cures Accelerator-Data and Analytics Platform, which was
initiated priorto the ACT for ALS Act in 2019. See GAO-25-106774. This platform is an effortto provide a centralized and standardized
infrastructure to promote the collection and sharing of rare disease data. This platform isincludedin Critical Path ’s data curation efforts
underthe public-private partnership created by the act. According to a stakeholderand FDA officials, data curation efforts fundedby the
public-private partnership are focused on ALS while efforts to add other rare disease data to the analytics platforms are funded by other
Critical Path Institute efforts.

32NIH officials told us NIH provided funds via an Intra-Departmental Delegation of Authority with FDA to support the FDA’s cooperative
agreement with Critical Path.
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million in fiscal year 2022, $0.9 million in fiscal year 2023, $1.9 million in fiscal year 2024, and $2.8 million
in fiscal year 2025.

FDA Funding for Rare Neurodegenerative Disease Research Priorities

FDA awarded $27 million for rare neurodegenerative disease research to institutions under its Rare
Neurodegenerative Disease Grant Program from fiscal year 2022 through fiscal year 2025.

To determine what types of studies to award funding under the Rare Neurodegenerative Disease Grant
Program, FDA conducted a gap analysis in February 2022 to identify the areas of largest need.33 FDA’s
analysis identified four priority areas.

o Comparability studies for the development and adaptation of clinical outcome assessments that can be
used remotely to decrease travel burden for patients and their caregivers and increase clinical trial
efficiencies.

» Natural history studies, especially with predefined genetic subsets providing subjects have consented.

« Tools to enhance development and regulatory review of devices with brain-computer interfaces, which are
devices that can be implanted or attached on the surface of the head that communicate with the brain and
transmit signals to restore lost motor and sensory capabilities as well as communication.

« Invitro diagnostic tests, which are tests conducted in a laboratory setting versus in the body of a patient.
These can include tests to identify biomarkers. For example, while some biomarkers can be used to
diagnose or monitor a disease, others can be used to measure or predict the effect of a treatment.

The grants and contracts awarded by FDA under the Rare Neurodegenerative Disease Grant Program were
for studies that generally aligned with the four priority areas identified in FDA’s gap analysis, according to our
analysis. In total, FDA awarded 12 grants and two contracts under the Rare Neurodegenerative Disease Grant
Program from fiscal year 2022 through 2025 for research for ALS and five other rare neurodegenerative
diseases (see table 2). Most grants were awarded for a 4-year grant period.

______________________________________________________________________________________________________________________|
Table 2: Summary of Grants and Contracts Awarded by Food and Drug Administration (FDA) from Fiscal Years (FY) 2022
through 2025 (in millions), as of December 2025

Type of Study & Rare Neurodegenerative Disease FY22 FY23 FY24 FY25
Amyotrophic Lateral Sclerosis (ALS) Functional Scale-Revised Clinical ~ $1.9 $0 $0.2 na
Outcome Assessment Remote Comparability Study — ALS

Landscape Analysis of Brain-Computer Interface — ALS $0.3 na na na
Natural history — ALS $1.6 $14 $1.5 $3.0
Natural history — Ataxia-telangiectasia $1.6 na na na
Natural history — Myotonic dystrophy type-1 $0.4 na $0.4 $0.4
Biomarker — ALS na $1.6 na na
Biomarker — ALS na $04 $04 $04
Biomarker and natural history — Familial ALS and ultra-rare neuron na $0.4 $0.4 $04
diseases

33The priorities identified in FDA’s gap analysis align with some of the research priorities identified in the National Academies report.
See National Academies, Living with ALS. 2024, recommendation 5-2.
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Type of Study & Rare Neurodegenerative Disease FY22 FY23 FY24 FY25
Biomarker — Myotonic dystrophy na $04 $04 $04
Biomarker — Niemann-Pick type C na $04 $04 $04
Literature review and Interviews for Brain-computer interfaces — ALS na $0.2 $0.3 na
Clinical trial — Familial Dysautonomia? na $04 $0.3 $04
Biomarker — Cerebral Autosomal Dominant Arteriopathy with subcortical na na $1.3 $1.2
Infarcts and Leukoencephalopathy (CADASIL)

Clinical trial — Ataxia-telangiectasia na na na $3.6
TOTAL $5.8 $5.1 $5.5 $10.1

Source: GAO analysis of FDA interviews and documents, as of December 2025. | GAO-26-107691

Notes: The Accelerating Accessto Critical Therapiesfor ALS Act authorizes FDA to award grantsand contracts through the Rar e Neurodegenerative
Disease Grant Program, through September 30, 2026. Grants awarded before this date will be allowed to continue until the projectend date, according
to FDAdocumentation. Totals may notadd up dueto rounding. Totals include $1.7 million from NIH and additional funding from another FDA grant
programinfiscalyear 2022. Funding for multi-yeargrant awardsin future years will be contingent on future ap propriations from Congress, among other
things.

A clinical outcome assessmentis a measure used to assessthe impact of treatments or interventions on patients, generally made by a provider or
clinician. Brain-computer interfaces are devices that can be implanted or attached on the surface of the head that communicate with the brain and
transmit signals to restore lost motor and sensory capabilities as well as communication . Natural history studies are a type of observational study that
track the course of a disease over time. Biomarkers—biological molecules in blood or tissue that are a sign of the disease or condition—help
researchers understand disease risk factors.

#This grantwas co-funded with another FDA grant program, including $78,435 in fiscal year 2023. The ongoing clinical trial this grant supports is testing
a new formulation of a previously FDA-approved drug.

See appendix Il for more detailed information about the grants and contracts FDA awarded through the Rare
Neurodegenerative Disease Grant Program.

NIH and FDA Identified Challenges Stemming from Funding Timing and
Requirements and Took Actions to Address Challenges Within Their
Control

NIH and FDA identified some challenges to implementing the ACT for ALS Act, particularly during the initial
year after the act’s enactment in fiscal year 2022. Both agencies took actions within their control to address

challenges in that initial year and to prevent issues in subsequent years. However, NIH and FDA officials
stated that other aspects of these challenges are outside the agencies’ control.

Shortened Timeframes for Agencies to Award Funding

According to agency officials, shortened timeframes, particularly in fiscal year 2022, made it difficult for both
NIH and FDA to award funding using the agencies’ standard timeframes and processes.

NIH. NIH stated that it did not have enough time in fiscal year 2022 to award grant funding using its standard
timeframes and processes because of the timing of appropriations to implement the ACT for ALS Act. This

contributed to expired appropriations that year, according to agency officials.

« The Consolidated Appropriations Act, 2022, was enacted on March 15, 2022, and NIH published the
request for grant applications May 12, 2022. The time between NIH publishing the request for grant
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applications and the application deadline was 36 days in fiscal year 2022, about one-third the length of the
application period for fiscal years 2023 and 2024.

« The shorter timeframe in fiscal year 2022 may have contributed to the small number of applicants, NIH
officials said. That year, NIH received only one application that ultimately met requirements for funding and
awarded 3 years’ funding to the recipient in that 1 year as a result, according to NIH officials.34

« NIH officials also reported that $1.16 million of fiscal year 2022 funds expired because the agency was
unable to award them in time, due in part to the timing of appropriations.

NIH officials said the agency has taken several steps to help address this challenge if it arises in the future and
to help ensure that the agency is able to use all appropriations it receives. However, NIH officials said it is
important to note that the agency has no control over the timing of appropriations.

« NIH officials noted they now publish the request for applications each year prior to receiving appropriations.
This ensures sufficient time for applicants to prepare applications and NIH to review applications and make
awards before the end of the fiscal year.

« NIH officials noted that the agency has prepared for the possibility that it may not receive enough
expanded access grant applications that meet grant eligibility and review requirements for the agency to
use all appropriated funds each year.35 In these cases, the agency determined that it may apply remaining
appropriations to the public-private partnership.36

In addition to steps taken by NIH, in fiscal years 2023 and 2024, explanatory statements accompanying NIH’s
appropriations stated that any appropriations remaining after NIH has awarded the expanded access grants
may be used to fund the public-private partnership.3”

FDA. For the reasons explained above, FDA also did not have enough time in fiscal year 2022 to use its
standard grant process to award funding to implement the ACT for ALS Act, according to agency officials. To
address this, FDA selected grant recipients from a pool of eligible applicants for an existing request for
applications under a different grant program for studies of rare diseases.38 FDA officials said that using the
existing applicant pool and grant review panel was more efficient than beginning a new full grant cycle that

34NIH officials told us that one of the reasons they awarded this funding in a lump sum—before the funds expired—was because
anothergrant applicantbecame ineligible for the expanded access grantwhen the investigational drug that was the subject of the grant
was approved for marketing by FDA. NIH later approved a 1-year, no-cost extension to allow for additional analysis to be conducted.

35Eligibility for the expanded access grants is determined by eligibility requirements set forth in the act. NIH uses established grant
review processes involving peer review panels to assess applicants against review criteria included in the request for applications.
Applications that are deemed meritorious—scientifically rigorous and important—are then reviewed by NIH leadership and funding
decisions are made based on available funds.

36Additionally, in fiscal year 2022, according to NIH officials, NIH transferred $1.7 million of its appropriation to FDA for ALS research
under the Rare Neurodegenerative Disease Grant Program. NIH officials said that they transferred these funds to FDA to reduce the
amount of funding that would expire because they were unable to award it.

