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I.

Introduction

Expanded access, which is also known as “compassionate use” is the use of an investigational
medical product (not approved by the FDA) on a patient outside of a clinical trial.1 The genesis of the
expanded access program lies in the HIV/AIDS crisis in the year 1987 when the FDA established the
open access program in response to lobbying from the advocacy group, Act Up, to provide 4,804 patients
with the unapproved drug, AZT.2 The debate was reinvigorated in 2001 after Abigail Burroughs, a 19
year old college student with head and neck cancer, passed away on June 9 of that year.3 She had
attempted to procure the cancer drug, Erbitux, which was approved for other oncologic indications, but
was denied access by the FDA. Her father sued the FDA in the D.C. Court of Appeals in 2005, appealing
an adverse district court decision, with the circuit court holding a Fifth Amendment due process interest
of terminally ill patients to seek potentially life-saving investigational new drugs where there was no
other treatment (although this judgment was subsequently vacated by the same circuit court en banc one
year later, reinstating the district court judgment).4 The FDA then responded to the court’s decision
against expanded access by publishing guidance in the Federal Register on August 13, 2009, to take effect
exactly two months later, in which the FDA created three new categories for expanded access: (1)
individual patient expanded access, (2) intermediate-size patient population expanded access, (3) and
treatment IND’s (or protocols) for widespread use/expanded access.5
Additionally, on the state level, beginning with Colorado in 2014, 34 states have enacted “right to
try” laws in an effort to help patients get access to experimental drugs outside of the traditional clinical
trial framework, while one state, Hawaii, has vetoed the “right to try law,” and the law has at least been
introduced in all other states (even though the laws have not actually helped any patients obtain
experimental medicine yet).6 This paper will explore the justifications for and against expanded access to
investigational drugs for terminally ill patients, concluding that the FDA must tread very carefully to
protect patients from drugs that are unlikely to be successful.
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II. Case Law
In the wake of Abigail Alliance v. von Eschenbach, patients with terminal conditions and were
left with even less hope as the D.C. Circuit Court held, “that the FDA’s policy of limiting access to
investigational drugs is rationally related to the legitimate state interest of protecting patients, including
the terminally ill, from potentially unsafe drugs with unknown therapeutic effects.”7 The American
Society for Clinical Oncology (ASCO) filed an amicus curiae brief in support of the FDA’s decision in
which they argued that granting terminally ill patients the right to experimental drugs could jeopardize the
entire clinical trial landscape.8 The court conducted an analysis to determine whether terminally ill
patients had a substantive due process fundamental right under the Washington v. Glucksberg standard (a
tripartite analysis of the nation’s history, legal traditions, and practices).9 Glucksberg was a case in which
the Supreme Court determined that Washington state’s prohibition against physicians aiding or causing a
suicide did not violate the substantive due process rights of its citizens, who wanted to procure their
assistance so that they could terminate their lives.10 The court’s analysis of the nation’s history, legal
traditions, and practice is worth repeating:
“In keeping with those decisions, we conclude that the Alliance has not provided
evidence of a right to procure and use experimental drugs that is deeply rooted in our
Nation’s history and traditions. To the contrary, our Nation’s history evidences increasing
regulation of drugs as both the ability of government to address these risks has increased
and the risks associated with drugs have become apparent.”11
The court also cited Rutherford v. United States to express concerns that unapproved drugs could hasten
terminally ill patients’ deaths: “Although terminally ill patients desperately need curative treatments, as
Rutherford holds, their deaths can certainly be hastened by the use of a potentially toxic drug with no
proven therapeutic benefit.”12
Notably, there has been a long line of case law on the extent to which patients have the ability to
control their medical decisions, going back over a century and continually revisited in the court system,
the legislative process, and the regulatory interpretations. In Union Pacific Railway Co. v. Botsford, the
Supreme Court held that an injured plaintiff was not required to acquiesce to the railroad’s request that
she undergo surgical evaluation of her injuries: “No right is held more sacred, or is more carefully
2

