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INTRODUCTION

What is Drug Repurposing  
and Why Does it Matter? 
Many approved drugs have more than one use or benefit; 
however, once generics become available, they are rarely 
researched beyond the initial indication(s) for which they 
are approved. Such research to identify new indications 
for already-approved drugs is known as drug repurposing. 
Drug repurposing is viewed by some as a faster, cheaper, 
and less risky approach to drug development. The devel-
opment of a de novo drug is reported to take an average 
of 8-10 years and cost as much as $2.8 billion. Since  
repurposed compounds have been approved by a  
regulatory body, they have already demonstrated safety 
in humans. Therefore, earlier stages of drug discovery  
and clinical trials may be bypassed, and development 
efforts can focus on demonstrating efficacy for the  
new indication. 

Generic drug repurposing can be a valuable approach 
for identifying new treatments, particularly in circum-
stances where access to therapeutic options is limited, 
unavailable, or unaffordable. Non-profit organizations 
led by patients and families impacted by overlooked and 
rare diseases often view repurposing as their best option 
to find treatments. Academic researchers also have an 
interest in exploring potential new uses of existing gener-
ic drugs that could benefit patients with limited options 
and offer more affordable treatment options. 

 

Defining Terms
For the purposes of our work, we define  
the following terms as follows:

Drug Repurposing: the process of conducting 
clinical research on new uses for established 
drugs on the market.

Generic Drugs: drugs on the market for which 
the originator has lost all exclusivity and other  
industry sponsors and manufacturers may 
legally enter the market.

Prominent examples of successful drug repurposing cases 
include the use of thalidomide—originally developed  
as a sedative for pregnant women experiencing morning 
sickness—to treat leprosy and multiple myeloma, and 
the use of colchicine—a treatment for gout—for cardio-
vascular disease. Recent stories in the Washington Post 
and New York Times have put a spotlight on repurposing 
success stories for patients facing rare diseases with  
no FDA-approved treatments. Dedicated nonprofit  
organizations, such as Every Cure, Cures Within Reach, 
and Reboot Rx, have been actively pursuing the opportunity 
to address unmet medical needs with the available drugs 
on our pharmacy shelves. 

What is the Problem? 
Despite the opportunities for generic drug repurposing, 
research on new uses of generic drugs is rarely conducted 
by traditional R&D-based pharmaceutical companies. 
While still cheaper than de novo drug development, drug 
repurposing nonetheless requires significant upfront 
capital to fund trials. Yet, no financial incentive exists for 
companies to make this investment due to the presence 
of competitors and low-price points in the generics market. 
As such, generic drug repurposing efforts are limited 
and typically only conducted by academic institutions or 
non-profit research organizations (henceforth referred 
to as “nontraditional developers”).

 

Incentives for Generic Drug Repurposing

Additional efforts to address the incentives for  
traditional developers are needed. Duke-Margolis  
is exploring this challenge in a separate initiative.

Although these nontraditional developers may be able  
to conduct rigorous clinical trials to demonstrate efficacy 
for a new indication while maintaining the safety profile 
in a different population, they generally lack the expe-
rience and resources necessary to navigate regulatory 
pathways and are not positioned to hold marketing  
authorization for the product. Additionally, limited  

https://www.nature.com/articles/nrd1468
https://www.nature.com/articles/d41573-021-00190-9
https://www-sciencedirect-com.proxy.lib.duke.edu/science/article/pii/S0167629616000291?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S1286457902016453
https://www.myeloma.org/thalomid-thalidomide
https://www.ahajournals.org/doi/10.1161/ATVBAHA.124.319851
https://www.ahajournals.org/doi/10.1161/ATVBAHA.124.319851
https://www.washingtonpost.com/opinions/interactive/2025/michael-lewis-fda-who-is-government/
https://www.nytimes.com/2025/03/20/well/ai-drug-repurposing.html
https://healthpolicy.duke.edu/sites/default/files/2025-08/Incentivizing%20Generic%20Drug%20Repurposing%20in%20the%20United%20States_8.15.2025_0.pdf
https://www.healthaffairs.org/doi/10.1377/hlthaff.2022.01083?url_ver=Z39.88-2003&rfr_id=ori%3Arid%3Acrossref.org&rfr_dat=cr_pub++0pubmed
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resources and systemic efforts exist to identify repurposing 
candidates and conduct trials to demonstrate efficacy for a 
new use. Therefore, repurposing studies are often conduct-
ed ad hoc and are not intended to support label changes. 

While label expansion is the most straightforward way of 
ensuring patient access and encouraging adoption, some 
debate whether approval through label expansion is nec-
essary. Certain experts believe there could be an alterna-
tive path of updating treatment guidelines or compendia 
to reflect a drug’s expanded use and be prescribed off-label. 