37See H. Comm. on Appropriations, 117th Cong., Pub. L. No. 117-328 Explanatory Statement Bk. 2 of 2 (Comm. Print 2023) at 1934-
1935 accompanying the Consolidated Appropriations Act,2023, Pub. L. No. 117-328,136 Stat. 4459 (2022); S. Rep. No. 118-84,at 118
(2023), accompanying the Departments of Labor, Health and Human Services, and Education, and Related Agencies Appropriations
Bill, 2024 that was incorporated as Div. D of the Further Consolidated Appropriations Act, 2024, Pub. L. No. 118-47, 138 Stat. 460
(2024).

38The Orphan Products Grants Program awards grants to clinical investigators to support the development of safe and effective
medical products (drugs, biologics, medical devices, and foods for medical purposes) for patients with rare diseases or conditions,
some of which are rare neurodegenerative diseases, including ALS.
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year. During subsequent years, FDA officials said they were able to write and post new requests for
applications specifically for the Rare Neurodegenerative Disease Grant Program.

In addition, FDA officials said they used an existing blanket purchase agreement to award two contracts for
rare neurodegenerative disease research during fiscal year 2022 because of the shortened time frames.
According to officials, this type of agreement allowed the agency to efficiently identify and select contract
recipients from among vetted, pre-approved entities interested in performing defined research.39

Availability of Appropriations for FDA to Implement the Act

FDA officials noted several challenges with the availability of appropriations for the Rare Neurodegenerative
Disease Grant Program and took steps to address each one.

« No funding was directly appropriated to FDA for the Rare Neurodegenerative Disease Grant Program in
fiscal year 2022, according to HHS budget documents and FDA officials. Instead, FDA officials said they
were directed by a letter from Congress to use a $2.5 million increase in agency funding for another grant
program related to rare diseases to fund grants under the Rare Neurodegenerative Disease Grant Program
for fiscal year 2022. Additionally, according to FDA officials, NIH transferred funds initially appropriated to
that agency to FDA to fund grants under the Rare Neurodegenerative Disease Grant Program for fiscal
year 2022.

o FDA received appropriations for the Rare Neurodegenerative Disease Grant Program starting in fiscal year
2023. However, agency officials said the appropriations did not include funds for staff, infrastructure, and
administrative costs to operate the program. FDA officials told us they absorbed the additional work for the
FDA Rare Neurodegenerative Disease Grant Program by using existing staff assigned to administer the
Orphan Products Grants Program.4 They noted it was challenging for agency staff to administer a new
grant program without infrastructure funds and an already heavy workload.

FDA was also not directly appropriated funds to support the public-private partnership from fiscal years 2022
through 2025, according to FDA officials. To address this, FDA reprioritized some funds from their existing
budget and received transferred funds from NIH to support FDA’s contribution to the partnership, according to
agency officials. FDA officials said that NIH funds initially made up about 80 percent of the annual funding the
agencies have contributed to the Critical Path’s efforts under the partnership, but FDA has worked to increase
the agency’s contribution. During fiscal year 2025, FDA'’s contribution to Critical Path’s partnership efforts was
nearly equal to that of NIH.

The lack of direct funding for FDA, and reliance on NIH funds to support the partnership has limited FDA’s
ability to direct the Critical Path to pursue broader rare neurodegenerative disease priorities beyond ALS,
officials told us. FDA officials also said that the use of appropriations transferred from NIH are limited to ALS-
related activities. FDA officials stated that the agency has communicated with Congress about the need for the

39An agency may place orders under a blanket purchase agreement to fill anticipated needs for products and services by allowing
agencies to establish charge accounts with qualified vendors. 48 C.F.R. § 8.405-3.

40In contrast, NIH used $4.5 million of its appropriations to administer funds it awarded to implement the act—including both the
expanded access grants and the public-private partnership—from fiscal years 2022 through 2025. Of this amount, NIH used $0 in fiscal
year 2022, %1 millioninfiscal year2023,$1.7 millionin fiscal year2024 ,and $1.7 million in fiscal year 2025. Total s may not add up due
to rounding.

Page 18 GAO-26-107691 Rare Diseases Research



Letter

agency to receive funding directly to contribute to the partnership and meet the requirements of the ACT for
ALS Act.

Eligibility Requirements for Expanded Access Grants

NIH has faced some challenges awarding grants because of the eligibility requirements for grant applicants,
according to NIH officials.

« To be eligible for expanded access grants, the ACT for ALS Act requires that the investigational drug under
study be in a phase 3 clinical trial.4* NIH has considered this requirement to include both phase 2/3
combined trials and planned phase 3 clinical trials that are not yet enrolling participants, because clinical
trial phasing is not always distinct, according to agency documentation. Agency officials stated that without
using their interpretation of the phase 3 clinical trial requirement, NIH would not have had eligible
applications to fund each year.42

« The act also requires the sponsors of the investigational drugs included in the expanded access grants to
be U.S.-based small businesses, which agency officials said also limits the number of eligible applicants.

« Because of these eligibility requirements, the pool of potential candidates for the grants is limited, NIH
officials said, and the agency receives a small number of applications each fiscal year. Officials also said
that it is possible that the small number of potentially eligible entities could result in NIH receiving no
applications for the grants in the future.43

To help address this challenge, NIH officials said that the agency has conducted extensive efforts to ensure all
eligible and interested entities know about and have the opportunity to apply for expanded access grants.
These outreach efforts included market research to identify potential candidates, outreach to potentially eligible
entities, and webinars available on demand to answer questions about applying for the expanded access
grants. Officials said they hope the continued availability of funding for the expanded access grants will
promote further interest and encourage drug sponsors to move potential therapies through the clinical trial
process to become eligible.

Review Requirements for Expanded Access Grant Applications

Current review requirements for initial funding of the expanded access grants under the ACT for ALS Act do
not include a requirement that NIH assess the potential efficacy of the investigational drug, according to NIH

41Specifically, the act requires grant applicants to be a clinical trial site(s) participating in a phase 3 clinical trial for an ALS
investigational product. Pub. L. No. 117-79, § 2(e), 135 Stat. at 1534.

42Representatives from one stakeholder organization expressed concern with NIH’s interpretation of this requirement. They said that
the intention of the ACT for ALS Act was to fund only expanded access grants for investigational products that were already in phase 3
clinical trials.

43In fiscal year 2025, NIH received one grant application that was deemed ineligible because FDA had not yet allowed the
investigational drug understudy in the application to proceed with the clinical trial by the time the funding was to be awar ded, according
to NIH officials.
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officials.44 Agency officials said this could result in continued funding for—and participant exposure to—
investigational drugs that may not be effective or that are not moving towards FDA approval if a grant recipient
were to apply for a grant renewal in future funding cycles.

NIH officials are taking steps to address this concern.

« According to NIH officials, the agency plans to evaluate applicants seeking renewed funding for expanded
access grants in future, multi-year funding cycles for progress made in the last funding period. Progress
could include progress toward the goal of FDA approval, according to NIH officials.

« They added that the request for applications for fiscal year 2026 will specify whether evaluation of renewal
applications will include a review of progress in clinical trials intended to support FDA approval of the
investigational drug.

Stakeholders and Literature Indicated Potential Benefits of NIH and
FDA Funding for Ongoing Research and ALS Investigational Drugs

It is too early to assess the full effects of the funding awarded by NIH and FDA to implement the ACT for ALS
Act, as most of the research is still underway. Accordingly, our literature search identified only a small number
of articles describing the effects or potential effects of the funding. Most of the 21 stakeholders we interviewed
identified current or anticipated benefits of the funding awarded by NIH for the expanded access grants, by NIH
and FDA to support the public-private partnership, and by FDA for research on ALS and other rare
neurodegenerative diseases.

44NIH officials told us that, under the agency’s current review criteria for determining what grant applications to fund, NIH does not
review the efficacy of the investigational drug at any part of the review process. According to officials, this was a deliberate decision
because the ACT for ALS Act does notrequire grantapplicants to demonstrate efficacy. Furthermore,itwas unclearwhether NIH would
have had any grants to fund if the review process included a review of efficacy. Determining the efficacy of an investigational drug is
FDA'’s responsibility during its review of new drug applications, under the Federal Food, Drug, and Cosmetic Act (21 U.S.C. §§ 301-
392).

Page 20 GAO-26-107691 Rare Diseases Research



Letter

Current and Potential Benefits of NIH Funding for Research and Access to ALS
Investigational Drugs

Four Clinic Sites’ Experiences of NIH Grants

We interviewed representatives from four clinic sites that provided investigational drugs to
individuals with amyotrophiclateral sclerosis (ALS) through one or more grants awarded by the
National Institutes of Health (NIH) about theirexperiences under th e grants. These included the
following.

o Representativesfromall fourclinicsites valued having an option foran investigational drug to
offer individuals with ALS who were not able to participate in clinical trials.

¢ No representatives saw theirclinic’s participationinthe NIH grants as overy burdensome, and
three stated it was similarto what the clinic sites were doing to participate in clinical research.
Three ofthe clinicsites already had the staff to participate in clinicalresearch, andone added
staff to participate in the NIH grants.

¢ Representativesfromall sites noted thevalue ofthe level of funding fromtheNIH grants, and
two clinic sites stated that funding was important to their ability to participate.

o Representativesfromthree clinicsites noted they had invested resourcesto participatein one
ofthe NIH grants butwere not able to provide investigational drugs to any individuals with ALS
under that grant because enrollment slots had filled up at other clinic sites first.

