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A B S T R A C T

This position paper reviews the Expanded Access pathway for cell and gene therapies, examining its critical role at the nexus of patient need, regulatory frame-
works, and scientific advancement. Spearheaded by the International Society for Cell & Gene Therapy’s Expanded Access Working Group, it explores how inves-
tigational therapies are accessed outside of clinical trials for patients with serious or life-threatening conditions when no approved alternatives exist. Access to
cell and gene therapy products are of specific interest to patients because many times the products are bespoke, being used to treat serious and/or incurable
conditions, and are potentially curative. As the field of cell and gene therapy rapidly progresses, healthcare professionals face mounting challenges in navigating
the balance between access and oversight. Key considerations include transparent communication with patients, robust data reporting, and a discussion of cost
recovery models and their implications for long-term commercialization strategies. Equity and inclusivity are central themes, highlighting the need to design
pathways that are accessible to diverse patient populations while upholding high scientific and ethical standards. This position paper is presented as a resource
for clinicians, researchers, and policymakers navigating the evolving landscape of investigational cell and gene therapies. It emphasizes the importance of ethical
frameworks and equitable practices in delivering transformative treatments to patients in need.
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Introduction

In 2022, the International Society for Cell & Gene Therapy (ISCT)
launched the Expanded Access Working Group to identify practical,
ethical, and regulatory issues emerging from use and possible abuse
of nontrial access for cell and gene-based interventions. In its 2023
publication [1], the group analyzed the current landscape of cell and
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gene therapy regarding unproven products that implicitly or explic-
itly make claims of effectiveness without scientific evidence or regu-
latory oversight. In this publication, the Expanded Access pathway,
the primary mechanism through which developers distribute investi-
gational products outside clinical trials in the United States, is
reviewed. A key audience targeted here are the physicians and other
health care professionals on the frontline of clinical care who may be
his is an open access article under the CC BY license
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new to cell and gene therapy and face a double challenge of finding
the best therapeutic option for their patients, while navigating the
logistical, ethical and regulatory complexities of nontrial access. Con-
sidering the significant advances in the field reflected by several
recent high-profile FDA approvals [2,3], the resultant rapid changes
in the regulatory and business environments [3�5], and the growing
public interest in nontrial access to investigational cell and gene
interventions [3,6], it is increasingly important for patients, physi-
cians, and other professionals entering the cell therapy domain to ori-
ent in this changing landscape.

The standard way developers evaluate new potential therapeutic
interventions or medicines is through clinical trials. However, in lim-
ited circumstances, regulators have permitted developers to provide
patient access to the investigational products outside of clinical trials
for compelling and urgent use in patients with serious or life-threat-
ening conditions rather than to formally study the safety and effec-
tiveness of the product in those particular patients. It is critical to
emphasize that the expanded access pathway is not meant to be an
alternate pathway to commercialize or market a product. It is
intended to allow, in limited circumstances, access to unproven
investigational products to patients without other options. It must do
so while protecting patient safety and the integrity of research and
development programs needed to understand a product’s safety and
effectiveness (https://www.federalregister.gov/documents/2009/08/
13/E9-19005/expanded-access-to-investigational-drugs-for-treat
ment-use) [3].

FDA has been facilitating judicious patient access to investiga-
tional therapies since the 1970s. The policy addressing nontrial
access was first drafted in 1979, and, after several iterations, finalized
into a federal regulation in 1987 (https://www.fda.gov/science-
research/clinical-trials-and-human-subject-protection/new-drug-
antibiotic-and-biologic-drug-product-regulations). The access to
investigational products outside of clinical trials occurs by a well-
defined mechanism and is a subject to FDA approval. The process has
been streamlined over the years, and today 99% of requests made by
the treating physician on a patient’s behalf receive approval, the
majority with a turnaround time of only a few days [7]. It is important
to note a distinction between the Expanded Access pathway and the
Right to Try pathway. The latter is not regulated by the FDA; the
patient’s physician can submit a request directly to the manufacturer,
and is not required to receive an IRB approval [7]. Right to Try’s lack
of FDA or institutional IRB oversight is concerning, as it foregoes an
important safety checkpoint while opening the patient to unproven
interventions.