In some cases, this may prove a suitable alternative, but 
relying on off-label prescribing may still have disadvantag-
es as described in the box below.  

Addressing the barriers to generic drug repurposing is 
not a one-dimensional challenge and will require efforts 
across the biomedical system of researchers, developers, 
funders, regulators, and payers. In this paper, we explore 
the role that drug regulators, specifically at the U.S. 
Food and Drug Administration (FDA), could play in un-
locking the full potential of generic drugs to improve 
patient access to affordable treatments. 

 

Disadvantages of Off-Label Prescribing  
While prescribing drugs off-label is a common and efficient way for some physicians  
to provide patients with effective treatments, it also poses several disadvantages:

• Lack of data generated on the drug’s efficacy and safety for the off-label indication
• Uneven or slow uptake 
• Reimbursement issues
• Limited awareness by providers and patients
• Patient concerns over using an unapproved therapy
• Supply issues (e.g., disruption or shortages from underestimated demand forecasting)

• Liability concerns from providers

RESEARCH APPROACH 
Building off prior policy work related to drug repurposing, 
the Duke-Margolis team wanted to better understand 
the current regulatory pathways and programs that may 
have relevance for generic drug repurposing. Our research 
approach consisted of a desk review, extensive expert  
engagement, and a private expert roundtable. We began 
with a review of the available literature and publicly 
available information on current repurposing efforts and 
regulatory pathways, as well as on the barriers to data 
collection, incentives, and gaining approval. We conducted 
interviews with a variety of experts in the field to better  
understand the challenges and opportunities in conducting 
repurposing trials and pursuing approval/label expansion 
for a new indication. 

In November 2024, we hosted a private expert round-
table to bring together a range of relevant stakeholders 
to highlight existing efforts and share ideas on further 
work needed to address issues around incentives, data 
sharing, and more. After this roundtable, we developed 
a framework with a range of potential regulatory policy 
solutions to help address the current obstacles hindering 
repurposing efforts. We reviewed this framework with a 
range of regulatory experts before hosting a public work-
shop in May 2025. We proposed these potential solutions 
with audience members and experts at the workshop 
through multiple open discussion sessions and audience 
polling opportunities. Below, we present the findings and 
emerging recommendations from these efforts, as well 
as remaining questions to explore. 

https://healthpolicy.duke.edu/events/generic-drug-repurposing-exploring-potential-role-regulator-and-policy-solutions
https://healthpolicy.duke.edu/events/generic-drug-repurposing-exploring-potential-role-regulator-and-policy-solutions
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THE IMPORTANCE OF REGULATORY 
APPROVAL AND CURRENT PATHWAYS
Regulatory approval is an important step for generic 
drug repurposing in terms of clinical acceptance of the 
treatment and patient access. When a repurposed drug 
receives regulatory approval for a new indication, it opens 
up mechanisms for additional efficacy and safety monitor-
ing, payment and reimbursement, adoption into clinical 
guidelines, and ideally leads to greater adoption and 
acceptance by providers and access for patients. Addi-
tionally, label expansion creates a clear path for proactive 
promotion of the treatment to providers. It also maintains 
the bar for necessary clinical evidence that a drug should 
demonstrate before being promoted and used in patients. 
A new label indication claim must demonstrate substantial 
evidence of effectiveness, which may be accomplished 
with one adequate and well-controlled clinical investigation 
and confirmatory evidence.

Currently in the U.S., the 505(b)(2) regulatory pathway is 
the primary pathway for adding new indications to a drug’s 
label. 505(b)(2) applicants can partially rely on FDA’s previ-
ous safety and efficacy data, along with additional publicly 
available data on efficacy in their submission. A developer 
interested in pursuing a new indication can then bypass 
nonclinical or clinical studies—or both—depending on 
available data. However, some repurposing advocates—
particularly nontraditional developers—have pointed  
out several challenges in pursuing this pathway. 

• �First, use of the 505(b)(2) pathway requires  
extensive statutory and regulatory understanding, 
particular understanding of the reference drug, 
and specific bridging needs. Although the FDA has 
created guidance documents to assist researchers 
in understanding uses of both the Investigational 
New Drug processes and the requirements for 
approval through use of the 505(b)(2) pathway,  
a lack of expertise or experience in navigating 
practical requirements may discourage nontradi-
tional researchers from pursing approval for  
a new indication. 

• �Second, the pathway is intended for industry 
sponsors and drug manufacturers, versus nontra-
ditional developers who are typically unequipped 
to manufacture or market the drug. This creates  
a hurdle for nontraditional developers who are 

conducting trials to demonstrate efficacy but  
face challenges in completing the manufacturing  
requirements for a regulatory submission. 

