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Editorial

Should patients in need be given
access to experimental drugs?
Arthur L Caplan† & Alison Bateman-House
†NYU Langone Medical Center, Division of Medical Ethics, New York, NY, USA

Patient access to experimental drugs outside of clinical trials is called compas-

sionate use or expanded access. Compassionate use/expanded access presents

a powerful ethical dilemma in that it involves competing claims that both

have moral weight: specifically, an individual patient’s very understandable

desire to try to extend his or her life versus the orderly and efficient function-

ing of a drug development and clinical trial system that benefits much larger

numbers of patients. Patient advocates, the FDA, pharmaceutical trade

groups, and state and national legislators in the US are all currently weighing

in on patient access to experimental drugs, and new guidelines and rules are

being introduced. In this editorial, we discuss the impulse to rescue individual

patients facing dire diseases and underscore the ethical questions that such

rescue efforts raise.

Keywords: compassionate use, expanded access, experimental drugs, investigational products,
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1. Introduction

Across the US, compassionate use -- or to use the FDA’s preferred term ‘expanded
access’ -- has become a matter of heated public debate. Patient advocates, state
and national legislators, pharmaceutical trade groups, and the FDA are weighing
in on the practice of allowing patients who are not participating in clinical trials
access to medical products that have not yet been approved by the FDA for use
or sale. Answering the question “Should patients in need be given access to experi-
mental drugs?” is complicated because it involves competing claims that both have
moral weight: an individual patient’s very understandable desire to try to extend his
or her life versus the orderly and efficient functioning of a drug development and
clinical trial system that benefits much larger numbers of patients.

2. Healthcare providers’ duties to patients

A healthcare provider has a duty to try to help his or her patient. However, health-
care providers also have a duty not to harm patients, which generally outweighs the
duty to try to help. Thus, healthcare providers have to make balancing decisions,
trying to avoid doing harm, trying to help, and, more often than not, trying to
ensure that any harm inflicted will be outweighed by the expected benefits of the
intervention.

Such balancing decisions are even more complicated when they involve the use of
experimental drugs. In the US, it is the FDA’s mandate to ensure the safety and effi-
cacy of drugs available on the market. By using an unapproved drug, a healthcare
provider and patient forego this protection. As such, it would generally be inappro-
priate to try an experimental drug when an approved one is available. Thus, even if a
healthcare provider, patient, or both are convinced that an experimental agent will
cure the patient’s illness, it may not be used if an approved drug is available. Clinical
trials constitute an acceptable exception to this rule.
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In the case where no approved drugs are available, a health-
care provider may, under certain circumstances, ethically try
an experimental drug. First, the patient must be informed
that the treatment is experimental, the outcome unpredictable
and possibly harmful. Second, the patient’s participation must
be voluntary or, if the patient is unable to voluntarily consent,
participation must be approved by the patient’s surrogate
decision maker.

3. Who are the ‘patients in need’ of
experimental drugs?

No data are available concerning the total number of requests
for experimental drugs, who makes these requests, who
receives access, or how frequently the use of the experimental
agent in a compassionate use context was considered either a
success or a failure. With regard to the numbers of patients
seeking access to experimental drugs outside of clinical trials,
FDA data from 1 October 2013 to 30 September
2014 show that 1075 patients were granted access on the basis
of an undefined emergency need [1]. However, the FDA data
do not represent the total number of patient requests: requests
declined by either the drug’s manufacturer or the patient’s
physician would not be reported to the FDA. Additionally,
the FDA may approve programs, such as expanded access pro-
grams (EAPs) through which multiple patients may access an
experimental drug. The FDA would record this as one
decision.
While most media coverage of compassionate use focuses

on terminally ill patients, patients who are not terminally ill
but who are suffering with no relief from available treatments
(e.g., migraines, Lyme disease) or who face a degenerative pro-
cess for which no cure exists (e.g., macular degeneration, mul-
tiple sclerosis) also seek to try experimental drugs. Their
numbers are also unknown.