Evaluating the Expanded Access Policy

The 21st Century Cures Act (Cures Act), signed into law on Decem-
ber 13, 2016, requires that companies manufacturing or distributing
investigational products make their expanded access policies publicly
available (https://www.fda.gov/regulatory-information/selected-
amendments-fdc-act/21st-century-cures-act). These policies must
specify, at a minimum, if a company provides expanded access, the
procedure for submitting requests, patient eligibility criteria, antici-
pated response time, and references to relevant clinical trials
(https://www.congress.gov/114/plaws/publ255/PLAW-114publ255.
pdf). Concerningly, compliance with the Cures Act has been wanting.
A recent analysis of 423 biopharmaceutical companies manufacturing
oncology-related drug (not limited to cell and gene therapies)
showed that only about a third of them (32%) implemented the Cures
Act requirement to have a public expanded access policy, and just
under a third of those (31%) provided all described information [8].

Although regulatory guidelines allow companies to have a single
expanded access policy for all of their products, single policies may
not be sufficient to provide adequate guidance, especially for compa-
nies with pipelines spanning different products for different
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indications at various stages of development. A lack of specific guid-
ance can increase the likelihood that requests for expanded access
will be denied and divert patient’s time and energy from exploring
other options.

Another important feature of a well-written expanded access pol-
icy is transparency about what a company considers to be a fair and
just allocation of resources for a given treatment. The most ethical
approach would be to anonymize potential patients to preclude
selection based on income, nationality, sex, race, or other sociodemo-
graphic factors. A model for such equitable allocation may be devel-
oped by the manufacturing company itself, or be delegated to an
independent third party to objectively advise on evaluating
expanded access use requests [9]. However, a truly nonbiased distri-
bution of access may be difficult to achieve. Certain investigational
products are only available in select large academic centers and pose
geographical, financial and logistical challenges to many patients. In
such cases, patient suitability would be based not only on their medi-
cal condition but also on the feasibility of traveling to a collection
center or complying with the follow-up schedule. It would be unethi-
cal to mislead patients by not clearly delineating such requirements
in the policy.

Even when a company’s policy is not to provide expanded access,
reasoning behind such a policy could help promote public under-
standing. For example, for small companies, manufacturing capabili-
ties in the early phases of clinical trials may be limited. As a result, re-
allocating some of the resources to provide expanded access pro-
grams could jeopardize the ongoing clinical trials and ultimately
delay or prevent market approval that would bring their product to a
larger number of patients [10,11]. This is especially relevant for cell
and gene therapies where the cost of manufacturing products is sig-
nificant. In a situation where patient-specific products are being
made and the relative cost of treating even one additional patient (in
relation to the available resources) is orders of magnitude greater
than the relative cost of treating each patient with a small drug mole-
cule the company may determine that there are inadequate resources
for a robust expanded access program. Explaining the rationale
behind the inability to provide expanded access (both as a general
policy and in individual cases of request denials) could communicate
the company’s thoughtful approach to the decision, convey respect
for patients requesting expanded access and set realistic expecta-
tions.

In our social media era, patients and their families rely on online
sources and patient advocacy campaigns. Such campaigns, while gen-
erally well-intended, often lack reliable information and may inad-
vertently misrepresent a treatment’s actual benefits while vilifying
the company withholding expanded access [12]. Informative and
well-crafted expanded access policies can improve patient education
and facilitate more efficient exploration of available treatment
options.

Finally, because an expanded access program should end once the
product receives market authorization, a comprehensive expanded
access policy should clearly delineate the plan for transitioning the
patients to commercial product after product approval.

Informed Consent and Communication About Expanded Access

FDA regulations require documentation of the patient’s informed
consent for the use of any investigational product (https://www.ecfr.
gov/current/title-21/chapter-I/subchapter-D/part-312/subpart-I/sec
tion-312.305). Such consent must include the discussion of the risks
and uncertainties associated with the product [13], particularly the
fact that the investigational product has not been approved for the
treatment of a patient’s condition and that its safety and effectiveness
has not been established. It is especially important for cell and gene
therapy products with new indications, particularly those that target
rare diseases. Given that the vast majority of investigational therapies
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entering clinical trials do not receive FDA approval [14], all parties
should refrain from claims that could be interpreted as attestation of
therapy effectiveness or safety.

In cases when an investigational therapy is already approved for a
different indication, or when there exists a growing body of pub-
lished data from ongoing clinical trials (for example, CD19 CAR-T
used either as an approved product or off-label in late-stage clinical
trials), a clinician with subject matter expertise may advance an edu-
cated guess about the effect of the proposed treatment for the patient
seeking expanded access. However, estimating safety or effectiveness
would be unethical for rare indications, such as single gene diseases,
since there are few patients around the world and very little com-
bined up-to-date experience and expertise.