Source: GAO analysis of interviews with clinic sites. | GAO-26-107691

As of November 2025, recipients of all five of the NIH expanded access grants were still conducting research
or data analysis related to investigational drugs provided to individuals with ALS, according to NIH documents
and officials. As such, findings were not yet available to examine for potential effects for all of the expanded
access grants. Our literature search identified one article describing the known effects of the funding for
expanded access grants that was published in August 2025. As a result, we describe the current and
anticipated benefits identified by many of the stakeholders we interviewed and our analysis of ClinicalTrials.gov
data, supplemented by articles on expanded access programs not funded by the expanded access grants and
the one article describing the results from the first expanded access grant.4s These benefits are as follows.

Increased number and geographic diversity of clinic sites providing access to investigational drugs.
Several stakeholders stated the expanded access grants have increased the number and geographic diversity
of clinic sites where individuals with ALS could receive access to an investigational drug. Additional clinic sites,
including in places which did not previously have clinic sites for ALS research, may allow for greater
geographic diversity in the individuals with ALS who are able to access investigational drugs. Prior to the
expanded access grants, expanded access programs were generally limited to a few clinic sites, according to
some stakeholders. In contrast, stakeholders noted each expanded access grant has multiple sites, including
clinic sites in geographic areas that previously had limited or no access to investigational products or expanded
access programs.

Our analysis of the literature and data on expanded access programs in ClinicalTrials.gov supports stakeholder
comments that the expanded access grants have likely increased the number of sites and the geographic

45\We spoke with a total of 21 stakeholders, including representatives of national ALS and rare disease organizations, selected NIH and
FDA grant and contract recipients, drug sponsors involved with the expanded access grants, selected clinic sites participating in the
expanded access grants, the three public-private partnership entities, and one committee of individuals with ALS and caregivers. We
use the term “some” stakeholders to represent comments by two through five stakeholders; “several” stakeholders to represent six
through 10 stakeholders; “many” stakeholders to represent 11 through 15 stakeholders; and “most” stakeholders to represent 16
through 20 stakeholders.
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diversity of where individuals with ALS can receive access to investigational drugs.46 For example, data from
ClinicalTrials.gov and literature on expanded access programs show that the expanded access grants have
added clinic sites in less populated states, such as ldaho and lowa, which otherwise would not have any clinic
sites participating in expanded access programs. Additionally, the August 2025 article for the trehalose
expanded access grant stated that clinic sites expressed much higher interest in participating in the expanded
access grant than with previous expanded access programs offered to a similar group of clinic sites.4”

Some stakeholders also stated that more clinic sites are ready to participate in ALS clinical research as a result
of the expanded access grants. This may in turn further increase access in the future to investigational drugs
for individuals with ALS. For example, some stakeholders noted that participating in an expanded access grant
could increase the chance of that clinic site being selected by a drug sponsor as a clinical trial location in the
future.

46Not all expanded access programs are required to be listed in ClinicalTrials.gov, and only some expanded access programs are
described in the literature. Therefore, there may be expanded access programs thatwere not captured in our analysis. Additionally, we
excluded instances of a single individual receiving access to an in vestigational drug from our analysis because these instances are not
reported in ClinicalTrials.gov and are less comparable to the expanded access grants, which must provide access through an
intermediate expanded access program. See appendix lll for the literature used in this analysis, which describes the experience of
certain expanded access programs for ALS that were not funded by an expanded access grant.

Some expanded access programs notfunded by the grants also added clinic sites after the ACT for ALS Act was enacted, including in
states that did not previously have any clinic sites before the act was enacted. See appendix lll for a table of expanded access grant
and expanded access program clinic sites, by state.

47Brooke Krivickas et al., “Multicenter Expanded Access Protocol for Research Through Access to Trehalose in People With
Amyotrophic Lateral Sclerosis,” Msucle & Nerve, vol. 72, no0.5 (2025) 1108-1116.
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Increased number of individuals receiving access to investigational drugs. Several stakeholders we
spoke with stated that the expanded access grants have increased the number of individuals with ALS who
have access to investigational drugs. For example, some stakeholders noted that prior to the ACT for ALS Act,
expanded access programs were generally small, with a few dozen participants in each expanded access
program. In contrast, stakeholders pointed to the hundreds of individuals who have enrolled or are expected to
enroll under the five expanded access grants. Several stakeholders stated that individuals with ALS benefit
from participating in expanded access programs beyond any direct clinical outcomes because it gives them
hope, the opportunity to contribute to research, and can strengthen their connection to clinical care. However,
some stakeholders and the literature also noted the importance of clearly communicating to participants that
these investigational drugs are not yet approved and may not be effective treatments to avoid creating false
hope and manage expectations.4?

Our analysis of data on expanded access programs in ClinicalTrials.gov and the literature supports stakeholder
statements that the expanded access grants likely increased the number of individuals with ALS receiving
access to investigational drugs through an expanded access program. However, the data were not sufficiently
complete to determine the extent of the increase.4°

In addition, several stakeholders noted that the expanded access grants have increased the diversity of
individuals with ALS receiving access to investigational drugs, in part due to remote options and additional
clinic sites in some states. For example, one stakeholder noted that clinic sites and individuals with ALS on the
West Coast typically do not have access to investigational drugs until later stages of clinical trials, whereas the
expanded access grants allowed earlier access to West Coast clinic sites. However, several stakeholders felt
that variation in enrollment practices across individual clinic sites meant that getting enrolled in an expanded
access grant could be a matter of personal connections or where an individual receives clinical care. For
example, some clinic sites enrolled individuals on a first-come, first-served basis, while others may have used
a lottery approach to select who to enroll, according to some stakeholders.

48Neel et al., “Multicenter expanded access program,” 236.

49ClinicalTrials.gov does not contain data on the number of individuals who actually enrolled in an expanded access program.
Therefore, our analysis of the number of individuals who received access to investigational drugs was limited to expanded access
programs that were also reported in the literature. See appendix lll for the literature used in this analysis.
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Stakeholder Perspectives on Priorities for ALS Research Funding

Stakeholders we interviewed differed on the right balance of priorities for grants awarded by the
National Institutes of Health (NIH), as directed by the Accelerating Access to Critical Therapies for
ALS Act. The NIH grants fund access to investigational d rugs for individuals with amyotrophic
lateral sclerosis (ALS) who are not able to participate in clinical trials and research using collected
data.

o Some stakeholdersfeltNIH’s research and data quality requirements for the grants slowed
enrollment, limited participant slots, and increased costs. They emphasized the unmetneed in
the ALS community for access to investigational drugs.

o Several otherstakeholdersfelt that such requirements were needed to meet the act’s goals
and highlighted the benéfits of collecting quality data. Additionally, some noted that the grants
enrolled faster than clinicaltrials typically do. However, they acknowledged that the need for
the requirements and the time it takes to properly implement them could be better
communicated to the ALS community.

In addition, some stakeholders identified other research priorities they felt could have a greater
effect on developing potential therapies for ALS than the NIH grants.

e These prioritiesincluded more funding forbiomarker research, staffing at ALS clinics, research
into the causes of the disease, and infrastructure for data collection, among others.

¢ Investinginthese priorities could lead to more therapies starting clinical trialsand moreeligible
applicants for the NIH grants, according to some stakeholders.

Source: GAO analysis of interviews with 21 stakeholders, including patient advocacy organizations, NIH grant recipients, and
others. | GAO-26-107691

Additional data collected. Many stakeholders expected the data resulting from the expanded access grants
to benefit ALS research and contribute to a broader understanding of the disease. This is because the data are
required to meet higher data quality standards similar to those used in clinical trials and are collected from
individuals with ALS typically excluded from clinical trials.50 Furthermore, having these data available in the
ALS knowledge portal being developed by the public-private partnership would contribute to researchers’
understanding of ALS, according to some stakeholders. Data from the first expanded access grant were added
to the ALS knowledge portal created by the public-private partnership in August 2025, according to NIH
officials, and became accessible online in September 2025. The published results from this first expanded
access grant found no effect from the investigational drug (trehalose) on ALS disease progression or certain
biomarker levels. However, the authors discuss their analysis of various data and biological samples collected
as a part of the grant-funded research, which have been shared with other researchers for additional biomarker
analysis and added to a larger ALS dataset.5!

Additionally, several stakeholders anticipated that data collected under the expanded access grants could
support the drug sponsor’s marketing application to FDA for approval of the investigational drug, while some
other stakeholders were unsure if it could be used for this purpose. FDA officials stated that safety data from a
well-conducted expanded access program may be used to support a marketing application. However, it is
difficult to draw conclusions about efficacy from data from expanded access programs because they typically
include a sicker and more diverse participation population, making treatment response hard to measure.

S0For example, the grant recipients are required to establish a data and safety monitoring board to oversee the safety of participants
and the effectiveness of the investigational drug—a typical data monitoring requirement for clinical trials but not expanded access
programs.

51This includes data points from various outcome measures, such as the ALS Functional Rating Scale—Revised, a measure of
physical functioning; slow vital capacity,a measure of the strength of the muscles of ventilation; the ALS Assessment Questionnaire, a
measure of quality of life; and participant survival. See Krivickas et al., “Multicenter Expanded Access Protocol for Research Through
Access to Trehalose,” 1110.
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Moreover, they lack control groups for comparison. FDA officials further stated it is rare for the agency to use
data that is not from a clinical trial to inform its approval decisions.