4. How do patients access experimental
drugs?

Ideally, patients who wish to try an experimental drug should
do so in a clinical trial. In a trial, outcomes, including adverse
events, are monitored, problems identified, and, should the
need arise, treatment provided to address side effects or other
adverse events. However, for a variety of reasons, not all
patients are eligible or willing to participate in a clinical trial.
Some companies offer EAPs through which patients can

access an experimental drug. These patients have data
collected that are of use to the company but often the amount
of data is less than in a clinical trial and there is no possibility
of the patient receiving a placebo.
Outside of clinical trials and EAPs, there are provisions

made for emergency use of experimental drugs for individual
patients. In these situations the focus is solely on saving the
patient, not on gathering data for drug development. Indeed,
given the fact that these patients are often in extremis, drug

companies often wish to isolate such data from that derived
from clinical trials. In the US, emergency use of an experi-
mental drug requires advance approval by the manufacturer
of the experimental drug, the FDA, and the institutional
review board (IRB) of the facility where the attempt will be
conducted [2]. The manufacturer has no obligation to make
an experimental drug available and may say no without legal
repercussion. According to the agency’s records, the FDA
approves the vast majority of requests [3]. No data are available
concerning IRBs’ treatment of requests.

5. Brief historical overview

Patients have demanded access to experimental drugs outside
of clinical trials especially since the AIDS epidemic [4,5].
Indeed, programs to allow patients such access gained the
moniker of ‘compassionate use’ for the reason that they were
understood as a compassionate reaction to the fact that people
were dying from a generally untreatable disease (AIDS) faster
than scientific protocols of the day were able to offer solutions
or even grounds for much hope of a cure. Taking their cue
from AIDS activists, cancer activists began pressuring phar-
maceutical companies to make experimental drugs available
to those who were unable or unwilling to participate in clini-
cal trials. These activists scored a number of victories in which
companies set up compassionate use programs [6-8].

In 2001, 21-year-old cancer patient Abigail Burroughs,
who had run out of conventional treatment options, was
informed of two investigational drugs that might be of use
to her: Imclone System’s C225 (Erbitux) and Astra Zeneca’s
Iressa. Abigail, her family, and her supporters lobbied the
companies to make these drugs available; however, Abigail
died in mid-2001. Her family founded the Abigail Alliance,
an organization devoted to “helping create wider access to
developmental cancer drugs and other drugs for serious life-
threatening illnesses” [9]. The Abigail Alliance sued the FDA
leading, in 2007, to a federal court of appeals ruling that
affirmed FDA’s authority and found no right to access an
investigational drug [10].

6. Current reforms

In the US, trade groups, patient advocates, state and national
legislators, and the FDA are all weighing in on the practice of
allowing patients who are not participating in clinical trials
access to medical products that have not yet been approved
for use or sale. In 2014, the Biotechnology Industry Organiza-
tion (BIO) released a statement in which it promised that its
Bioethics Committee would “continue to work on developing
a better path forward for all parties involved in” compassion-
ate use cases [11]. Likewise, the Pharmaceutical Research and
Manufacturers of America (PhRMA) released a policy to
take effect on 1 June 2015 proclaiming its commitment “to
continuing its work with patients, patient advocacy groups,
regulatory authorities, healthcare practitioners, academia and
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policymakers, to help ensure that there are appropriate and
targeted regulatory approaches to accelerate the development
and availability of innovative new medicines for patients” [12].

At present, 17 states have passed the so-called ‘Right to Try’
laws, and many others are considering similar legislation.
These laws claim to facilitate terminally-ill patients’ ability
to access experimental drugs by removing the requirement
for FDA and IRB approval. These laws are controversial on
many grounds, including both the inability of states to legis-
late about federal matters and whether these laws accomplish
anything other than the creation of false hope [13,14].

There are many questions about the laws themselves [15-18].
They contain no language requiring manufacturers to provide
products: thus, a patient’s ‘right’ to access pertains only to
freedom from interference from the FDA. Furthermore, these
laws require only that experimental products have completed
Phase I safety testing: thus, they offer no promise that the
treatments will be effective or truly safe in an ill patient. To
date, no patient has received access to a drug via right to try
legislation that was not already available under the pre-
existing expanded access policies. Despite these flaws, right
to try bills are popular, gaining the support of legislators,
the media, and many patient advocacy groups.

On the federal level, US Congressman Michael McCaul
(R-Texas) introduced H.R. 5805, the Andrea Sloan Compas-
sionate Use Reform and Enhancement (CURE) Act, which
would reform certain aspects of compassionate use [19].
Among other reforms, this act would require the manufac-
turers of certain types of drugs to make their compassionate
use policies publicly accessible; it would require the govern-
ment to collect and analyze certain information concerning
which patients requested and received compassionate use;
and it would create an expert body to evaluate compassionate
use.

Finally, within the FDA there have been changes with
regard to compassionate use. In February 2015, the agency
announced that an internal working group had revised the
paperwork necessary to request compassionate use. Right to
try advocates claimed that it took physicians approximately
100 h to complete the paperwork, ignoring reports of many
cases in which the timeline from request to decision was
made in hours [20]. After the paperwork revision, the FDA
announced that the new form ought to be able to be com-
pleted in 45 min [20,21].

