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Abstract

Many diseases, especially rare ones, have not gained the attention or support needed to attract dedicated research
interest to be able to develop successful medicines. There is, thus, a significant unmet clinical need, not all of which

is (or indeed can be) addressed through the evaluation of investigational treatments introduced within the confines
of clinical trials. People with severe life-threatening conditions who are not eligible to participate in any ongoing
clinical trials may be able to try investigational medicines through schemes facilitating early use of or expanded
access to innovative medicines. Here, we focus on the issue of equity in such programmes. Standard metrics of clini-
cal need which inform operational decisions about equity in resource allocation primarily rely on social goods which
have already been evaluated, providing evidence to support the standard assessment of patient ‘capacity to benefit’
from given medical interventions. Notions of equity have only relatively recently been discussed within research

and innovation generally and within the ethics of clinical trials in particular. Considerations of equity, however, require
an overview of all these different patient pathways. We suggest that a new formal method to assess eligibility for early
use of or expanded access to innovative medicines be used to capture both the severity of the condition and capacity

for scientific or social value alongside clinical trials.

Introduction

Many diseases, especially rare ones, have not gained the
attention or support needed to attract dedicated research
interest to be able to develop successful medicines. There
is, thus, a significant unmet clinical need, not all of which
is (or indeed can be) addressed through the evaluation of
investigational treatments within the confines of clini-
cal trials. People with severe life-threatening conditions
who are not eligible for ongoing clinical trials may be
able to try investigational medicines through early use or
expanded access schemes, the most formalised of which
are found in the United States of America (US), France
and a handful of other countries [1]. These schemes
include both an individual-named patient request made
by the treating physician to the regulator or manufacturer
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(depending on the local regulations), and as part of a pro-
gramme set up by the manufacturer to serve a cohort
of similarly placed patients [2]. In some instances, these
pathways have also provided access to an approved medi-
cine for use in an unapproved indication.

This paper seeks to illuminate some of the ethical con-
siderations largely understudied in current academic
literature due perhaps to an initial reluctance to accept
the premise behind early use of or expanded access to
innovative medicines outside of the clinical trials envi-
ronment, even perhaps surprisingly as a response to
a public health emergency, considering that the US
Food and Drug Administration (FDA) introduced such
schemes in light of experience with patient groups during
the Human Immunodeficiency Virus (HIV) crisis of the
1980s [3]. Such scepticism is now changing with grow-
ing awareness and acceptance of them, especially in rare
diseases and in oncology [4]. It has been argued that, in
most cases and in standard practice, any patient access
to investigational products outside clinical trials would
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be inimical to medical science hence the common good,
such that regulation should be yielded to restrict access
for the purpose of maximising recruitment rates to clini-
cal trials [5]. However, with increasing regulatory accept-
ance and appraisal of real-world data with new initiatives
supporting its use [6], and recognition by companies that
patients who are ineligible for clinical trials could never-
theless provide useful research data [7], there is growing
interest in early access schemes alongside clinical trials
where possible to provide complementary data.

In some instances, these data have supported the regu-
latory filing to permit marketing.[8] Example However,
such programmes bring new ethical issues, including
questions of appropriate thresholds of possible benefits
and burdens, the possibility of genuine consent without
so-called ‘false promise’ of benefit, and the (in)ability
of treating physicians to aggregate and share data from
individual patients easily. Here, we focus on the issue of
equity in such programmes. Standard metrics of clinical
need which inform operational decisions about equity in
resource allocation primarily rely on social goods which
have already been evaluated, providing evidence to sup-
port the standard assessment of patient capacity to ben-
efit’ from medical interventions. Notions of equity have
only relatively recently been discussed within research
and innovation generally and within the ethics of clini-
cal trials in particular. Considerations of equity require
an overview of all these different patient pathways. We
suggest that a new formal method to assess eligibility for
early use of or expanded access to innovative medicines
be used to capture both the severity of the condition and
capacity for scientific or social value alongside clinical
trials.