Piloted innovative approaches. According to some stakeholders, grant documents, and NIH officials, the
innovative approaches being piloted in the expanded access grants could help improve how future clinical trials
are conducted. For example, one grant has an option for individuals to participate remotely through a virtual
clinic site, in addition to in-person enrollment and participation at other clinic sites. Some stakeholders and the
literature described how allowing remote participation could reduce the burden that traveling to participate in
clinical trials or research places on individuals with ALS and their caregivers.52 In addition, an artificial
intelligence prediction tool being used by another grant could help replace control groups in clinical trials where
having a control group who is not receiving the investigational drug is difficult, according to the grant
documentation and the literature.53

However, some stakeholders also acknowledged that introducing new tools or approaches into clinical trials
can be difficult, even when they have been piloted in other research. For example, one stakeholder noted that
clinical assessments, new biomarkers, or other research tools may require additional validation or analysis to
be considered fit-for-use for clinical trials in keeping with FDA’s guidance. This stakeholder further noted the
need to fund FDA'’s review and approval of such clinical research tools, and to hold the agency to completing
such reviews in a timely manner, to allow drug sponsors to conduct more efficient clinical trials.

Current and Potential Benefits of NIH and FDA Funding for Research Coordination
Through the Public-Private Partnership

Some stakeholders described how the public-private partnership, funded in part by NIH and FDA as required
by the ACT for ALS Act, has increased coordination between the agencies and rare neurodegenerative
disease research organizations since it began its work in 2022.54 Several stakeholders also stated that the
partnership is anticipated to advance ALS research as it continues to centralize ALS research data and
conduct large-scale natural history studies, which could also lead to a better understanding of ALS, according
to the literature we reviewed.

52For example, National Academies, Living with ALS, 2024, and Megan Yerton et al., “Expanded access protocol (EAP) program for
access to investigational products for amyotrophic lateral sclerosis (ALS),” Muscle & Nerve, vol. 67 issue 6 (2023): 456-463.

53|t may not always be feasible to have a control group—where participating individuals do not receive the investigational drug—in
clinical trials for diseases with high mortality rates, such as ALS, according to the National Academies report. Thus, alternative control
group options, such as virtual control groups or historical controls using natural history data, could help reduce the burden of
participating in ALS clinical trials. National Academies, Living with ALS, 2024. According to grant documentation, researchers on the
expanded access grant for RAPA-501 will use two virtual control groups generated by machine-learning algorithms to evaluate the
effectof the investigational drug by comparing actual participant outcome measures to those outcomes the algorithms predicted for the
virtual control groups without the treatment.

In addition to piloting the use of such tools, the expanded access grants are collecting and analyzing information on additional ALS
biomarkers and genetic patterns, according to grant documents. This information is not always collected as part of clinical trials,
according to some stakeholders and grantdocuments, and could inform the research and developmentof ALS therapies. See appen dix
| for additional research goals of the expanded access grants.

54The public-private partnership for rare neurodegenerative diseases is comprised of three entities with separate but interrelated goals
that they work in coordination to implement. As mentioned previously, these entities are the Access for ALL in ALS Consortium (ALS
Consortium), the Accelerating Medicines Partnership for Amyotrophic Lateral Sclerosis (Accelerating Medicines Partnership), and the
Critical Path for Rare Neurodegenerative Diseases (Critical Path).

Page 25 GAO-26-107691 Rare Diseases Research



Letter

Increased coordination. The public-private partnership increased coordination and communication between
NIH and FDA as well as between ALS and rare neurodegenerative disease stakeholders, according to agency
officials and some stakeholders. For example, FDA and NIH officials stated that they meet monthly or more
frequently if needed to discuss partnership activities.55 The three partnership entities also described frequent
communication and feedback between each other, the agencies, industry partners, and the ALS community on
the design of partnership projects. However, some stakeholders also noted the need for the partnership and
the ALS research community to better communicate with the rest of the rare neurodegenerative disease
community. Much of the partnership’s work to date has focused on ALS and not other rare neurodegenerative

diseases, as intended.

Centralized data. The ALS knowledge portal is expected to bring together data from the partnership’s natural
history studies, the expanded access grants, and other existing ALS data sets and make them accessible to
researchers, according to several stakeholders and NIH documents. Several stakeholders noted that having
data in a central repository will promote open science and public access and could lead to important
discoveries about ALS.56 Similarly, literature we reviewed noted the need for centralized data repositories for
ALS. For example, the National Academies report stated that the current fragmented state of ALS data
collection raises the costs for individual projects and limits their ability to test multiple research theories.5s” As of
September 2025, 16 datasets were listed in the ALS knowledge portal, with clinical or genetic data from

various ALS research efforts.

Large ALS natural history studies. Some stakeholders and the literature we reviewed noted how data and
biological samples from large-scale, natural history studies, such as the two conducted by the public-private
partnership, could lead to a better understanding of ALS and the identification of new therapeutic targets.ss
One stakeholder added that certain questions—such as those about genetic profiles and risks, the different
patterns of disease progression, and what biomarkers exist during the course of the disease—can only be
answered with a larger sample size. Additionally, that stakeholder noted that the ALS Consortium relies on
continued funding from NIH to allow these natural history studies to be conducted over the long term. The
stakeholder added that, prior to the funding related to ACT for ALS Act, ALS research was often subject to

interruptions due to lack of funds.

Some stakeholders also anticipated that these large studies could reduce the burden of participating in clinical
trials for future research participants. For example, according to the National Academies report, data from a
well-designed natural history study could be used as a control group in clinical trials and thus reduce the need

55NIH and FDA officials and several stakeholders also described increased coordination as a result of the ACT for ALS Act overall. For
example, NIH and FDA officials described frequent communication to coordinate priorities and to minimize duplication across the
expanded access grants funded by NIH, the Rare Neurodegenerative Disease Grant Program funded by FDA, and the public-private
partnership.

56Some stakeholders also similarly commented on the value of a centralized repository for ALS biological samples. According to the
literature and grant documents, biological samples from the public-private partnership’s natural history studies and the expanded
access grants will be shared through NIH’s existing repository, BioSEND. James D. Berry et al., “Access for ALL in ALS: A large-scale,
inclusive, collaborative consortium to unlock the molecular and genetic mechanisms of amyotrophic lateral sclerosis,” Muscle and
Nerve, vol. 70 no.6 (2024) 1140-1150. While BioSEND is not funded by the public-private partnership, NIH officials stated that
researchers will have access to the catalog of samples through the ALS knowledge portal.

57National Academies, Living with ALS, 2024.

58National Academies, Living with ALS, 2024 and Berry et al., “Access for ALL in ALS,” 1141.
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for individuals with ALS to serve in control groups.5® However, the National Academies report also notes that
such natural history control groups are effective when the natural history of the disease is well defined, which is
not yet the case for ALS.

Lastly, the large size of the studies conducted by the partnership will also allow the researchers to test the
effectiveness of remote sample collection and several remote outcome measures, according to some
stakeholders. This could eventually become standard for ALS clinical research if the studies show they are
successful measures. Some stakeholders and the literature highlighted the remote options as particularly
important for reducing the burden on individuals with ALS and enrolling a more inclusive population than prior
ALS studies.s0

Current and Potential Benefits of FDA Funding for Rare Neurodegenerative Disease
Research Priorities

Of the research funded through FDA’s Rare Neurodegenerative Disease Grant Program from fiscal years 2022
through 2024, two contracted studies had been completed, and 11 research grants were still ongoing.61
Agency documents, interviews of stakeholders and agency officials, and the literature we identified described
the potential value of the research, including the following.

FDA expects to use findings from two contracted studies. FDA officials reported that they expect to use
the results from the two completed research studies to inform ALS clinical trials and future research.

« One contracted study looked at the revised ALS functional scale—a common clinical outcome assessment
for ALS—and found that remote telephone or video assessments of individuals with ALS were comparable
to in-person assessments.62 FDA officials stated that the agency expects to use this finding to advise ALS
drug sponsors on clinical trial designs and will accept clinical trial data collected using such remote
assessments as valid. FDA officials told us they may also use the study protocols as a model for similar
comparability studies for outcome measures in other diseases. Some stakeholders pointed to FDA
awarding funds for this study as an important step in improving ALS research and clinical trials. FDA
officials stated they plan to publish the report from this study on FDA’s website by the end of 2026, along
with the study protocols. The study data is already available to other researchers through the Rare Disease
Cure Accelerator — Data and Analytics Platform run by the Critical Path Institute, according to FDA officials.

59National Academies, Living with ALS, 2024. The ALS Consortium’s natural history studies align with recommendations in the National
Academies’ report, including recommendation 5-2 to conduct a robust and ongoing natural history study, and recommendation 6-2 to
include individuals at risk of developing ALS in research.

60See, forexample,Berryet al., “Access for ALLin ALS,” 1143, Neel et al., “Multicenter expanded access program,” 234, and National
Academies, Living with ALS, 2024. Our analysis of the literature and stakeholderinterviews found thatmany benefits expected from the
large-scale natural history studies conducted by the partnership parallel benefits stakeholders described for the expanded access
grants. These benefits include additional data, a larger ALS clinical research network, and testing innovative research approaches
including remote participants.