The issue is compounded in pediatric patients. Not only are these
patients unable to make their own decision about using an unproven
investigational therapy outside of a clinical trial, but their age also intro-
duces additional complexities into this decision-making process. For
example, for certain rare devastating single-gene diseases, the interven-
tion must happen very early in life to minimize the effect of the disease.
However, this should be balanced against the possibility of an adverse
outcome or the risk that an intervention may disqualify a patient from a
future, more effective intervention (for instance, a gene therapy to cor-
rect a certain type of muscular dystrophy delivered by an adenoviral
vector would disqualify the patient from future clinical trials using the
same vector). The risk of receiving an unproven therapy has to be
weighed against the risk of forgoing or delaying the treatment, and the
parents or caregivers often face an excruciatingly difficult decision.

The terms used to describe the expanded access pathway should
be differentiated from the language used for other forms of nontrial
access. In vernacular speech, “compassionate use,” “right to try,”
“special access program,” “early access to medicines scheme,” and
“temporary authorization for use” are often used interchangeably.
However, these names can mean different things in different territo-
ries [15] and have different connotations in relation to patient access,
regulatory oversight, and patient safety. Such distinction is especially
important in jurisdictions where both the “expanded access” and
“right to try” pathways are available [16,17] and where using incor-
rect terms can be misleading and generate confusion among patients,
clinicians, and other parties [15,18]. It is also important to avoid
describing investigational products as “therapy,” “treatment” or
“medicine,” as these words may imply greater certainty about a prod-
uct’s benefits than is evidentiary. Although “preapproval access” is
sometimes used to describe a multitude of pathways that lead to the
use of investigational products [15], caution is warranted with terms
that imply future market authorization. We believe that the term
“nontrial access” is a better choice to describe such pathways.

It is worth noting that although the purpose of expanded access is
to provide access to the investigational product rather than to gener-
ate clinical data as in the conduct of a clinical trial, the creation and
approval of an expanded access protocol resembles the processes for
a clinical trial (for example, both have defined inclusion and exclu-
sion criteria, require IRB and FDA approval, and permit cost recovery),
and this similarity may give the patient a false sense of security in the
expected outcome. A physician counseling the patient should take
special care to explain the distinction.

Expanded access programs have far fewer reporting requirements
than clinical trials, therefore the information available to patients or
their physicians may be insufficient for a patient to make a truly
informed decision. It is particularly relevant for gene therapy prod-
ucts used for rare disease indications, where the number of patients
treated can be as low as one, and therefore the evidence based on
prior use is scant or nonexistent. It takes concerted effort from the
patient, their treating physician, the institutional review board (IRB),
the company manufacturing the product, and FDA (or equivalent reg-
ulatory bodies outside of the US) to gather and correlate the available
data to determine whether the benefits from receiving the
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investigational product through expanded access will outweigh the
patient’s risks. Individuals involved in communication about
expanded access must have deep understanding of the science
behind the investigational product, the current stage of clinical devel-
opment, and the potential risks and uncertainties associated with its
use [19]. The company making the investigational product is
expected to have a clinical expert knowledgeable about both the
product and alternative treatment options who can, based on the
specific patient information, guide the patient and their physician
through available clinical options, including but not limited to the
company’s expanded access program. The FDA may possess
unpublished data and use such information to make recommen-
dations for individual patients. For example, while FDA approved
over 99% of expanded access requests between 2005 and 2014, in
11% of cases it made valuable recommendations about dosing,
safety monitoring, or informed consent [20].

When obtaining consent from a patient for expanded access, the
physician should address not only the medical aspects of the investiga-
tional product, but also a range of potential nonmedical consequences,
such as time commitment, loss of earning capacity for patients and/or
their caregivers during treatment and recovery, and the need to travel
to/stay in a location where the investigational product is offered. The
importance of these issues is increased in patients with limited incomes,
those living distant from the treatment location and those with young
children, inclusive of parents of pediatric patients who have other chil-
dren in the household. The cost of nonmedical supportive services, such
as home help while the patient is incapacitated, childcare, or transporta-
tion to follow up appointments need to be considered. [21,22]. For
example, a common requirement for CAR-T therapy is for a patient and
their caregiver to remain within 30 minutes of the treatment center for
several weeks after receiving the infusion. There are a limited number
of facilities with the capacity to offer CAR-T therapies, and for the many
patients who live far away from these centers, this common require-
ment may not be surmountable, even if the patient qualifies for
expanded access from amedical perspective.