Equity considerations

Equity refers to the concept of fairness and justice in
various contexts, such as economics, law, and social
issues [9]. In general, equity aims to ensure that all indi-
viduals have equal opportunities, rights, and access to
resources or social goods, regardless of their background
or circumstances. It involves distributing resources, ben-
efits, and burdens in a way that promotes equality and
addresses historical and systemic inequalities. Equity rec-
ognises that different individuals may require different
levels of support to achieve similar therapeutic outcomes
(‘healthcare equality’).

The debate over what counts as a just allocation of
resources is often raised in the context of healthcare,
where the safety and efficacy of technologies are known
and are classed as social goods, yet there is a need to
prioritise distribution across populations and disease
states. Before examining the case of equity and use of
new health technologies, we first outline the ethical
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considerations where health technologies have already
been evaluated and approved for use so clearly count
as social goods. Several core concepts underpin the dif-
ferent philosophical theories of justice in these settings.
Allocation of resources based on the notion of need
often seeks to prioritise individuals with the greatest
need, thus allocating resources in proportion to the
severity or urgency of the condition or situation. How-
ever, in traditional healthcare needs-assessment, those
most likely to benefit from the available resources are
regarded as most deserving. This conception thus aims
to distribute resources based on the expected impact
on health outcomes, considering the evidence of benefit
and cost-effectiveness of interventions or treatments. It
may involve weighing the anticipated benefits and costs
to factoring in the severity of the condition to deter-
mine the most efficient use of resources at a population
level, drawing on more consequentialist (or utilitarian)
philosophical underpinnings than communitarian or
solidaristic approaches.

It is widely acknowledged that, without strong pol-
icy initiatives, a free market tends to increase health
inequalities, perhaps because of globalisation [10],
although some analyses suggest that such inequality
is not inevitable [11]. The relatively very worst off do
not seem to be relatively better off, despite improve-
ments in the average for most populations in the devel-
oped world as measured in absolute terms. In other
words, they may be better off than they were but, when
measured relative to the best off, there is a greater gap
between them. Furthermore, such inequalities, espe-
cially those seen in global health, were amplified during
the pandemic, creating a new impetus for examining
policy initiatives to promote health equity [12]. How-
ever, measures of access to healthcare generally do
not seem to emphasise equal opportunities, present
an unclear picture of the causes of health inequalities
and use a definition of need which relies on evidence of
cost-effectiveness, helping to define those populations
of patients who possess the capacity to benefit from
them [13].

Under human rights frameworks, once a new medicine
obtains a regulatory license to enter the market, there are
certain individual entitlements under which it must be
made available, while government funding policies and
universal coverage schemes require allocation methods
that are rational and factor in financial cost [14]. How-
ever, without evidence and critically a market license, it
is less clear whether new technologies count as social
goods at all and, if they do, how questions of equity might
be considered. We now turn to how such questions have
recently been raised in clinical research from where evi-
dence of benefit is sought.
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Equity in research

The literature on ethics and research has also begun to
grapple with ideas of equity in research, referring to ideas
of fairness and inclusivity in research studies’ design,
conduct, and outcomes [15]. Indeed, the US National
Academies recently published a report on the topic [16],
while the European Commission has published new
policy initiatives to promote greater equity in medical
innovation [17]. Equity in research involves address-
ing disparities and disadvantages that certain groups
face in accessing and participating in research, as well
as the possible exploitation of some groups. To achieve
equity in research, factors such as race, ethnicity, gen-
der, socioeconomic status, disability, and other forms
of diversity are considered important both morally and
scientifically. This includes promoting diverse represen-
tation in research participants, research teams, and deci-
sion-making processes from early-stage development to
post-approval access.

Equity in research also involves avoiding biases and
stereotypes that may influence the research process and
outcomes. Equity is thought to require recognising and
addressing systemic barriers that prevent certain groups
from participating in or benefiting from research oppor-
tunities. At the same time, the concept of health equity
seeks to ensure that the risks and burdens of research do
not fall disproportionately on certain groups while others
reap the benefits. By prioritising equity in research, we
ensure that the knowledge generated is representative,
relevant, and applicable to all individuals and commu-
nities, leading to more inclusive and impactful scientific
advancements regardless of geography or socioeconomic
status.