7. Societal considerations

Although healthcare providers are obligated to focus on the
well being of their patients, they also have a vested interest
in the development of new drugs that will benefit not only
current patients but also new generations of patients. Decid-
ing whether to allow patients who may benefit from experi-
mental drugs to access them must be done cautiously in
order to not slow the approval of new drugs. A negative out-
come in a compassionate use context may result in the

abandonment of an experimental drug, in the requirement
of additional testing of the drug, or in the financial crippling
of the company developing the drug. While the FDA has
repeatedly stated that adverse events in compassionate use
contexts will not be held against a drug when it comes up
for approval, pharmaceutical companies are skeptical of this
claim, making them reluctant to provide access to their exper-
imental drugs. Successful outcomes in compassionate use also
pose a risk to drug development in that patients may opt to
try to get access to a drug through compassionate use rather
than by enrolling in clinical trials.

All agree that patients seeking an experimental drug need to
have made an informed, voluntary decision. But, many
patients suffer from the therapeutic misconception, the mis-
taken belief that research is curative or at least helpful, when
the very opposite is sometimes true. Unless a neutral party
like an IRB or ethics committee is involved in reviewing con-
sent procedures, it is hard to see how true consent will be
achieved.

8. Expert opinion

When a tragic story about a desperate patient makes head-
lines, the American public looks to castigate some entity to
for failing to rescue the individual. The two most common
scapegoats are the FDA and drug companies. Americans are
keen to rescue those who find themselves in dire straits, and
they have supported social media campaigns intended to pres-
sure drug companies into granting access to experimental
drugs. Yet this kind of support for patients is situational, often
strong when the ‘innocent victim’ is a child but weaker when
the patient is older, not photogenic, perceived as morally
flawed, or seen as contributing to their own illness [22].

While pharmaceutical companies insist that the FDA plays
a vital role in both drug development and patient protection,
right to try laws are premised on the idea of removing the
FDA from compassionate use decisions. At the same time,
when a company articulates the needs of future patients as a
rationale for focusing company resources (time, money, and
manpower) on moving an experimental drug toward FDA
approval rather than running a compassionate use program,
this argument is given short shrift and often dismissed as
self-serving or callous by a skeptical media and disbelieving
public [23].

Americans believe in rescue, whether that means providing
for emergency department care for everyone or seeking to free
miners trapped in a mine collapse, a child trapped in a well, or
a hiker stuck on a mountaintop. If rescue, even when costly
and against long odds, is an important moral value of our
society, then society must ensure that access to rescue is fair,
transparent, and affordable by those in need. At the moment,
access to investigational products is available only to the lucky
few who know about it, can draw attention to their plight,
navigate the process of requesting it, and who are given access
by drug companies, either by the company’s own decision or
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as a result of pressure brought by an advocacy campaign or
powerful person. But who is truly deserving, what right they
have to obtain experimental drugs, how this access will be
paid for and monitored, who will be accountable for vetting
the merit of such requests, and how to balance the claims of
current and present patients against future patients remain
unresolved despite the enactment of right to try laws and
other efforts to reform compassionate use.
Given a lack of either societal or professional consensus

about how best to handle the allocation dilemma at the heart
of compassionate use, procedural protections become very
important. Providers must seek to inform their patients about
the availability of experimental treatments to the best of their
ability, making clear that both benefit and harm could result.
Legislators and others involved in rule-making must look at
right to try and other policies and ensure that they protect
potentially vulnerable patients from therapeutic misconcep-
tion, overly eager researchers, and con artists looking to
exploit the desperate for personal profit. All stakeholders
must also devote themselves to addressing the special issues
raised by populations such as those unable to make their
own decisions on account of age or disability. Common sense
protections may include requiring second opinions of experi-
mental recommendations, while policies that would maximize
equity may address such issues as granting non-terminally ill
patients the same access to experimental medications as termi-
nally ill patients.

Compassionate use decisions will be made on an array of
factors such as disease entity; anticipated outcome with and
without the experimental agent; degree to which the experi-
mental agent has been tested [24]; and the cost and/or avail-
ability of the experimental agent. At present, it seems
impossible to formulate an ethical one-size fits all policy.
The best path forward is to devote attention to concerns about
fair access, mitigating costs, ensuring informed consent,
vetting proposed remedies and those offering them, and
broadening access without destroying the current regulatory
system which guarantees the safety and efficacy of drugs and
interventions for all now and in the future.
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