Given these challenges, nontraditional developers currently 
have two options for bringing a repurposed drug to patients. 
The first option is to partner with a manufacturer or the 
original industry sponsor of the drug. Sponsor partner-
ships would be beneficial for data sharing purposes and 
their expertise on both the drug and designing studies 
intended for regulatory submission. The sponsor or manu-
facturer is also able to provide the FDA with the chemistry, 
manufacturing, and controls (CMC) data, and the product 
samples required for the 505(b)(2) application. Additionally, 
the original sponsor can conduct post-marketing surveil-
lance and market the drug for the new use. However, as 
mentioned above, incentives for such firms to collaborate 
with nontraditional developers is still needed, and invest-
ment in the resources to pursue label expansion is unlikely 
if the new indication does not provide them commercial 
benefit that adequately offsets the cost, liability risks, and 
uncertainty associated with additional clinical trials.  

The second option is to rely on off-label use and/or 
inclusion on treatment guidelines or drug compendia.  
If nontraditional developers choose to not pursue a label 
expansion, they must rely on the dissemination of their 
research and hope off-label usage and/or inclusion on 
treatment guidelines or compendia increases. This often 
results in uneven uptake and can still leave some patients 
and providers with concerns about using an off-label 
drug. Additionally, not pursing label expansion sets zero 
evidence standards for efficacy and leaves room to make 
unsubstantiated claims based on insufficient trials.

https://www.fda.gov/media/133660/download
https://www.fda.gov/media/133660/download
https://www.fda.gov/media/172166/download
https://www.fda.gov/media/172166/download
https://premier-research.com/perspectives/what-is-505b2/?gad_source=1&gclid=Cj0KCQjwq86wBhDiARIsAJhuphmsZys_lpMNVBrDkLs79Qft3Lih7LDaHiFbTdK73Luix5pdwk1Cg54aAre_EALw_wcB
https://www.frontiersin.org/journals/pharmacology/articles/10.3389/fphar.2024.1419772/full
https://fas.org/publication/clearing-the-path-for-new-uses-for-generic-drugs/
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EXISTING US-BASED PROGRAMS  
FOR DRUG REPURPOSING
In the U.S., interest in generic drug repurposing has  
increased; despite the lack of a coordinated, government-led 
effort, a handful of disparate efforts have attempted  
to address some key challenges, including identification  
of candidates, updating drug labels with established data 
on additional indications, and funding for trials. 

CURE ID
One such effort aims to identify repurposing opportunities 
by curating a “treatment registry” of drugs that have been 
successfully used to treat rare diseases. CURE ID, a collab-
oration between the FDA, National Center for Advancing 
Translational Sciences (NCATS), the World Health Orga-
nization (WHO), and the Critical Path Institute, provides a 
platform for health care providers, patients, and caregivers 
to share their treatment experiences with existing medica-
tions being used in new ways. Case reports are submitted 

directly through CURE ID’s website or mobile app. This  
collection of real-world experiences captures treatment 
outcomes for medicines being used off-label to treat 
diseases beyond their original indication and serves as 
a resource to share information to patient communities 
where there is no FDA-approved product for treatment. 

Project Renewal
In the oncology space, many treatments are prescribed 
off-label yet are listed on the National Comprehensive Can-
cer Network Guidelines and have decades of real-world 
evidence as safe and effective treatments. Project Renewal 
is an FDA-led initiative through the Oncology Center of 
Excellence that aims to update the prescribing information 
for specific out-of-date oncology drugs to reflect these ad-
ditional indications. The initiative reviews new post-market 

 

Insights from International Efforts to Support Generic Drug Repurposing  
Interest in generic drug repurposing is not new, and other countries have already taken notice of 
its potential value and the challenges hindering it. Both the United Kingdom (U.K.) and European 
Union (E.U.) have undertaken efforts to address these challenges.

• �The U.K. National Health Service’s Medicines Repurposing Programme sought to identify and 
progress opportunities to use existing medicines in new ways, outside of current marketing 
authorization. The program selected and prioritized medicines and provided tailored support 
on generating evidence, applying for a license variation, and facilitating equitable patient 
access. Using an open and competitive tender process, a marketing authorization holder was 
selected to submit to the Medicines and Healthcare Products Regulatory Agency (MHRA), 
providing a financial incentive for sponsoring the license variation. The program reported one 
success before its conclusion in 2025: anastrozole for breast cancer prevention.