guarded by the common law, than the right of every individual to the possession and control of his own
person, free from all restraint or interference of others unless by clear and unquestionable authority of
law.”13 In Schloendorff v. Society of New York Hospital, Justice Cardozo, on behalf of the Northeastern
District Court of New York held: “Every human being of adult years and sound mind has a right to
determine what shall be done with his own body; and a surgeon who performs an operation without his
patient’s consent commits an assault, for which he is liable in damages” in regards to a plaintiff who
underwent a surgery, despite her refusal, and who went on to develop gangrene infection, requiring
amputation.14 In Cruzan v. Director, Missouri Department of Health, the Supreme Court held that a
patient must necessarily have the right to refuse medical treatment as a corollary to the doctrine of
informed consent.15 The “right to try” cases argue that if patients have the right to refuse treatment, they
necessarily must also have the right to subject their bodies to treatment.
III.

Statutory Basis for the Clinical Trial Process

The thalidomide drug crisis in the 1960’s led to tens of thousands of babies being born across the
globe with severe birth defects.16 Fortunately, the U.S. was largely spared due to the wisdom and
perseverance of Dr. Frances Kelsey, who insisted that the morning sickness drug not be approved until the
company submitted adequate data to justify its safety.17 This near miss paved the way for strengthening
the FDA’s ability to approve new drugs based on both safety and efficacy for the first time in 1962 with
the congressional amendments to the Food, Drug, and Cosmetic Act (FDCA) of 1938, known as the
Kefauver-Harris amendments.18 The amendments required companies to submit safety and efficacy data
from “adequate and well controlled investigations” under 21 U.S.C. § 355(d).19 These amendments also
authorized the FDA to approve human clinical trials via the investigational new drug application (IND),
regulate drug advertising, inspect drug-manufacturing facilities, and regulate good manufacturing
practices.20 The amendments also required drug manufacturers to report adverse safety information about
their products to the FDA.21

The very creation of the clinical trial process in 1962 fostered the

improvement of scientific rigor, which then catalyzed the development of a cutting-edge life science
industry, presumably as a result of the generation of vast quantities of data.22 The clinical trial process is
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not simply a matter of protecting patients, it is also a fundamental conversation that scientists must have,
so that they might generate the information they need to sustain innovation itself.
IV.

Clinical Trial Regulations

The FDA codified the regulations for human clinical trials under 21 C.F.R. § 312.23 There is no
requirement that drug sponsors procure FDA approval to conduct pre-clinical testing (although they must
exercise good laboratory practices and protect animal welfare).24 Once a drug company demonstrates
sufficient preclinical data based upon animal studies, the FDA will approve an investigational new drug
application, authorizing the company to begin the first phase of testing on humans.25 It is important to
note here that the right patients are seeking under the Abigail Alliance case is the right to procure drugs
that have completed phase I clinical testing, not the right to procure drugs that have not yet been approved
for any human trials.26
The phase I clinical trial is extremely small, typically including only 20-80 people (either patients
or healthy volunteers) with the goal of establishing metabolism, pharmacology, and side effects.27 If
possible, the phase I study is also designed to gain early evidence of effectiveness.28 It cannot be stressed
highly enough, however, that the purpose of phase I testing is not determining efficacy, but rather
determining initial safety in humans.

In evaluating the response rates in phase I studies of

chemotherapeutic drugs, for example, the objective response rate is “exceedingly low (as low as 2.5%). 29
Additionally, one report suggests the expected success rate of cancer drugs in the phase I stage is just
6%.30 Phase II studies are designed to evaluate the common short term side effects and risks, and
effectiveness of the drug for the particular indication(s) in patients with the disease or condition under
study.31 These studies use a relatively small number of patients, typically no more than several hundred.32
Once a phase II study has generated preliminary evidence to suggest that a drug is effective, a phase III
study will recruit from several hundred to several thousand volunteers to gather additional safety and
effectiveness data and confirm the benefits of the drug outweigh the risks.33 Phase III studies will use a
placebo for some patients if there is not a treatment available that works, which certainly could be the
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case in some studies for patients with terminal illness.34 Phase I and II studies, however, do not use
placebos.35
V.