Another potential consequence of receiving an unapproved cell or
gene therapy product via expanded access is that it could disqualify the
patient from future clinical trials or preclude them from receiving an
alternative treatment should one become available. [10] For example,
receiving a prior gene editing treatment may be an exclusion criterion
for a future gene editing therapy. This is particularly important in the
context of genetic conditions that may (at least currently) only have one
chance at correction via gene editing, and this matter is further compli-
cated for pediatric patients, who cannot themselves make this decision
which will have profound effects on their future life trajectory.

Special attention should be given to the manner of communica-
tion [23,24]. According to recent research, the risk perception of criti-
cally ill patients may be altered, making them more prone to
misunderstanding of the investigational nature of the product and
the degree of uncertainty about its benefits and risks [25]. Given the
hyperbole and misrepresentations often surrounding cell and gene
therapies, patients may have hopes and expectations beyond what is
warranted for the relevant intervention [1,26�28]. Didactic commu-
nication, which assumes people process information rationally, may
not be effective for many patients considering or offered expanded
access. The physician should be familiar with other evidence-based,
engaged styles of communication that might better promote patient
understanding and autonomy [19,27,29]. Moreover, even medical
and scientific professionals may not be immune to the effects of
widespread exaggerated promotional claims. Therefore, care should
be taken when communicating with expert audiences [30�32].

Data Reporting in Expanded Access

The regulations for expanded access programs are similar to those
for clinical trials. Of note, most expanded access protocols do not
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include efficacy outcomes and thus the data reporting is primarily
limited to the reporting of adverse events. 21 CFR 312.32 requires
reporting of serious and unexpected adverse reactions, such as death,
life-threatening adverse events, inpatient hospitalizations or pro-
longation of the existing hospital stay, as well as congenital anomaly/
birth defects, within 7 or 15 days of discovery, depending on severity
of the event (https://www.ecfr.gov/current/title-21/chapter-I/sub
chapter-D/part-312/subpart-B/section-312.32). However, the report-
ing of events not falling into these categories does not have to be
immediate and can be included in the IND annual report (if the proto-
col continues for over a year) or in the final report (if the protocol is
closed prior to one year).

Many companies are reluctant to offer expanded access due to
the reporting requirement. Patients receiving treatment through
expanded access may be at increased risk for adverse events
because of their comorbidities or advanced disease. Companies
fear that reporting serious adverse events occurring in this
patient population might jeopardize their entire drug develop-
ment program. Such concerns are largely unfounded. A review of
Center of Drug Evaluation and Research (CDER) data on expanded
access requests versus consequent drug approvals over a 10-year
period from 2005 to 2014 identified just two trials (0.2% of total)
that were placed on temporary hold due to findings from their
expanded access programs. One short-term hold was removed
after submission of additional safety data, and one partial hold
limiting accrual of a potentially vulnerable population was also
eventually removed [33]. Compared to the overall incidence of
clinical holds for all commercial investigational drugs of 7.9%, the
risk of receiving a clinical hold due to reporting data from
expanded access is therefore minimal. FDA specifically states that
in reviewing the safety data from expanded access protocols, it
considers the context and recognizes that the treatment could
have occurred outside a controlled setting, possibly in conjunc-
tion with other therapies, or that the patient may have been at a
more advanced stage of disease or suffer comorbidities that
would put them at higher risk of adverse events (https://www.
fda.gov/media/85675/download). The intent is to increase the
reporting of data gathered through expanded access programs,
remove the punitive potential, and promote transparency.

Evidence Generation and Expanded Access

There is an inherent tension between generating the evidence
of safety and efficacy of the investigational products through
well-designed clinical trials and the nontrial access to these prod-
ucts where the primary intent is therapeutic and evidence gener-
ation is secondary or is not considered at all [3]. Some requests
for expanded access might come from patients who are eligible
for clinical trials but do not want to take the risk of being ran-
domized to a study arm in which the investigational product is
not provided. While the desire to access a particular investiga-
tional product makes sense on an individual patient level, allow-
ing expanded access in such cases could significantly impact trial
accrual (especially for rare diseases) and delay marketing authori-
zation even for products that ultimately demonstrate convincing
evidence of safety and effectiveness. Therefore, FDA explicitly
prohibits patients who can qualify for clinical trials from entering
directly into an expanded access pathway.