However, those who participate in research are still
not always representative of the specific population the
research is intended to benefit. Until recently, many rel-
evant groups were excluded from clinical research. For
example, children, women, and ethnic minorities were
historically excluded for various reasons. There are now
regulatory requirements and incentives for researchers
to gather evidence on these previously excluded groups
sometimes before a new medicine is marketed so it can
be suitably labelled and prescribed [18].

Before a market license has been granted, for many
patients no established treatments exist, and the avail-
able evidence to support the use of investigational medi-
cines may be thin and the biological rationale robust.
To examine priorities for medical research, the World
Health Organisation (WHO) uses another metric related
to capacity to benefit or need, similarly based on con-
sequential thinking, to gauge and then minimise the
burden of disease’ or Disability Adjusted Life Years to
address its potential social value [19]. It is also based on
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comparative assessments of disease states rather than
prioritising those individuals who are worst off. Further-
more, research funding does not always follow the priori-
ties to minimise the burden of disease.?

It is also worth stressing that almost all regulations
require that clinical trials be prioritised within clini-
cal research, and that early use of or expanded access to
new medicines is only given when there is an available
supply or when such a programme does not adversely
impact any on-going clinical trial [20]. Yet considera-
tions of equity can be complicated in such programmes
partly because they are less selective than clinical trials,
less closely monitored by professional supervision, with
less data collected (if any data is collected at all). We first
address the issue of cost and the rationale behind such
programmes before turning to the issue of eligibility,
which, if not considered carefully, could serve to com-
pound existing inequities.

Eligibility and expanding access

Early use of or expanded access to investigational medi-
cines programmes are initiatives designed to provide
patients with serious or life-threatening conditions the
option of trying new drugs that regulatory authorities
have not (yet) approved. These programmes are typi-
cally implemented when there is a high unmet medi-
cal need as defined by the severity of the condition and
are based on risk/benefit assessments. These patients
typically have no alternative treatment options available,
including not meeting a clinical trial’s inclusion/exclu-
sion criterion. The main purpose of the programmes is
to provide these patients access to investigational drugs
that show some promise in development or have a strong
mechanistic rationale but have not yet been thoroughly
tested or approved for market. Examples include various
oncology indications, including Chronic Myeloid Leu-
kaemia (CML), advanced breast cancer, advanced pros-
tate cancer, advanced lung cancer, Duchenne’s Muscular
Dystrophy, Alzheimer’s disease, and Amyotrophic Lat-
eral Sclerosis (ALS) [21]. The number of expanded access
programmes registered with clinicaltrials.gov has grown
to over 900 since 2010 and now includes programmes
for conditions such as glaucoma, depression, Mpox and
Marburg [22].

Unlike access through clinical trials, there is increasing
debate over support for early use of or expanded access to
investigational medicines. Such access is often thought to
be motivated by a sense of compassion (‘medical noblesse
oblige’) or by the so-called ‘rule of rescue; the psychologi-
cal compulsion to help someone in great need [23]. In a
typical scenario, the rule of rescue compels an agent to
go above and beyond what would be considered cost-
effective on a population level for an individual whose



Edwards et al. International Journal for Equity in Health (2025) 24:100

need is both immediate and life-threatening. There may
be an automatic, intuitive reaction to help in such cases
and be somehow symbolic for society. However, the
rule of rescue does not by itself help us advance how we
should think about equity of early access programmes
once we have more people in need. Perhaps first come,
first served as they are identified. A first come first served
approach will, however, almost always lead to a situation
where access is predominantly sought by knowledgeable
patients with significant social capital.

Where individuals have different needs, vertical equity
refers to different distribution proportionate to those
needs. Where individuals are equally in need, yet there
is not sufficient resource to treat both, there are issues
of what is called ‘horizontal equity’ of resource alloca-
tion. Different allocation models have been considered in
the past, especially when there are supply constraints or
shortages [24].