Clinical Trial Economics: High Costs and Mostly Failures

The clinical trial process is a difficult one. A Tufts University Study, which admittedly has an
industry funding bias, determined that the cost of a drug approval is between $2.5 and $2.6 billion.36 The
clinical trial phase of a successful drug will typically last between 6 and 11 years.37 Success is elusive.
Initial safety data permits most drugs to progress to phase II, with most drugs failing to demonstrate
sufficient efficacy to move to phase three.38 Specifically, of the drugs that commence phase I testing, less
than 60% will make it to phase II testing, while less than 36% of drugs that begin phase II testing will
begin phase III testing; overall, just 8% of new drugs, for which an IND is filed, will ever be approved.39
VI.

Expanded Access After Abigail Alliance

a. The FDA’s Approach
The FDA clearly took note of the ongoing Abigail Alliance litigation when it proposed new
expanded access regulations in the Federal Register on December 14, 2006.40 The regulations were
finalized on October, 13, 2009.41 Admittedly, the FDA had been under fire for quite some time for failing
to promulgate regulations as Congress had already passed the Food and Drug Modernization Act of 1997
(FDAMA), which had amended the FDCA to specifically address expanded access to investigational
drugs for treatment use.42

The 2007 final rule established regulations for expanded access, which

included three mandatory requirements.43 The FDA limited the application of expanded access to patients
with a serious or life threatening illness, and who lacked adequate treatment; the FDA also required a risk
benefit calculation that this treatment was appropriate, and required that expanded access use would not
impede the ability to continue investigations that would lead to marketing approval.44 The FDA created
three different patient population sizes, eligible for expanded access: individual, intermediate-size, and
broad scale (treatment IND).45
Of crucial note, the FDA has applied increasingly more stringent requirements for these
populations to ensure that the drug sponsor is actually pursuing a submission and not merely bypassing
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the drug approval process. The single patient IND may be for emergency use and requires that the patient
is unable to procure the drug under another IND or protocol; the intermediate size expanded access
procedures require that the drug be in development (or a justification for why this is not the case, for both
approved drugs and drugs not in development); while the treatment IND requires that the sponsor be
actively seeking marketing approval with due diligence.46
In 2009, the FDA also promulgated regulations on charging patients for treatment they receive
under the expanded access program.47 Sponsors must receive preapproval from the FDA and demonstrate
evidence of the potential for clinical benefits significantly beyond existing therapy, evidence that charging
is necessary due to extraordinary cost to the sponsor, and evidence that charging will not interfere with
the development of the drug.48 Additionally, sponsors are only authorized to recover direct costs (and not
indirect costs).49 As the costs of expanded access may be quite high, these regulations will probably have
the effect of incentivizing sponsors to actually provide the drugs to some patients, while at the same time
restricting access for those who are economically disadvantaged. Of note, the charges for expanded
access are most likely to be borne by the actual patient and not a third party payer, as the Center for
Medicare and Medicaid Services (CMS) and private insurance companies typically only pay for drugs
that have been approved by the FDA for at least one indication.50 However, there are concerns that even
with the ability to charge, drug sponsors will not be sufficiently motivated to provide expanded access.51
b. Other Legislative Proposals
One approach put forward by policy advocates is a policy of open access for terminally ill
patients with no regulation by the FDA.52 The theory is essentially that terminally ill patients should have
the right to personal autonomy.53 This theory is almost a carbon copy restatement of the Abigail Alliance
position that the D.C. Court of Appeals rejected on constitutional grounds.54 The argument for open
access anticipates the counter-argument that clinical trials are necessary for drug approval by indicting the
entire clinical trial process as one that generally fails to deliver safe and effective drugs based on the
dismal success rates of new drug candidates.55
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A second, more modest approach is a compromise approach between open access to drugs and
FDA oversight of the expanded access program. Following the Abigail Alliance decision in 2007, the
Access, Compassion, Care, and Ethics for Seriously Ill Patients (ACCESS) Act was introduced in the
Senate by Sam Brownback (Republican) and by Diane Watson (Democrat) in the House of
Representatives in 2008.56 Both bills failed to progress beyond the committee level. The ACCESS Act
proposed modifying the FDCA Act to include a new category for expanded access approval, known as
“Compassionate Investigational Access,” in which drug sponsors could obtain marketing approval after
phase I investigations with just preliminary evidence of effectiveness, which was allowed to come
exclusively from animals.57 This would have been an entirely new category of approval, which was only
available for terminally ill patients who had exhausted other options; the drug company would still have
been required to submit an NDA for full marketing authorization for other patients.58 Patients would have
been required to waive all causes of action against the drug manufacturer in order to be eligible for the
compassionate investigational access category of approved drugs.59