Acceptable cases can also contribute to the strain between access
and evidence if the focus on data generation is insufficient. Even
though the main focus of expanded access is on individual patients
rather than long-term societal benefits, careful collection and cura-
tion of research data may still be possible. In 2023, FDA issued a guid-
ance on the use of real-world data/evidence to support regulatory
decision making for drugs and biological products, in which it
acknowledges that the data obtained outside of clinical trials
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(including from expanded access protocols) may have a role in
regulatory decision-making pertaining to investigational thera-
pies, and outlines the guidelines on collecting, reporting and
accessing those data [34].

However, data collection in the context of an expanded access
protocol should not impose undue burden on severely ill patients
and their physicians [35]. Informed consent forms for expanded
access to investigational products should include carefully crafted
provisions for clinical data collection or gathering patient-reported
outcomes. Such data could be included in patient registries main-
tained by consortia that include academic centers, patient advocacy
organizations, and cell and gene therapy developers. Physicians treat-
ing patients under expanded access are in a unique position to collect
clinical data and publish case reports that can enhance understanding
of the investigational product. However, the limited nature of the
data should be acknowledged to avoid generalized therapeutic
claims.

Indeed, when data from clinical trials are scarce, such as may be
the case with rare diseases with high unmet medical need, FDA and
other regulatory agencies, such as EMA, increasingly weigh the data
derived from expanded access [35]. Most of the time, such data is
used as supportive evidence to supplement clinical trial results or to
authorize additional indications of already approved therapies. How-
ever, in at least a few instances, regulatory approval was granted
based mostly (or in cases where randomization would be unethical—
solely) on expanded access data [36]. Of note, almost all these appro-
vals were granted orphan designation. Given the significant role that
gene therapies play in addressing rare diseases, establishing a frame-
work to generate evidence and best practices is critical to ensure the
expanded access pathway promotes, rather than impedes, patient
access.

In summary, evidence generation in the context of administration
of investigational, unapproved products through expanded access is
possible and may even facilitate product development. Data gather-
ing and use should be done with caution and in accordance with the
following three considerations. First, such data are auxiliary and can-
not replace data from randomized, well-designed clinical trials. Sec-
ond, expanded access data should not be used as an advertising tool
that commercializes unapproved products. Third, data collection
should be performed transparently without violating patient auton-
omy and privacy.

Cost Recovery

For individuals receiving a clinical trial investigational product,
Medicare and certain insurance companies have determined that
routine clinical participation expenses associated with clinical tri-
als can be covered (https://www.cms.gov/Medicare/Coverage/Clini
calTrialPolicies/Downloads/finalnationalcoverage.pdf). The costs of
the investigational product are specifically excluded from such
coverage. Investigational agents are often provided to recipients
free of charge, though FDA has made certain allowances where
sponsors can charge patients for the investigational agent
(https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/
part-312/subpart-A/section-312.8).

In the expanded access setting, FDA states that sponsors may
recover direct costs related to making the investigational agent.
Direct costs include raw materials, labor and nonreusable supplies,
and shipping and storage of the product. Indirect costs cannot be
recovered, with the exception of intermediate sized expanded access
protocols, in which a sponsor may recover the costs of monitoring
the expanded access protocol, complying with IND reporting require-
ments, and other administrative costs directly associated with the
expanded access IND.

For example, in order to manufacture point-of-care cell therapy
products under an expanded access protocol, an academic institution
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can hope to recover the cost of supplies, reagents and technician time
required for the manufacturing of the actual patient product, but not
the cost of product development, validation runs, or administrative
services associated with the administration of the product in
expanded access.

To obtain an approval for cost recovery, sponsors must submit
documentation supporting the determined cost, (such as invoices
and related calculations) to the FDA as a part of their IND. The sub-
mission must be accompanied by a statement that an independent
certified public accountant has reviewed and approved the calcula-
tions. In addition, the sponsor must demonstrate that charging for
the product will not interfere with the development of the product
for marketing approval.