• �The STAMP Pilot is an E.U.-based program which aimed to support non-profit organizations 
and academia to collect and generate the evidence necessary to support submission to a 
regulatory authority for a new indication of an established medicine. The European Medicines 
Agency (EMA) and national medicines agencies provided regulatory support to participants 
to help them generate robust data packages which could be presented to a pharmaceutical 
company in hopes of attracting them as a partner to submit the data package to the regulatory 
authority. Additionally, legislative efforts exist to create a regulatory pathway for nontraditional 
developers. Article 48 is an active proposal to the E.U. General Pharmaceutical Legislation that 
would offer a pathway for “not-for-profit entities” to submit data to their regulatory agency for 
repurposing products that meet unmet medical needs.

https://cure.ncats.io/home
https://www.nccn.org/guidelines/category_1
https://www.nccn.org/guidelines/category_1
https://www.fda.gov/about-fda/oncology-center-excellence/project-renewal
https://www.england.nhs.uk/medicines-2/medicines-repurposing-programme/
https://www.england.nhs.uk/long-read/medicines-repurposing-programme-annual-highlights/
https://health.ec.europa.eu/medicinal-products/pharmaceutical-committee-veterinary-pharmaceutical-committee-and-expert-groups/commission-expert-group-safe-and-timely-access-medicines-patients-stamp_en
https://www.sciencedirect.com/science/article/pii/S1359644624004112
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data to ensure the necessary prescribing and patient infor-
mation is up-to-date for their safe and effective use. The 
Project Renewal team works closely with the original drug 
sponsor and uses this data to follow the proper regulatory 
pathway to update the reference drug’s label. So far, this 
initiative has led to three approvals, updating the labels for 
capecitabine, temozolomide, and fludarabine phosphate. 

Modern Labeling Act
Recent legislation has also targeted this challenge of up-
dating drug labels. The Modern Labeling Act of 2020 grant-
ed FDA the authority to require updates to out-of-date 
drug labels of certain generic drugs in which the reference 
label drug has been withdrawn. Under this law, the label of 
the abbreviated new drug application (ANDA) submitted by 
generic manufacturers may be updated if it would benefit 
public heath, if new scientific evidence available pertaining 
to the existing conditions of use exists that is not reflected 
in the labeling, or if a relevant accepted use in clinical prac-
tice is not reflected in the approved label. However, to our 
knowledge, the Modern Labeling Act provisions have yet to 
be utilized to update any drug labels. Reasons for this are 
unclear, but based on interviews with experts it could be 
due to a lack of resources or a champion within the Agency 
to spearhead utilization of the authority. 

Government-Led Research and Programs
There are other government-led repurposing efforts as 
well. In addition to their collaboration on CURE ID, NCATS 
also runs a Biomedical Data Translator program that 
integrates multiple types of existing data sources to better 
understand the pathophysiology of existing drugs, which 
can be used to identify potential repurposing candidates. 
The National Institute on Aging (NIA) is exploring oppor-
tunities to repurpose drugs to treat Alzheimer’s disease 
through the ACTDRx AD program. Additionally, the Depart-
ment of Defense and the Biomedical Advanced Research 
and Development Authority (BARDA) have invested in drug 
repurposing efforts. 

While these existing programs show some promise for 
repurposing efforts, they faced limitations. While CURE ID is a 
great way to identify potential new indications, especially for 
rare diseases, it does not provide enough evidence for wide-
spread adoption and still requires further studies. Additional-
ly, there remains lack of incentive or opportunities to ensure 
the drug label is updated for the new use. While Project Re-
newal is an effective, government-led effort to update drug 
labels, the effort is currently limited to the oncology space 
due to its long history of cancer-focused philanthropic and 
government funding, uniquely large infrastructure, and clear 
ability to identify endpoints. Lastly, the lack of movement to 
utilize the Modern Labeling Act has left the FDA untapped 
authority to update labels of select drugs.

IDENTIFYING REGULATORY  
AND LEGISLATIVE SOLUTIONS
Creating a Framework of Regulatory Solutions 
Our review of current government-led efforts to repur-
pose generic drugs and update their labels reveals that 
significant opportunities remain for regulatory actions and 
polices to address the barriers and challenges, particularly 
for nontraditional developers. International examples offer 
inspiration to the types of actions which may be beneficial 
for repurposing efforts in the U.S. Additionally, experts 
engaged through our meetings and informal interviews 
provided thoughts and valuable insights on the potential 
role the FDA may play. In our previous working paper 
published ahead of the May 2025 workshop, we developed 
a framework of potential policy solutions that a regulator 
may undertake to address challenges. Here, we modify 
that framework to highlight the policy solutions that were 

recognized as top priorities or most promising. The full 
range of policy solutions considered in the working paper 
can be found in the Appendix. 