61FDA awarded one grant for fiscal year 2025 on September 22, 2025. Due to the timing of the grant award, we did notinclude this
twelfth grant in our analysis of the current and potential benefits of FDA funding awarded through the Rare Neurodegenerative Disease
Grant Program. However, a summary of the research goals of the grantis included in appendix II.

62Part of this work—a literature review conducted by the contractor to inform the study design—was published in 2024. Nivedita L.
Bhushan et al., Remote-use Applications of the Amyotrophic Lateral Sclerosis Functional Rating Scale-Revised Clinical Outcome
Assessment Tool: A Scoping Review, Value in Health, vol. 27, no. 10 (2024): 1454.
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« Another contracted study reviewed the existing literature on ALS patient preferences regarding brain-
computer interfaces, which FDA had identified as a priority area for the Rare Neurodegenerative Disease
Grant Program.&3 The literature review found no patient preference studies specifically addressing brain-
computer interfaces in individuals with ALS but identified four studies on related topics that could inform the
future development of such patient preference studies for ALS. If FDA uses this review to design an FDA
study, it could inform FDA’s future regulatory review of new devices, according to contract and FDA
documents and FDA officials.

Preliminary findings indicate progress on research goals. The principal investigators on four FDA Rare
Neurodegenerative Disease grants have published preliminary research findings that indicate progress
towards their grants’ goals, according to our analysis of the literature. For example, one grant’s research goal
is to develop a biomarker test, which would allow for earlier ALS diagnosis. The principal investigator on this
grant has published preliminary findings indicating that the biomarker they are studying occurs before clinical
symptoms are evident.s4

Grant goals target research gaps. Nine of the 11 grants awarded by FDA from fiscal years 2022 through
2024 are focused on disease natural history or biomarker research, areas where stakeholders and the
literature have identified the need for, and potential effect of, additional research, such as the following.

« Some stakeholders described the importance of understanding the natural history and genetic factors of
ALS and some commented on the need for better biomarkers or clinical outcome measures related to ALS.
Four of the grants awarded by FDA focus on biomarkers or natural history studies for ALS. According to
the National Academies report, understanding the complex variety of ways ALS manifests and addressing
the lack of biomarkers could improve ALS diagnosis and accelerate the development of new therapies.s5

« We also previously reported that the natural history of rare diseases in general is often poorly understood,
which makes it difficult to conduct clinical trials or determine meaningful outcome measures.s Six of the

grants focus on natural history or biomarkers for rare neurodegenerative diseases other than ALS.

« Grant documentation for all nine of these grants describes how achieving their planned natural history or
biomarker research goals could inform or improve future clinical trials of potential therapies, though these
grants are not directly developing potential therapies or alternative clinical trial designs. For example,
multiple grants aim to help better identify and categorize clinical trial participants by disease type or
severity, which in turn may help improve future clinical trial efficiency.

Some stakeholders also stated that the Rare Neurodegenerative Disease Grant Program is valuable because
it is flexible and can be used to fill gaps in research funding. One stakeholder stated that there are very few

63Brain-computerinterfaces are devices that can be implanted or attached on the surface of the head that communicate with the brain
and transmit signals to restore lost motor and sensory capabilities as well as communication. A patient preference study collects and
analyzes information about the risks or inconveniences patients are willing to accept for a specific benefit from a therapy. While FDA
has not published the full report from this contract, an abstract outlining the results of the literature review was presented in 2023 and
published in 2024. See David J. Gebben, Food and Drug Administration, “Review of Patient Preferences and Related Research on
Brain-Computer Interfaces in Persons with ALS,” 45th Annual North American Meeting of the Society for Medical Decision Making,
Philadelphia, Pennsylvania, United States, 22-25 October 2023, published in Medical Decision Making. 2024;44(3):NP1-NP234.

64See appendix Il for a list of the publications, by grant.
65National Academies, Living with ALS. 2024.
66See GAO-25-106774.
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funding opportunities like the Rare Neurodegenerative Disease Grant Program for biomarker work, as funding
for research bridging both early science and clinical research is rare.

Agency Comments

We provided a draft of this report to HHS for review and comment. HHS provided technical comments, which
we incorporated as appropriate.

We are sending copies of this report to the appropriate congressional committees, the Secretary of Health and
Human Services, the Commissioner of the Food and Drug Administration, the Director of the National Institutes
of Health, and other interested parties. In addition, the report will be available at no charge on the GAO website
at https://www.gao.gov.

If you or your staff have any questions about this report, please contact me at (202) 512-7114 or
Dickend@gao.gov. Contact points for our Offices of Congressional Relations and Public Affairs may be found
on the last page of this report. GAO staff who made key contributions to this report are listed in appendix V.

//SIGNED//

John E. Dicken
Director, Health Care
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Appendix I: Profiles of NIH Grants

The National Institutes of Health (NIH) awarded funds for five expanded access grants to support research on
and provide access to amyotrophic lateral sclerosis (ALS) investigational drugs from fiscal years 2022 through
2025. The following include selected information on each expanded access grant.

Figure 4: Profiles of Five Expanded Access Grants Awarded by the National Institutes of Health, by Investigational Drug

Investigational
drug

Trehalose,
administered intravenously
weekly for 6 months.

Grant recipient

Study goals

* Provide trehalose to individuals with ALS who are unable to
participate in clinical trials

» Collect and evaluate efficacy, safety, and biomarker data in a
broader population of individuals with ALS, which also receive a
longer-term exposure to the investigational drug, than participants
in the clinical trial

» Evaluate biomarker data from participants against a historical ALS
dataset

» Build an artificial intelligence-based data collection and
processing platform to integrate data collected under the grant

Grant details

a2

Massachusetts 4 year study September 28, 2022, through August 31, 2026
General Hospital
185 days From notice of award to the first patient’s visit
Sabrina Paganoni,
Ltb 70 participants Number of participants
6 Closed Status of participant enroliment (as of March 2024)
Investigational  study goals

drug

CNM-AuS,
administered orally for up to
about 33 months.

Grant recipient

* Provide CNM-Au8 to individuals with ALS who are unable to
participate in clinical trials, using participant enrollment at clinic
sites and remotely through a virtual clinic

* Evaluate safety data

» Assess potential efficacy using statistical models trained on ALS
datasets, corroborated by analysis of various biomarkers, and
consider the feasibility of these models as virtual control groups

Grant details

New York
University®

Jinsy Andrews,
MD, MSc

4 year study September 25, 2023, through August 31, 2027

279 days From notice of award to the first patient’s visit

183 participants | Number of participants

Ct‘] Enr(_)ll_lng Status of participant enroliment (reopened)
participants
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Notes: According to NIH documentation, this study stopped participant
enroliment earlier than projected due to a lack of efficacy and early signs of
possible safety issues. Results and data from the first two goals of this study
were published and added to the ALS knowledge portal in August 2025.2
After participant enrollment was closed, the recipient added two study goals
focused on data analysis and processing, and NIH approved a one year no
cost extension for this analysis. The study found no effect of trehalose on
ALS disease progression or studied biomarker levels.

Actual number of clinics 8

Notes: This expanded access grant planned to add up to 50 additional
participants—and one additional site—beyond its previous target of
approximately 180 participants by the end of calendar year 2025, according
to NIH officials. Remote enrollment through the virtual clinic is expected to
allow for participants potentially from all 50 states. As of February 2025,
results were announced from the related phase 2/3 clinical trial for CNM-Au8
and the drug sponsor was preparing for the confirmatory phase 3 trial.
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Investigational
drug

Pridopidine,
administered orally for up to
24 months.

Grant recipient

Study goals

Provide pridopidine to individuals with ALS who are unable to
participate in clinical trials

Collect and evaluate data on safety, clinical and biological
outcomes, and biomarkers in a broader population of individuals
with ALS, which also receive a longer-term exposure to the
investigational drug, than participants in the clinical trials
Conduct a genetic analysis of the association between clinical
outcomes and an ALS-related gene

Grant details

Massachusetts
General Hospital

Sabrina Paganoni,
MD, PhD

4 year study

September 25, 2023, through August 31, 2027

186 days

From notice of award to the first patient’s visit

Actual number of clinics

32

a2

203 participants

Number of participants

Fully

Status of participant enrollment
enrolled

Notes: This expanded access grant completed participant enrollment in
January 2025. As of February 2025, results were announced from the
phase 2/3 clinical trial for pridopidine and the drug sponsor was preparing
for their confirmatory phase 3 trial.

Investigational
drug

RAPA-501,
administered intravenously
every 42 days for 4
infusions.

Grant recipient

Study goals

Provide RAPA-501 to individuals with ALS with lower breathing
capacity who are unable to participate in clinical trials

Evaluate safety and efficacy data

Expand understanding of how RAPA-501 produces a therapeutic
effect in participants

Use machine-learning ALS prediction algorithms to further
evaluate signals of efficacy and contribute to efforts to use such
algorithms as alternatives to control groups

Grant details

Massachusetts
General Hospital

James Dale Berry,
MD, MPH

3 year study

September 25, 2023, through August 31, 2026

202 days

From notice of award to the first patient’s visit

39 participants

Number of participants (53 planned)

fb Enrolling
participants

Status of participant enroliment

Page 31

Actual number of clinics

10

[

Notes: This expanded access grant was planning to add up to 13 additional
participants beyond its original target of 40 by the end of calendar year
2025. This therapy is created using cells collected from the participant's own
body and as a result the product needed to be manufactured individually at
the time of each participant enroliment. As of June 2025, the drug sponsor
was recruiting participants for the corresponding phase 2/3 clinical trial for
RAPA-501, which does not include a control group.
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Investigational Study goals Actual number of clinics 3
drug ?