What is less well appreciated is that early use of or
expanded access to new medicines, when available,
have ended up, in many cases, treating more patients
across broader geographies than the related clinical tri-
als on the compound. Examples include Imatinib, gefi-
tinib, and erlotinib programs that treated 1000 s of
patients. Expanded access to off label treatment to treat
Mpox and Marburg outbreaks in Africa was also explic-
itly used to pave the way for clinical trials which would
otherwise have been out of reach to patients.'® Pla-
cebo controlled trials are underway in the US funded
by the National Institutes of Health (NIH) and in the
UK through the National Institute for Health Research
(NIHR).

Decisions over how much of the investigational medi-
cine to dedicate to such a programme without compro-
mising ongoing clinical trials are usually made early in
the development process. However, they are influenced
by several factors, including the nature of the specific
drug, the size of the patient population, the country’s reg-
ulations, the policies of the drug manufacturer and the
availability of the drug. If the investigational drug shows
promising results, its availability in such programmes
will be considered only when the patient has already
tried the existing one(s) without success, i.e. when he
has exhausted all other available treatment options. This
approach is sometimes problematic for patients with seri-
ous or life-threatening conditions where existing treat-
ments are known to have little or no efficacy in a similar
population with a similar prognosis and time is of the
essence. For example, some cancer patients are required
to try several rounds of chemotherapy before trying novel
immunotherapies despite knowing there is little chance
of benefitting for them. There will be opportunity costs
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associated with exhausting options considered relatively
futile.

Most importantly, for the doctors who facilitate access
for patients, expanded access is mostly based on a realis-
tic understanding of possible risks and benefits, however
slim or unlikely, and personal hope [25]. Much has been
made of the idea of giving ‘false’ hope, which we will not
rehearse here except to suggest that, given the existence
of early access programmes and clinical trials, they may
present reasonable options for some patients despite the
uncertainty.

Explicit criteria for assessing eligibility have already
been attempted and seek to include some stab at includ-
ing capacity to benefit.[26] Illuminating data also show
that most expanded access programmes were in place
within 6-12 months of the treatment obtaining FDA
approval so that they will be offered on the basis of rather
more than merely ‘promising’ data [27]. There will be
some cases where the treatments are at a very early stage,
but this is not the norm.

In some instances, the pathway for early use of
expanded access to new medicines has also involved an
approved medicine for use in an unapproved indication,
as with the above use of antivirals for Mpox, in which
case there will be more existing, and even direct, clinical
evidence and safety data on which to base a judgement
of likelihood of benefit and risk, even if limited to likely
no harm. These programmes, more than most, will thus
grapple with problems of horizontal inequities as there
may be little to distinguish between the relative needs.

Some have even claimed that those most in need and
from the lowest socioeconomic groups, known to be a
social determinant of poor health, may be better served
through a direct humanitarian approach, which simply
prioritises their basic needs rather than comparing their
relative outcomes with the best off.'* In this case, need
should not be defined in a conventional way as capacity
to benefit but should include some measure of possible
benefit and plausibility along with accumulating data, a
point to which we will return.

Financial cost and social value

Perhaps an initial, yet sometimes mistaken, impression
regarding who gets access to innovative healthcare is that
those who can pay privately for treatment are more likely
to get it [28]. In the US, current FDA guidance offers only
the ability to recover direct costs, such as how much it
costs per unit to manufacture the drug covering raw
materials, labour, and non-reusable supplies and equip-
ment needed to make the quantity of drug required for
the patient’s use or costs to acquire the drug from another
manufacturing source plus shipping and handling [29]. In
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short, drugs offered under an expanded access protocol
cannot be priced for profit.

In most cases, the drug manufacturers provide the
medication free of charge as part of the programme;
however, ancillary costs may be associated with partici-
pation. The debate over the years has been over how hos-
pital costs are covered, along with related assessments
and follow-up. In some cases, the payor in some coun-
tries will not cover such associated costs if the treatment
is not yet approved for market by the regulator. Patients
participating in early access programmes may thus incur
not inconsiderable out-of-pocket expenses related to the
treatment, such as additional medical tests or monitoring
required by the programme.