The regulatory solutions framework (see Table 1) is 
organized into three categories based on the degree of 
effort required to implement: “enhance & leverage exist-
ing programs”, “innovate within current authority”, and 
“pursue statutory or structural change”. Solutions under 
each of these columns are further organized by the level 
of resources needed to implement, from low to high. Color 
coding is used to represent which solutions were identified 
as feasible priority recommendations for regulators and 
those that sound promising but need further exploration. 

https://www.congress.gov/bill/116th-congress/house-bill/5668/text
https://www.nia.nih.gov/10-years-alzheimers-disease-and-related-dementias-research/advanced-drug-repurposing
https://healthpolicy.duke.edu/sites/default/files/2025-05/Working Paper-Regulatory Actions to Advance Generic Drug Repurposing.pdf
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Enhance & Leverage  
Existing Programs

Innovate Within  
Current Authority

Pursue Statutory  
or Structural Change

Programming — A program 
offering advice on research pro-
tocols and evidentiary needs to 
obtain regulatory approval/attract 
manufacturer partner (NCATS/FDA 
joint effort?), including workshops, 
individual meetings, and guidance 
documents.

Disease Prioritization —  
Identification of priority uses cases 
or conditions for repurposing efforts 
for Federal efforts (e.g., within FDA, 
NCATS, NIH).

Expand Modern Labeling Act —  
Expand modern labeling act beyond 
withdrawn RDLs (criteria TBD; may be 
based on # of years since first ANDA); 
OR expand to allow nontraditional devel-
opers to compile and submit the data to 
FDA (reduce workload on FDA staff).

User Fee Waivers — Waive user for 
repurposed drugs that meet or ad-
vance public health needs as defined 
by FDA (see above); if a pathway is 
created for nontraditional develop-
ers, user fee not to  
be required.

New Regulatory Pathways —  
Create a “Labeling only” 505(b)(2) path-
way (Reboot Rx proposal) OR a “Repur-
posing Evidence Pathway” for nontradi-
tional developers to submit data directly 
to the FDA

Utilizing Modern Labeling Act 
— FDA can use authority provided 
to update labels of drugs with with-
drawn reference listed drugs (RLDs) 
based on existing data.

Sponsor Incentives — Explore 
incentives for companies to partner 
with nontraditional developers on 
repurposing. This may include build-
ing on the “programming” solution 
to establish a program similar to the 
E.U.’s STAMP Pilot.

International Regulatory  
Reciprocity —Update labels based  
on evidence used for label expansion 
in other regulatory agencies (e.g., EMA, 
MHRA) for repurposed drugs that meet 
areas of unmet medical need.

CURE ID Expansion — Link CURE 
ID with government funding 
partner to pull out promising 
candidates and prepare research 
protocols to meet regulatory stan-
dards (may include match making 
conferences).

Notice and Comment — Nontra-
ditional developers can submit 
evidence through a Citizen Petition 
which can then be reviewed by 
FDA; a Federal Register Notice can 
be published if FDA determines 
there is substantial evidence for 
effectiveness.

Addressing Liability Concerns —  
Address liability concerns for pharma-
ceutical companies to share data or 
study new uses of generic drugs.

Project Renewal Expansion —  
Expand Project Renewal to other  
disease areas where there is suf-
ficient data and clear evidentiary 
targets (e.g., infectious diseases).

Expand Federal Programming —  
Expand NCATS, NIA Alzheimer’s 
Repurposing Program, or ARPA-H to 
establish a government-led repur-
posing initiative.

New Federal Initiative — Create a new 
large-scale government initiative (e.g., 
BARDA) to advance drug repurposing 
for unmet medical need.

TABLE 1 | Generic Drug Repurposing: Regulatory Solutions Framework 

Priority recommendations 
for action

Promising but need  
more research

Low

High

Re
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s 
N
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d
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PRIORITY RECOMMENDATIONS  
TO ACTION NOW
Enhance & Leverage Existing Programs
Some solutions could expand upon existing programs and 
efforts at the FDA and other health agencies. We imagine 
these to be the most feasible actions for the near term as 
they leverage existing programs, authority, and resources 
in support of generic drug repurposing efforts. However, 
we recognize the significant resource challenges intro-
duced by recent, large-scale reductions in federal staff 
may come as an obstacle in supporting these efforts. 

One of the top policy solutions that emerged from this 
workshop was to introduce a new drug repurposing  
support program that would provide advice on research 
protocols and evidentiary needs necessary to obtain regu-
latory approval, particularly for nontraditional developers. 
The FDA currently provides this kind of support to spon-
sors through guidances, workshops, etc., in other areas 
such as the rare diseases, innovative trial design, manu-
facturing, generic drug development and other technical 
areas. Expanding these efforts to drug repurposing and 
providing specific educational materials and regulatory 
advice could help support the nontraditional developers 
who typically lead repurposing efforts and may lack the 
experience of navigating regulatory approval. Such efforts 
would be similar to other FDA programs to support patient 
advocacy organizations and small business initiatives. 