Cost recovery approval may be used to justify payment by a third-
party payor. However, since FDA authority does not include reim-
bursement policy, cost recovery approval by the FDA does not guar-
antee third party payment for either the investigational product or
any other related expenses. That leaves treatment recipients open to
a risk of a significant financial burden (though in reality most spon-
sors/manufacturers do not charge patients directly for the product
provided through expanded access). Nevertheless, cost recovery can
be a useful tool for small developers who may have limited resources,
since direct cost reimbursement for product manufacturing may
allow those developers to provide products through expanded
access.

Benefits and Risks of Cost Recovery in a Pathway to
Commercialization

An area of concern is opaque relationships between clinicians
and companies with which they may have licensed intellectual
property or a financial stake. While the intent of expanded access
regulations may be to prevent profiteering, loopholes could allow
companies to pursue commercialization of therapies included in
expanded access programs (https://www.fda.gov/media/176308/
download). For example, while the FDA permits charging for
administrative fees in intermediate-sized expanded access proto-
cols, there is no mechanism to cap these fees, allowing for poten-
tial inflation. Sponsors can recover costs paid to third parties,
including profits embedded in those fees, enabling clinical facilities
to profit from associated services, such as nursing, equipment, and
facility use. If the drug manufacturer is not the IND sponsor but
sells the product to the sponsor, the manufacturer can charge any
amount. The sponsor can then recover these costs via the FDA cost
recovery program, potentially facilitating profit-making via a pass-
through model between two business entities. The clarity of intent
and the transparency in the informed consent process is therefore
crucial to protecting patients’ rights.

Considering the Equity and Inclusivity of Expanded Access

The issue of equity is not directly addressed in the guidelines for
expanded access in the United States. Given persistent inequities in
access to and outcomes from care across the US healthcare system,
we argue that equity is an important ethical consideration that
should not be overlooked in the development and implementation of
expanded access programs worldwide. In particular, insufficient
attention to issues of equity by physicians and other clinical staff as
well as companies asked to provide cell- and gene-based interven-
tions on an expanded access basis risks exacerbating existing inequi-
ties in healthcare systems.

Physicians play a central role in the expanded access system,
overseeing the patient’s treatment, working with industry to procure
investigational products, and working with both the FDA and institu-
tional review boards. In addition, in some cases, physicians directly
suggest the possibility of using the expanded access pathway to their
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patients. In these roles, physicians should take care to offer informa-
tion about expanded access or take on the additional burden of man-
aging a patient’s care under expanded access based on their
understanding of the patient’s medical condition, treatment options,
and preferences and not on socioeconomic or other demographic fac-
tors. While comparisons of patients who are offered and pursue
expanded access to investigational products with those who are not
offered or do not pursue such medical interventions are limited, evi-
dence from one company’s experience indicates that nontrial access
requests for unapproved products disproportionately originate from
patients in high-income countries [37]. Other, more anecdotal
reports, suggest that wealthier, more educated, better-connected
patients (or their families) may be disproportionately likely to pursue
expanded access or gain access to unapproved products through
expanded access.

Contributing to the inequity is the disparity in the familiarity
of physicians and other healthcare providers with the expanded
access pathway. There is a difference in the awareness, under-
standing, and comfort level in treating or referring patients for
cell and gene therapies among physicians practicing in large aca-
demic institutions versus smaller community-based centers, or
remote rural practices, and this disparity is even more pro-
nounced in knowledge pertaining to expanded access. As cell and
gene therapies are becoming an expanding part of available treat-
ment options, we encourage all physicians to actively seek educa-
tion in cell and gene therapy advances, stay up to date with both
approved treatments and current clinical trials, and develop a
good understanding of the expanded access pathway, so they can
confidently counsel patients for whom these options could be
beneficial. Some useful resources in leading such discussions are
summarized in Table 1.

Another ethical question is whether a physician has a moral
obligation to proactively discuss expanded access pathway with
all their patients or limit such discussions to patients who already
seek expanded access, and those who, in physicians’ opinions,
would most benefit from, qualify for, and comply with its
requirements. In a recent article addressing this issue, promoting
equality among patients was advanced as a possible reason to
support an affirmative duty to proactively discuss expanded
access to investigational products as an option for patients to
consider [38]. In all such discussions, information provided
should be accurate, appropriate for the patient’s medical condi-
tion, and presented in a manner that supports, to the extent pos-
sible, the patient’s autonomy to make an informed decision about
their medical care. As part of this obligation to disclose, any
potential conflicts of interest on the part of the physician should
be disclosed to patients. Offers to assume the additional bureau-
cratic workload associated with expanded access should be made
equitably and without regard to patients’ ability to pay.