Insurance coverage for such programmes can also vary
depending on the country and the specific insurance
programmes. A comparison of the French Temporary
Authorisation for Use (ATU), now Early Access program
which covers costs, and the UK Early Access to Medicines
Scheme (EAMS) which does not, suggests that the facil-
ity to charge has an unsurprising impact on which prod-
ucts are supported in the different jurisdictions [30]. Aside
from the above mechanism in France, no insurance pro-
vider or payor covers the cost of an investigational drug
itself. Some may cover the use of an approved drug in an
unapproved indication but not a fully investigational drug
that has never been approved in any indication, which
represents the vast majority of early use/expanded access
cases. Switzerland has recently sought to restrict its reim-
bursement policies on early access [31]. Payors in Switzer-
land and Austria will cover the use of an approved drug in
an unapproved indication provided the patient is respond-
ing to the treatment after a 3—6-month period, mitigating
the risk as opposed to not reimbursing it at all. Further-
more, many payors will not police off-label use strictly fol-
lowing the clinician’s therapeutic privilege so long as the
drug is not expensive. Mandated insurance cover across
the US for clinical trials has been attempted on several
occasions but has not been widely endorsed by legislators,
and expanded access programmes are not considered as
part of cover and are not currently mainstream [32].

There is debate over the role of the commercial sec-
tor in expanded access programmes, which might seem
commercially counterproductive or not worth the
opportunity costs under current reimbursement poli-
cies.’** However, the introduction of right-to-try laws in
the US has reignited concern over possible profiteering,
for example, over the case of BrainStorm Cell Therapeu-
tics’ considering a right-to-try strategy which crucially
bypasses the regulator for expanded access to its experi-
mental ALS compound that included charging a “semi-
commercial” price significantly higher than its direct
costs [33]. In a subsequent ironic step, the NIH took the
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unusual step of assuming responsibility for covering the
costs of expanded access to some investigational drugs
for ALS patients [34].

Without appealing to profit, the interests of the devel-
oper regarding expanded access may include a commit-
ment to social or corporate responsibility in accepting
a humanitarian approach to be the right thing and the
opportunity to capture valuable data that help demonstrate
effectiveness in populations outside those studied in clini-
cal trials, potentially leading to broader indications. While
data from real-world studies have already been included in
applications for regulatory approval, there is less acknowl-
edgement that greater post-market surveillance may be
needed to corroborate or confirm ‘performance’ [35].

Equity of distribution may also call for using the out-
come data and experiences so that others might learn as a
condition of early or expanded access [36, 37]. While the
mere chance of benefit could be enough to offset risks for
the patients involved, reciprocal benefits could require
that research is supported for the sake of other patients
[38]. Here, we find the convergence of self-interest: more
positive and predictive clinical outcomes, data points for
value-based reimbursement, and a broader understand-
ing of benefit/risk ratios.

Access to investigational treatments and adaptive regu-
latory programmes may also suggest that conversations
about financial cost and evidence happen earlier than
previously imagined under standard pathways, although
this may ultimately reduce the cost for the investor [39].
A developer might now build early-stage payer conversa-
tions into its expanded access protocol to “pre-approve”
reimbursement.

Conclusion

The role of alternative therapies in determining eligibility
can vary depending on the patient, the specific medicine,
the country’s regulations, and the policies of the drug
manufacturer. Ultimately, early access programs aim to
provide potential benefits to patients with limited or no
other treatment options. The availability and efficacy of
alternative therapies are taken into account to ensure that
early access to investigational drugs is offered to those
most likely to benefit.

Equity in this specific context will always be tricky. In
many cases, even within a particular health care system,
due to contextual factors such as short supply treatment
must occur at specialist centres. So, perhaps what can be
achieved is not equity strictly speaking, but only distribu-
tion not biased by ethically objectionable factors. It is fur-
thermore unclear whether equity concerns in this context
should refer as much to horizon assessments between
severely ill patients given caps of costs but to reciprocal
benefit sharing so others might learn.
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