Workshop participants also recognized the expansion  
of the CURE ID platform as a top priority. While CURE ID 
has had some success in curating potential new uses of 
drugs for rare and neglected diseases, the platform has 
the potential to be a significantly more utilized resource 
for sharing information on off-label use and informing 
researchers on repurposing candidates for further study. 
With greater resources, the platform could garner more 
awareness and even more proactively identify potential 
repurposing candidates. CURE ID could also be directly 
linked to clinical research funding within NCATS—or the 
National Institutes of Health (NIH) more broadly—to pull 
out promising candidates, prepare research protocols 
that would meet regulatory standards, and fund trials. 
The expansion of CURE ID plays into another one of the 
policy solutions we originally identified, Expanding Federal 
Programming, which suggests we build upon existing 
government-led efforts, which may include programs at 
NCATS, NIA, or the Advanced Research Projects Agency for 
Health (ARPA-H) as well. Linking such existing government 
programs with CURE ID can result in a more efficient and 
coordinated approach to generic drug repurposing.

INNOVATE WITHIN  
CURRENT AUTHORITY 
Other policy solutions would require doing something new 
within the current authority granted to the FDA. We imagine 
such solutions to be a heavier lift than just expanding on  
existing programs, as new initiatives would require allocation 
of resources and ownership by an office or senior official 
who can serve as “a champion” of the effort/program. 

A new policy solution that emerged in our workshop  
suggests demonstrating the public health benefit of  
generic drug repurposing through FDA findings for promis-
ing candidates with sufficient data. Nontraditional sponsors 
could submit the necessary data for review through a 
Citizen Petition: a process by which individuals, regulated 
industry representatives, or consumer groups would 

petition FDA to issue, amend, revoke a regulation, or to 
take other administrative action. If reviewers of the Citizen 
Petition find the drug to be efficacious for a new use, the 
FDA would then publish a Federal Register Notice (FRN) 
acknowledging that there is substantial evidence that the 
drug is effective for a new indication, along with an updated 
draft label. This approach was recently used to expand the 
use of buprenorphine; although, the expansion was only 
for a dosage change rather than a new indication.

The idea of using Citizen Petitions and FRNs offers  
an alternative to other policy recommendations, such as 
the Expansion of Project Renewal or Utilizing the Modern  
Labeling Act, both of which give FDA the authority to 
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make label updates but place the burden on the agency  
to identify opportunities and data. With the Citizen Petition 
approach, nontraditional developers can approach the 
FDA directly with a specific drug and data on a new use. 
However, this method would not be sustainable for updating  
labels of repurposed drugs long-term, due in part to the 
extensive resources needed to review, research, and 
respond to an individual efficacy and safety review request 

and formally respond to a Citizen Petition. However,  
it could be a useful approach in the near-term to demon-
strate the value of creating a specific pathway through 
legislative action (see below). Additionally, before pursuing 
this option, more work is needed to ensure payers will  
acknowledge this approach by FDA to support coverage 
and reimbursement decisions.

PURSUE STATUTORY  
AND STRUCTURAL CHANGES 
Finally, some large-scale policy solutions would require  
legislative changes and/or appropriations from Congress 
to introduce. While pursuing legislation takes a consider-
able amount of effort and faces multiple hurdles—from 
drafting legislative language and finding bipartisan  
Congressional sponsors, to making it through committees 
of both houses of Congress—we see these as the solutions 
that would create the biggest impact. These efforts would 
require an implementation plan to ensure the efforts have 
their intended impact. 

One such solution is the creation of a new regulatory path-
way for nontraditional developers to pursue label change. 
One proposed new pathway, put forward by the nonprofit 
organization Reboot Rx, proposes the creation of a new 
“labeling-only” 505(b)(2) NDA pathway. This pathway would 
better support the nontraditional developer by allowing 
them to reference the CMC information that the FDA  
already has available from previously approved applications, 
as well as provide the FDA with samples of commercially 
available versions of the drug. While such a pathway could 
address most of the challenges nontraditional developers 
currently face, a question remains around whether it 
would be utilized by nontraditional developers. With 
this pathway, the nontraditional developer would still  
be required to take on liability for that new indication of 
the drug. Small nonprofits or academic researchers may 
not be willing or financially capable to take on this risk. 

Another proposal for a new “Repurposing Evidence 
Pathway” (REP)  builds upon the Citizen Petition and FRN 
option described above. Since that approach may not be 
a sustainable solution, the FDA could implement REP with 
dedicated staff and resources for nontraditional developers  
to submit data to FDA on new uses of generic drugs.  
Similarly to the FRN approach, the FDA could then put out  

a decision about whether the evidence submitted is adequate  
to determine its effectiveness for the new indication. This 
decision, however, would not result in a change to any 
specific manufacturer’s drug label, thus removing liability 
risks incurred with such a change. Once again, more work 
is needed to determine if the REP approach would be 
acceptable to payers to inform their coverage decisions. 