» Provide ibudilast to individuals with ALS who are unable to
participate in clinical trials

Ibudilast » Collect and assess data on safety and efficacy using clinical

! outcome measures and biomarkers

» Test multiple candidate biomarkers to measure treatment
outcomes

* Use web-based infrastructure and a combination of in-clinic or
virtual assessments to minimize patient burden

» Conduct genomic sequencing to create a genetic profile of
participants who respond to treatment

administered orally for 6
months.

Grant recipient Grant details

Mayo Clinic 4 year study September 1, 2024, through August 31, 2028
Jacksonville

a2

Up to 20 planned

211 days el ca i Dol Eaticu b ol Notes: Ibudilast has previously been approved in Japan for treatment of
Bjorn E. Oskarsson, other conditions, according to grant documents. Participant enrollment for
MD o . the expanded access grant began in March 2025. As of August 2025, the

32 participants Number of participants (200 planned) drug sponsor had completed enroliment for the corresponding phase 2/3

clinical trial for ibudilast in individuals with ALS.

Enr(.’".‘ ng Status of participant enrollment
participants

Source: GAO analysis of information from National Institutes of Health (NIH) documentation and websites as well as publicly available information from clinical trial sponsors and research institutions;
GAO (illustrations and map). | GAO-26-107691

Notes: Number of participants and clinic sites are as of August 2025 unless otherwise noted.

Biomarkers are specificmolecular, biochemical, genetic, and imaging characteristics that can be used to diagnose or monitor a disease or used to
measure or predict the effect of a treatment.

To establish the efficacy of thedrugin aclinical trial, participants are often randomly assigned to either the treatment group, which receives the
investigational drug, ora controlgroup,which does notreceive the investigational drug. The participants in the control group may receive a placebo,
which is an inactive substance administered in the same way as the drug being tested.

The amyotrophiclateral sclerosis (ALS) knowledge portalis a centralized, publicrepository forresearchersto use clinical and molecular data from the
ALS Consortium and other research, such as that coming from the expanded access grants.

These grantswere awarded in response to request forapplications posted to NIH’s website. The request for applications for grants awarded for fiscal
year 2022 was RFA-NS-22-071, for fiscal year 2023 was RFA-NS-23-012, and for fiscal year 2024 was RFA-NS-24-029. NIH issued a request for
applications for fiscal year 2025, RFA-NS-25-024; however, no grants were awarded under that request in fiscal year 2025.

®Brooke Krivickas etal., “Multicenter Expanded Access Protocol for Research Through Access to Trehalose in People With Amyotrophic Lateral
Sclerosis,” Muscle & Nerve, vol. 72, no. 5 (2025).

®The principal investigatoron this grant was formerly at Columbia University. The change in research institution to New York Universitywas released on
September 11, 2025. The overall project and goals did not change.
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Appendix Il: FDA Grants and Contracts

The Food and Drug Administration (FDA) awarded funds for rare neurodegenerative disease research under
its Rare Neurodegenerative Disease Grant Program from fiscal year 2022 through 2025. In total, FDA awarded
12 grants and two contracts under the Rare Neurodegenerative Disease Grant Program—for research in
amyotrophic lateral sclerosis (ALS) and five other rare neurodegenerative diseases. The following include
selected information on each grant or contract.
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Figure 5: Rare Neurodegenerative Disease Grant Program Grants and Contracts Related to Amyotrophic Lateral Sclerosis
(ALS) Awarded Fiscal Years 2022 Through 2025

Grant/Contract Title

Recipient Institution

Principal Investigator

ALS Functional Ratings Scale-Revised Clinical
Outcome Assessment Remote-Use
Comparability Study

RTI International
o O

RTI International ({P = ({P

Grant/Contract Title

Recipient Institution

Principal Investigator

Clinic-based Multicenter ALS Natural History

Data Collection

University of Minnesota

David Walk, MD

Recipient Institution

Principal Investigator

Patient Preference Information Studies in ALS

Patients
_O
(&

RTI International

RTI International

Recipient Institution

Principal Investigator

Type of Study Comparability study Type of Study Natural history study
Study Goals = Confirm the reliability and validity of different types of Study Goals * Record clinical baseline characteristics at time of
remote clinical assessment options, including telephone enrollment, such as biomarker measurements, results of
and video, by comparing the rating scale scores between genetic testing, and other measures of ALS disease
remote options and in-person assessments for 74 pairs progression.
of individuals with ALS and caregivers. Study participants
were recruited from clinic sites in a range of geographic * Record time to meaningful disease milestones
locations. (time-to-events), such as loss of mobility, surgery, or
death, using data from various sources.
« Determine the acceptability of remote options to
individuals with ALS and caregivers. « Develop a model to predict time-to-events, for use by
clinicians and to inform clinical trial designs.
« Deposit de-identified patient data into a database for
future use by researchers and investigators.
Years of Study September 2022 - February 2025 Years of Study September 2022 - August 2027
Status Completed. Results indicated strong evidence to support Status Ongoing. Some preliminary research findings published.=
administration of the rating scale using telephone and video Additionally, the principal investigator has presented on the
modes in future ALS studies. As of November 2025, FDA completed time-to-event predicﬁon model.
officials noted that they intend to make the findings public by
the end of calendar year 2026.
Grant/Contract Title Landscape of Brain-Computer Interface Focused Grant/Contract Title A Diagnostic Biomarker for Amyotrophic Lateral

Sclerosis

Johns Hopkins University

Philip C. Wong, PhD

Page 34

preferences related to brain-computer interfaces in
individuals with ALS and included research about other
diseases and injuries with motor impairment. FDA presented
an abstract on these results in October 2023.

Type of Study Literature review, landscape analysis Type of Study Biomarker study
Study Goals * Summarize what is known about brain-computer Study Goals « Support the finding that the loss of function from a certain
interface devices in individuals with ALS. protein occurs early in ALS progression.
« ldentify factors that may affect patient preferences « Develop a test based on this finding to diagnosis ALS
around such devices. during the prodromal (early or pre- symptomatic) phase.
Years of Study October 2022 - October 2023 Years of Study September 2023 - August 2027
Status Completed. Results identified no research on patient Status Ongoing. Some preliminary research findings published in

2024°
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Grant/Contract Title

Recipient Institution

Principal Investigator

Metrics for Brain Controlled Communication: A
Comprehensive Review of Clinical Outcome
Assessments for Communication
Brain-Computer Interfaces in ALS

Blackrock Microsystems

e

Shana Rae Melby, PhD; Spencer Kellis, PhD R l:f‘a

Grant/Contract Title

Recipient Institution

Principal Investigator

Multimodal Longitudinal Imaging of Brain and
Cervical Cord as an ALS Disease Biomarker
Using Microstructure Statistics and
Morphometry

University of Minnesota

Pramod Kumar Pisharady, PhD

Recipient Institution
Principal Investigator

Type of Study

for Decentralized Observational and Validation of
Digital Biomarkers Studies and Piloting it for
People with Familial ALS and Ultra-Rare Motor

Neuron Disease

Massachusetts General Hospital
Alexander V. Sherman, MS

Digital natural history study, digital
biomarker validation

Study Goals

Years of Study
Status

Develop a digital platform for enrollment, diagnosis
confirmation, and data collection to:

 pilot a decentralized ALS natural history study, using
digital biomarkers and home visits,

« conduct a hybrid natural history study with both in-person
and digital participation, and

« validate digital biomarkers against standard outcomes.

The digital platform will be disease-agnostic, allowing it to be
usable across multiple diseases or conditions.

September 2023 - August 2027

Ongoing. Poster presentations to introduce the platform were
delivered at multiple national and intemnational conferences.

Type of Study Literature review, interviews Type of Study Biomarker study
Study Goals Conduct a comprehensive literature review, expert Study Goals - Establish feasibility and overall clinical trial readiness of
interviews, and patient and caregiver focus groups to magnetic resonance imaging metrics as potential
identify: biomarkers to measure disease progression over short
- the current clinical and scientific landscape surrounding periods of time (three to six months).
brain-computer interfaces, . " S . ..
« Improve the imaging metrics’ sensitivity by combining
* an assessment of their impacts and efficacy, multiple measures—multimodal imaging—from the brain
« the strengths and weaknesses of current clinical and spine.
outcomes assessments, . . . A .
« Correlate imaging metrics with biomarkers and functional
* patient needs and perceptions of the interfaces, and progression measures, such as the ALS functional rating
« areas for future development of clinical outcome scale.
assessments.
Years of Study September 2023 - August 2027
Years of Study September 2023 - August 2026
Status Ongoing.
Status Ongoing.
Grant/Contract Title Creating a Disease-Agnostic Scalable Platform

Source: GAO analysis of information from National Institutes of Health (NIH) Research Portfolio Online Reporting Tools Expenditures and Results (RePORTER), FDA grant documents and publications,
and interviews with FDA officials; RaulAlmu/stock.adobe.com (illustrations). | GAO-26-107691

Notes: Information is current as of November 2025.