While the question of whether any given CGT developer
should provide nontrial access to a specific investigational inter-
vention is beyond the scope of the manuscript, these decisions
should be made with equity considerations in mind. Although
academic and industry CGT developers may, in accordance with
regulatory guidelines, charge for appropriate cost recovery when
providing nontrial access to investigational products, it would be
highly unethical to grant or deny access based on the patient’s
ability to pay. While we acknowledge that the feasibility of such
practices may vary among different players in the CGT industry
(e.g., academic medical centers, small biotechnology companies,
large pharmaceutical firms, etc.), we encourage the development
of expanded access policies that are blind to the ability of a
patient’s ability to pay and allocate internal resources to cover
relevant costs for expanded access requests that meet relevant
inclusion criteria but for which a patient’s ability to pay appropri-
ate cost recovery charges would be problematic.

https://www.fda.gov/media/176308/download
https://www.fda.gov/media/176308/download


Table 1
Resources for clinicians navigating expanded access pathway.

Action Resources

Before considering EAP, explore the available clinical trial options ClinicalTrials.gov
Become familiar with the EAP � Reagan-Udall Foundation (https://reaganudall.org/

� ClinicalTrials.gov (search Expanded Access)
� National Organization for Rare Disorders (NORD, https://rarediseases.org/)
� Compendia (https://www.nccn.org/compendia-templates/compendia/drugs-

and-biologics-compendia)
� Peer-reviewed publications

Explore existing Large or Intermediate Patient Group EAPs
� Patient must meet specific eligibility criteria for multipatient EAP

� ClinicalTrials.gov (search Expanded Access)
� Reagan-Udall Foundation’s Company Directory of EAPs at https://navigator.rea

ganudall.org/company-directory
If existing multipatient EAPs are not available, consider a Single-Patient EAP
� May be emergency or nonemergency
� Emergent request:
- Reserved only for situations where the patient’s condition requires treatment
before a written submission can be obtained.

- FDA may allow the treatment use to proceed without a written submission,
provided the applicable criteria are met.

- In an emergency situation, the request to use the drug may be made via tele-
phone, fax, or other means of electronic communication, and authorization to
ship and use the drug may be given by the FDA official over the telephone.

https://www.fda.gov/vaccines-blood-biologics/development-approval-process-
cber/expanded-access-experimental-biologics
Emergency Requests Contact Information:
During normal business hours (8 am�4:30 pm EST weekdays):
� For investigational biological products regulated by CBER call 240-402-8020 or

800-835-4709; or e-mail: industry.biologics@fda.hhs.gov.
� For all other investigational drugs, call 301-796-3400 or 855-543-3784

After hours (after 4:30 pm EST weekdays and all day on weekends):
Direct all questions about and requests for expanded access for emergency use for
drugs, biologics and medical devices should to the FDA Emergency Call Center at
866-300-4374 or 301-796-8240

Discuss potential EAP with your patient/family, including:
� Risk
� Safety
� Lack of proven efficacy
� Logistics
� The possibility of not being able to receive another treatment, including stan-

dard-of-care, or participate in the trials that may become available later

Reflect the above points in the informed consent document and submit for IRB
approval. Consent must:
� Maximally address the risks and uncertainties of using investigational medical

products
� Be free of unproven claims and allegations

Request Expanded Access from drug manufacturing company
� If approved, the company will issue a Letter of Authorization (LOA)

With LOA in hand, submit an Investigational New Drug (IND) application to FDA
� FDA will issue an IND application number

� Use FDA Form 3926 (Individual Patient Expanded Access Investigational New
Drug Application, available online at Expanded Access eRequest)

� For information and help with applying for EAP visit Project Facilitate https://
www.fda.gov/about-fda/oncology-center-excellence/project-facilitate

Submit the application packet for Institutional Review Board (IRB) approval,
including:
� FDA forms
� LOA
� Informed consent document
� Treatment protocol

Report back to FDA, IRB, and manufacturer:
� Any adverse events
� Annually
� At completion of the study

� Use Form FDA 3500A for reporting of adverse events to FDA
� For information about FDA reporting requirements, contact FDA’s Division of

Drug Information at 855-543-3784 or druginfo@fda.hhs.gov
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