Encompassing all three overarching categories and more, 
the final policy solution is for the U.S. government to create 
a new large-scale government initiative focused on generic  
drug repurposing, similar to how BARDA was created 
specifically for development of medical countermeasures. 
Such a program could focus on advancing generic drug 
repurposing for areas of unmet medical need and include 
a wide range of programs and solutions, including target 
identification, research support and guidance, coordi-
nation with regulators, alignment with payers, incentive 
programs and more. We envision this as a collaborative 
initiative across government that can coordinate efforts 
across agencies such the FDA, NIH, and the Centers for 
Medicare & Medicaid Services (CMS) to identify and align 
on priority use cases or conditions where repurposing may 
have public health benefit. Additionally, with the support of 
more resources, repurposing programs in NCATS, ARPA-H, 
and/or NIA could be expanded into a broader govern-
ment-led drug repurposing initiative that identifies generic 
drug repurposing opportunities and provides support to 
ensure promising opportunities reach patients. Similar 
ideas for government-led repurposing programs have 
been introduced, highlighting its potential role in providing 
national security and preparation for future pandemics, 
as well as supporting discovery and research on “financial 
orphans.”   

https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2F14ce3738.streaklinks.com%2FCg-kaWenp7dMyN-T9gS7GaDs%2Fhttps%253A%252F%252Ffas.org%252Fpublication%252Fclearing-the-path-for-new-uses-for-generic-drugs%252F&data=05%7C02%7Cmia.williams%40duke.edu%7Cd9d95d53c390416c3aa408ddcb7ef9a5%7Ccb72c54e4a314d9eb14a1ea36dfac94c%7C0%7C0%7C638890468412708432%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=9RzxtnTi8hTbSSh%2Bq3HGfSXO1XqRtQVAYdLcyHTuw94%3D&reserved=0
https://www.healthaffairs.org/content/forefront/generic-drug-repurposing-public-health-and-national-security-covid-19-and-beyond
https://www.sir.advancedleadership.harvard.edu/articles/rapid-development-new-affordable-medical-treatments
https://www.sir.advancedleadership.harvard.edu/articles/rapid-development-new-affordable-medical-treatments
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PROMISING IDEAS THAT  
NEED MORE RESEARCH
Sponsor Incentives
One issue that was brought up throughout the workshop 
was the lack of incentives for traditional sponsors to pursue 
repurposing opportunities. While experts agree that incen-
tives to encourage sponsors to partner with nontraditional 
developers could be a useful strategy, more research is 
needed to identify what kind of incentives and/or incentive 
programs would be both enticing for sponsors and feasi-
ble for government. Results from the EMA’s STAMP Pilot 
demonstrated that scientific advice and support for prepar-
ing regulatory data packages was not sufficient to attract 
industry partners to sponsor the regulatory review. A report 
published on the results of this pilot suggests that industry  
associations should facilitate connections between the 
nontraditional developer and sponsors to attract attention 
to, and gauge sponsor interest in, potential repurposing  
opportunities. Additionally, they suggest that regulatory  
bodies, in this case EMA and National Competent Authorities, 
should support multistakeholder interactions to promote 
discussions between nontraditional developers, sponsors, 
and regulators.  

International Regulatory Reciprocity
As described above, international efforts have focused on 
drug repurposing and adding new uses to the drugs’ label, 
which could translate to benefit for patients elsewhere. Reg-
ulatory authorities such as EMA may share the data packag-
es used to add an indication to a generic drugs’ label with the 
FDA. The FDA could then review that data to decide whether 
the evidence is sufficient to update the drug’s label in the 
U.S. as well. The authority of the Modern Labeling Act could 
give the U.S. authority to update the drug’s label directly if 
the RLD has been withdrawn. However, there is still more 
research needed to explore the legal frameworks for sharing 
data packages between regulatory agencies and if data from 
the EMA or other national regulatory authorities would be 
sufficient for making approval decisions by the FDA. 

Addressing Liability Concerns
Another issue that arose throughout the workshop was 
concern related to product liability. In particular, developers 
were concerned about taking on additional risk by sponsor-
ing a 505(b)(2) submission for a repurposed drug and others 
noted concerns around whether nonprofits would be willing 
to take on this liability should a “labeling-only” pathway be 
introduced. Questions remain around how risks related to 
product liability may be averted or minimized to overcome 
this barrier to updating a drug’s label when a new use for  
a generic drug is identified. Solutions should be explored 
with legal experts to ensure liability does not hinder potential 
public health benefit.