A clinical outcome assessmentis a measure used to assessthe impact of treatments or interventions on patients, generally made by a provider or
clinician. The ALS Functional Rating Scale-Revised is awidely used clinical outcome assessmentfor scoring ALS, traditionally used during in-person

visits between a patient and clinician.

Brain-computer interfaces are devices thatcan be implanted orattached on the surface of the head that communicate with the brain and transmit signals
to restore lost motor and sensory capabilities as well as communication.

Natural history studies are atype of observational study that track thecourseofadisease over time. Biomarkers —biological moleculesin blood ortissue

that are a sign of the disease or condition—help researchers understand disease risk factors.

Page 35

GAO-26-107691 Rare Diseases Research



Appendix lI: FDA Grants and Contracts

These grantswere awarded in response to request forapplications posted to FDA’s website. The request for applications for grants awarded for fiscal
year 2023 was RFA-FD-23-028 and RFA-FD-23-030, for fiscal year 2024 was RFA-FD-24-024, and for fiscal year was RFA-FD-25-001.

@Alex Berger et al., “The natural history of ALS: Baseline characteristics from a multicenter clinical cohort,” Amyotrophic Lateral Sclerosis and
Frontotemporal Degeneration, vol. 24 issue 7-8 (2023): 625-633. David Schnecketal., “Time-to-Event Prediction in ALS Using a Landmark Modeling
Approach, Using the ALS Natural History Consortium Dataset,” Proceedings of the 22nd Annual Meeting of the Northeast ALS Consortium, published in
Muscle & Nerve vol. 68, Issue S1 (2023) S73. Andres Arguedas et al., “Time-to-Event prediction in ALS using a semi-competing risks modeling
approach,using the ALS Natural History Consortium dataset,” Proceedings of the 22nd Annual Meeting of the Northeast ALS Consortium, published in
Muscle & Nerve vol. 68, Issue S1(2023) S74.

PKatherine E. Irwin, etal., “Afluid biomarker revealsloss of TDP-43splicing repression in presymptomatic ALS—FTD,” Nature Medicine, vol. 30, Issue 2
(2024): 382-393.
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Figure 6: Rare Neurodegenerative Disease Grant Program Grants Related to Other Rare Neurodegenerative Diseases
Awarded Fiscal Years 2022 Through 2025

Grant/Contract Title

Recipient Institution

Principal Investigator

Establishing Biomarkers and
Clinical Endpoints in
Myotonic Dystrophy Type-1

Virginia Commonwealth University

Nicholas Elwood Johnson, MD

Grant/Contract Title

Recipient Institution

Principal Investigator

Methods to Improve Clinical Trials for Ataxia

Telangiectasia
%

Johns Hopkins University

Howard Lederman, MD, PhD

Recipient Institution
Principal Investigator

Type of Study

Niemann-Pick Type C

University of lllinois at Chicago
Stephanie M. Cologna, PhD

Biomarker study

Recipient Institution

Principal Investigator

Page 37

Type of Study Natural history study Type of Study Natural history study
Disease Studied Myotonic dystrophy type-1 (Steinert disease) Disease Studied Ataxia Telangiectasia (Louis-Bar syndrome)
Study Goals « Identify baseline characteristics of adults enrolled in the Study Goals « Categorize individuals with ataxia telangiectasia into
natural history study. more defined groups based on disease severity through
various laboratory markers.
« Study a set of clinical outcome assessments to serve as
clinical endpoints. « Use genetic sequencing to identify biomarkers useful for
clinical trials, and to further group individuals by disease
« Develop tissue biomarkers, which can indicate disease severity.
severity and evidence of therapeutic effect.
« Validate a functional scale specific to the disease to
capture meaningful changes in individuals’ daily activities.
Years of Study September 2022 - February 2027 Years of Study September 2022 - August 2026
Status Ongoing. Some preliminary research findings published in Status Ongoing. Some preliminary research findings published in
2024 and 2025.2 2024.°
Grant/Contract Title Clinically Relevant Biomarkers for Grant/Contract Title Dexmedetomidine Sublingual Film for the

Ambulatory Treatment of Hyperadrenergic
Autonomic Crisis in Patients with Familial

Dysautonomia

New York University School of Medicine

Maria A. Gonzalez-Duarte Briseno, MD, MS

Type of Study Clinical trial
Di Studied Niemann-Pick type C
peReuele P Di: Studied Familial Dysautonomia
Study Goals Define a catalog of biomarkers to facilitate future clinical . . .
il aekcliowe Study Goals « Randomize 15 patients into treatment or placebo for at
home treatment of autonomic crisis using a sublingual
« Validate biomarkers that reflect changes to the nervous (under the tongue) film of dexmedetomidine, which is
system. currently only available intravenously in the hospital.
« Identify biomarkers closely related to the disease by + Evaluate whether patients on treatment had fewer
describing normal biomarker ranges in healthy hospital stays than the previous year.
individuals and those with the disease. i i X
« Analyze patient vital sign data collected through a
+ Establish correlations between biomarkers and disease wearable device to identify early signs of autonomic
severity, for use in disease prognosis and to group crisis.
individuals in clinical trials.
Years of Study
Years of Study September 2023 - August 2027 S September 2023 - August 2028
Status I Ongoing. I Ongoing.
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Grant/Contract Title

Recipient Institution
Principal Investigator
Type of Study

Disease Studied

Prospective Study in Myotonic Dystrophy to
Determine Extracellular Ribonucleic Acid
Biomarkers

Massachusetts General Hospital
Thurman M. Wheeler, MD
Biomarker study

Myotonic dystrophy type-1 (Steinert disease)

Study Goals

Years of Study

Status

« Identify and characterize an extracellular ribonucleic acid
profile for individuals with myotonic dystrophy type-1 and
controls that can be measured in cerebrospinal fluid.

« Determine the consistency and reliability of the profile
through repeated measurements over time.

« Establish the feasibility and reliability of this profile as a
biomarker of disease activity by establishing a
relationship between the profile and existing measures of
disease activity.

September 2023 - August 2027

Ongoing.

Grant/Contract Title

Recipient Institution

Principal Investigator

Phase 1/2 Study of Atipeksen
for the Treatment of Ataxia-Telangiectasia

&

Boston Children’s Hospital

Timothy Yu, MD

Type of Study Clinical trial

Disease Studied Ataxia Telangiectasia (Louis-Bar syndrome)

Study Goals » Test the safety and effectiveness of atipeksen in
individuals with Ataxia-Telangiectasia bearing a certain
mutation.

» Use neurologic disability rating scales, brain imaging, and
exploratory biomarkers as outcomes to measure whether
atipeksen slows Ataxia-Telangiectasia-associated
neurodegeneration, delays the progression of neurologic
symptoms, and improves quality of life.

Years of Study September 2025 - August 2029

Status

Grant/Contract Title

Recipient Institution

Principal Investigator

Retinal Biomarkers in Monogenic Vascular
Cognitive Impairment and Dementia

University of Wisconsin-Madison

Jane Paulsen, PhD

Type of Study Biomarker study
Disease Studied Cerebral Autosomal Dominant Arteriopathy with Subcortical
Infarcts and Leukoencephalopathy

Study Goals « Investigate three retinal measures as potential
diagnostic, prognostic, and disease monitoring
biomarkers of the disease.

Years of Study September 2024 - August 2028

Status Ongoing.

I Ongoing.

Source: GAO analysis of information from National Institutes of Health (NIH) Research Portfolio Online Reporting Tools Expenditures and Results (RePORTER), FDA grant documents and publications,
and interviews with FDA officials; RaulAlmu/stock.adobe.com (illustrations). | GAO-26-107691

Notes: Information is current as of November 2025.

A clinical outcome assessmentis a measure used to assessthe impact of treatments or interventions on patients, generally made by a provider or
clinician.

Natural history studies are a type of observational study that track thecourseofadisease over time. Biomarkers —biological moleculesin blood ortissue
that are a sign of the disease or condition—help researchers understand disease risk factors.

Myotonic dystrophy type-1 (Steinertdisease)is a geneticdisorder that causes muscle weakness and degeneration. Ataxia Telangiectasia (Louis -Bar
syndrome)is ageneticdisorder that affects the nervous, immune, and other systems that causesloss of muscle movement, coordination, and speech.
Niemann-Pick Type Cis a progressivegeneticdisorderthat causes damaging buildup of fatty substancesinside tissues, including brai n tissue. Familial
Dysautonomiais a genetic condition of the autonomic nervous system controlling functions, such as heart rate, digestion, and breathing. Autonomic
crisisrefers to a condition where the nervous system becomes overactive or dysregulated, leading to severe symptoms. Cerebra | Autosomal Dominant
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Arteriopathy with Subcortical Infarcts and Leukoencephalopathy, also known as CADASIL, is ageneticdisorder that affects small blood vessels in the
brain, leading to neurological problems, such as strokes and dementia.

These grantswere awarded in response to request forap plications posted to FDA’s website. The request for applications for grants awarded for fiscal
year 2023 was RFA-FD-23-028 and RFA-FD-23-030, fiscal year 2024 was RFA-FD-24-024, and fiscal year 2025 was RFA-FD-25-001.