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https:/www.ema.europa.eu/en/documents/report/eu-repurposing-pilot_en.pdf
https://www.raps.org/news-and-articles/news-articles/2025/7/ema-drug-repurposing-efforts-saw-limited-success-d
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Unlocking the full potential of drugs on our pharmacy 
shelves can improve the lives of patients, particularly 
those who have unmet needs. Nontraditional devel-
opers, such as nonprofits, patient organizations, and 
academic institutions, see the value of generic drug 
repurposing for patients and are the most active in 
pursuing these opportunities. However, the current 
regulatory system is designed primarily for industry 
sponsors, leaving nontraditional developers without a 
clear path to pursuing regulatory approval for new uses 
of generic drugs, which can have a detrimental impact 
on patient access. The FDA and other agencies across 
the Department of Health and Human Services have an 
opportunity to support these nontraditional developers 
and ensure drug labels are updated to promote public 
health. This paper has outlined practical, priority actions 
to drive progress in both the near- and long-term. Now 
is the time for regulators and policymakers to initiate 
opportunities for nontraditional developers to deliver 
treatments to patients who need them most. 

Conclusion 
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TABLE 2 | Generic Drug Repurposing: Regulatory Solutions Framework 

Building on Current  
Processes and Programs

New but Within  
Existing Authority

Legislative Action  
Needed

Programming — A program  
offering advice on research  
protocols and evidentiary needs to 
obtain regulatory approval/attract 
manufacturer partner (NCATS/FDA 
joint effort?), including workshops, 
individual meetings, and guidance 
documents. 

Disease Prioritization — Identi-
fication of priority uses cases or 
conditions for repurposing efforts 
for Federal efforts (e.g., within FDA, 
NCATS, NIH).

Expand Modern Labeling Act —  
Expand modern labeling act beyond 
withdrawn RDLs (criteria TBD; may be 
based on # of years since first ANDA); 
OR expand to allow nontraditional de-
velopers to compile and submit the data 
to FDA (reduce workload on FDA staff).

User Fee Waivers — Waive user for 
repurposed drugs that meet or ad-
vance public health needs as defined 
by FDA (see above); if a pathway is 
created for nontraditional develop-
ers, user fee not to be required.

New Regulatory Pathways — ”Label-
ing only” 505(b)(2) pathways (Reboot 
Rx proposal) OR creation of other new 
pathway for nontraditional developers 
(similar to Article 48 in EU proposal).

Utilizing Modern Labeling Act —  
FDA can use authority provided  
to update labels of drugs with  
withdrawn reference listed drugs 
(RDLs) based on existing data. Sponsor Incentives — Explore 

incentives for companies to partner 
with nontraditional developers on 
repurposing. This may include build-
ing on the “programming” solution 
to establish a program similar to the 
E.U.’s STAMP Pilot.

International Regulatory Reciprocity 
— Update labels based on evidence 
used for label expansion in other  
regulatory agencies (e.g., EMA, MHRA) 
for repurposed drugs that meet areas 
of unmet medical need.

CURE ID Expansion — Link CURE 
ID with government funding 
partner to pull out promising 
candidates and prepare research 
protocols to meet regulatory stan-
dards (may include match making 
conferences).

Addressing Liability Concerns — Ad-
dress liability concerns for pharmaceu-
tical companies to share data or study 
new uses of generic drugs.

Project Renewal Expansion —  
Expand Project Renewal to oth-
er disease areas where there is 
sufficient data and clear evidentiary 
targets (e.g., infectious diseases). 

Expand Federal Programming —  
Expand NCATS, NIA Alzheimer’s  
Repurposing Program, or ARPA-H  
to establish a government-led  
repurposing initiative.

New Federal Initiative — Create  
a new large-scale government initiative 
(e.g., BARDA) to advance drug repurposing 
for unmet medical need.

Opportunities Approval Labeling

Low

High

Re
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s 
N
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d

Last updated: 5/14/25

This was an earlier version of the regulatory solutions framework presented in the May 2025 working paper and workshop.  
Solutions in this table are organized into three categories where the FDA may play role: 1) identifying opportunities for new 
uses of generic drugs, 2) creating opportunities for nontraditional developers to pursue regulatory approval for new uses and 
support for generating the satisfactory evidence to do so, and 3) encouraging the use of established evidence to update labeling 
to ensure responsible promotion and public health benefit. The final framework was modified to reflect feedback and input on 
these solutions during the workshop and individual engagement with experts. More detail on each of these recommendations 
can be found in our original working paper on the Duke-Margolis website, published ahead of the May 2025 public workshop.

APPENDIX

https://chrome-extension//efaidnbmnnnibpcajpcglclefindmkaj/https://healthpolicy.duke.edu/sites/default/files/2025-05/Working Paper-Regulatory Actions to Advance Generic Drug Repurposing.pdf
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