@Julia M. Hartman et al., “RNA mis-splicing in children with congenital myotonic dystrophy is associated with physical function,” Annals of Clinical and
Translational Neurology, vol. 11 no. 12(2024): 3175-3191; Marina Provenzano et al., “The Splice Index as a prognostic biomarker of strength and
function in myotonic dystrophy type 1,” The Journal of Clinical Investigation, vol. 135 no. 4 (2025).

®Nigel S. Michkietal., “Transcriptional profiling of peripheral blood mononuclearcells identifies inflammatory phenotypes in Ataxia Telangiectasia,”
Orphanet Journal of Rare Diseases, vol. 19 no. 67 (2024).
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Appendix lll: Clinic Sites Participating in Expanded
Access Programs Before and After the ACT for
ALS Act

As part of our review to describe the effect of the National Institutes of Health (NIH) grants providing access to
and research on investigational drugs for individuals with amyotrophic lateral sclerosis (ALS), we reviewed
data from ClinicalTrials.gov and peer-reviewed research to identify the clinic sites participating in expanded
access programs or an expanded access grant.s” We refer to the discrete programs where the Food and Drug
Administration (FDA) has authorized a physician or drug sponsor to provide investigational drugs to groups of
individuals with ALS under FDA'’s expanded access pathway as expanded access programs. In 2021, the
Accelerating Access to Critical Therapies for ALS Act (ACT for ALS Act) authorized NIH to award grants to
provide individuals with ALS access to investigational drugs through expanded access programs and to
conduct research using data collected from participating individuals.e¢ We refer to expanded access programs
that were awarded such grants as expanded access grants.

Our analysis indicated that the expanded access grants likely increased the number of clinic sites that are able
provide investigational drugs to individuals with ALS.6 Table 3 provides information on the number of clinic

sites participating in expanded access grants and expanded access programs by state.
- ]

Table 3: Clinic Sites Participating in Expanded Access Grants and Expanded Access Programs for Individuals with
Amyotrophic Lateral Sclerosis (ALS) Before and After the Enactment of the ACT for ALS Act, by State, as of August 2025

Clinic sites for expanded access programs

State Clinic sites for expanded access initiated before the ACT for initiated after the ACT for
grants ALS Act ALS Act
Alabama 1 0 0
Alaska 0 1 0
Arizona 2 1 1
California 4 4 5
Colorado 1 0 0
Connecticut 1 0 1

67An investigational drug is a drug or biologic used in a clinical trial that is not yet approved or licensed by FDA for marketing, or is
being tested in a clinical trial for an unapproved use orformulation. Individuals with ALS who are not able to enroll i n a clinical trial may
be able to receive access to an investigational drug outside of clinical trials through FDA’s expanded access pathway.

68Pyb. L. No. 117-79, 135 Stat. 1533 (2021).

69Not every expanded access program is required to be reported to ClinicalTrials.gov or has been included in a research publication.
Therefore, our analysis of expanded access programs not funded by the grants is not comprehensive. Additionally, we excluded
instances of a single individual receiving access to an investigational drug through the expanded access pathway from our analysis
because these instances are not reported in ClinicalTrials.gov and are less comparable to the expanded access grants, which must
provide access through an intermediate expanded access program.

Our analysis includes clinic sites as of August 2025 for the five expanded access grants awarded in fiscal years 2022 through 2024.

One of these grant recipients is still in the process of adding clinic sites and expects to add additional clinic sites by the end of 2026,
while another grant recipient had completed the process butis now considering adding one additional clinic site by the end of 2025.
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ACT for ALS Act
Clinic sites for expanded access programs
State Clinic sites for expanded access initiated before the ACT for initiated after the ACT for
grants ALS Act ALS Act
Florida 4
Georgia 1
Idaho 1
lllinois 22
lowa
Kansas
Maryland
Massachusetts
Michigan
Minnesota
Missouri
Nebraska

New Hampshire

New Jersey

New York

North Carolina

Ohio

Oregon

Pennsylvania

Texas

Virginia

Washington

Wisconsin

Washington, D.C.
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Puerto Rico

Total

-y
[=2]
N
N
w
N

Source: GAO analysis of information from ClinicalTrials.gov and published literature on expanded access programs. | GAO-26-107691

Notes: For the purpose of this report, expanded access programs refer to the discrete programs where the Food and Drug Admini stration (FDA) has
authorized a physician or drug sponsor to provide an investigational drug to a group of individuals outside of a clinicaltrial. An investigational drug is a
drug or biologicusedinaclinicaltrial thatis notyet approved or licensed by FDA for marketing oris being tested inac linicaltrialfor an unapproved use
or new patient population. Expanded access grants are grants authorized by the Accelerating Critical Therapies for ALS Act (ACT for ALS Act) to
provide individuals with ALS accessto investigational drugs through expanded access programs and to conduct research using d ata collected from
participating individuals.

Our analysisincludesclinicsites as of August 2025 for the five expanded access grants awarded in fiscal years 2022 through 2024. One of these grant
recipients isstill in the process of adding clinic sites and expects to add additional clinic sites by the end of 2026, while another grant recipient had
completed the process butis nowconsidering adding one additional clinic site by the end of 2025. Our analysis of expanded access programs not
funded by the grantsis limited to those reported in ClinicalT rials.gov or the published research literature. Additionally, we excluded instances of a single
individual receiving access to an investigational drug because these instances are not reported in ClinicalTrials.gov and less comparable to the
expanded access grants, which must provide access through an intermediate expanded access program. Clinic sites participating in more than on e
expanded accessgrantor more than one expanded access program are counted only once in each applicable column. States withou tany clinicsites as
of August 2025 are not listed in the table.

We categorized the expanded access programs based on when the program first started enrolling participants and the date the ACT for ALS Act was
enacted, which was December2021. Some of the expanded access programs that were initiated priorto the act continued enrolling individuals with ALS
after the enactmentofthe act. For example, the expanded access program for tofersen opened for enrollment in July 2021, and closed in 2023 after
FDA approved the drug sponsor’s marketing application.
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Appendix lll: Clinic Sites Participating in Expanded Access Programs Before and After the
ACT for ALS Act

Wedid notassesswhetherthe enactment of the ACT for ALS Act or the existence of the expanded access grants may have influenced the drug
sponsor’s decision to initiate an expanded access program for their investigational drug after the act was enacted.

Theinvestigational drugs CNM-Au8 and pridopidine have both an expanded access program and are involved in a NIH -funded expanded access grant.

#0ne expanded access grantincludes a virtual participation o ption, allowing individuals from all 50 states to enroll, accordi ng to grant documents. For
the purpose of this table, we counted this virtual option as one clinic site based in lllinois, which reflects how itis reported in ClinicalTrials.gov.

The literature used to support this analysis was identified as a part of a structured literature search for peer-
reviewed research published from January 2019 through October 2024. Additionally, we identified relevant
articles through publications listed on NIH’s Research Portfolio Online Reporting Tools Expenditures and
Results (RePORTER) as well as internet searches through September 2025. Our literature search identified
the following eight publications which describe clinic sites for expanded access programs not funded by the
expanded access grants.

Addy, Grace et al., “An Expanded Access Protocol of RNS60 in Amyotrophic Lateral Sclerosis,” Muscle &
Nerve vol. 72 issue 1 (2025): 124-129.

Ajroud-Driss, Senda et al., “Implementation of Tofersen Expanded Access Program (EAP) in the US, The
Cumulative Experience of Six Academic Centers,” Proceedings of the 22nd Annual Meeting of the Northeast

ALS Consortium, published in Muscle & Nerve vol. 68, Issue S1 (2023) S59-S60.

Gelevski, Dario et al., “Safety and activity of anti-CD14 antibody IC14 (atibuclimab) in ALS: Experience with
expanded access protocol,” Muscle & Nerve, vol. 67 issue 5 (2023): 354-362.

Manuel, Machelle et al., “Preliminary Experience With Sodium Phenylbutyrate and Taurursodiol in a United
States Expanded Access Program,” Proceedings of the 22nd Annual Meeting of the Northeast ALS
Consortium, published in Muscle & Nerve vol. 68, Issue S1 (2023) S58.

Neel, Dylan V. et al., “Multicenter expanded access program for access to investigational products for
amyotrophic lateral sclerosis,” Muscle & Nerve, vol. 70 issue 2 (2024): 232-230.

Smith, Sean E. et al., “Tofersen treatment leads to sustained stabilization of disease in SOD1 ALS in a “real-
world” setting,” Annals of Clinical and Translational Neurology vol. 12 Issue 2 (2025): 311-319.

Yerton, Megan et al., “Expanded access protocol (EAP) program for access to investigational products for
amyotrophic lateral sclerosis (ALS),” Muscle & Nerve, vol. 67 issue 6 (2023): 456-463.

Yerton, Megan et al., “An expanded access protocol of RT001 in amyotrophic lateral sclerosis—Initial
experience with a lipid peroxidation inhibitor,” Muscle & Nerve, vol. 66 issue 5 (2022): 421-425.
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Congress in meeting its constitutional responsibilities and to help improve the performance and accountability of the
federal government for the American people. GAO examines the use of public funds; evaluates federal programs and
policies; and provides analyses, recommendations, and other assistance to help Congress make informed oversight,
policy, and funding decisions. GAO’s commitment to good government is reflected in its core values of accountability,
integrity, and reliability.

Obtaining Copies of GAO Reports and Testimony

The fastest and easiest way to obtain copies of GAO documents at no cost is through our website. Each weekday
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