In Congressional Record

Proceedings, Sam Brownback clarified that this category of access did not require that patients have
exhausted or even tried every existing treatment, instead requiring only that patients have examined all
existing treatments, which would be a deviation from existing expanded access regulations.60
While the ACCESS Act appears tempting at first glance, there are two extreme dangers of this
approval process. The first concerns safety and efficacy, while the second concerns the high cost to
society of this policy. The ACCESS Act would explicitly not have required any efficacy data in humans,
instead only requiring animal efficacy data.61 Additionally, the safety data would have only been based
on short term dose studies of phase I testing, which may involve as few as twenty healthy volunteers. 62
Notably, there have been high profile cases of treatments being prematurely used on patients where the
treatment dramatically worsened outcomes, most significantly with high dose chemotherapy, combined
with autologous bone marrow transplantation in breast cancer patients – a treatment which accelerated the
deaths of sixty-five patients, as compared to four in a control group with traditional therapy.63 Other
reports noted the relatively high rate of the appearance of success in oncology trials in phase I and II,
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compared to other drug categories, combined with the relatively high rate of failure in phase III, relative
to other drugs.64 Policymakers must avoid giving false hope to patients who are terminally ill. The
second criticism concerns the dangers to society of creating this category. For example, it could be
difficult for the FDA to define what a terminally-ill patient is, leading to an unintended expansion of this
category beyond patients who are considered terminally-ill by conventional standards.65 Additionally, the
immunity provisions of this bill could over-incentivize pharmaceutical companies to utilize this
category.66 Drug companies may submit much riskier products through this channel, knowing that
patients have no recourse if the drug turns out to be dangerous.67 They may also drag their feet on
seeking further approval, understanding that those approvals both expose them to liability and cost quite a
bit more in clinical trials costs.68 These approvals could also slow down the FDA’s approval process of
other drugs as the FDA shifts resources to compassionate investigational use approvals.69
Ultimately, Congress decided to utilize an approach, far more deferential to the FDA with the
passage of the 21st Century Cures Act, which was signed into law on December 13, 2006.70 The law
responded to the expanded access issue in two ways, with the second being the far more long-reaching
response: (1) drafting new expanded access policies to be implemented by the FDA and pharmaceutical
companies; (2) expanding funding for medical research and accelerating approval times.71 The expanded
access policy is quite weak, requiring only that makers of investigational drugs publish their policies for
expanded access, without expanding FDA authority to regulate expanded access or obligating
pharmaceutical companies to provide expanded access.72 Presumably, the theory is that by increasing
transparency more people will be able to access these treatments. The law created a new, accelerated
approval category for regenerative therapies and a summary level review category (i.e., submission of an
application for drug approval without full clinical trial data) for supplemental new drug applications.73
Both of these accelerated pathways will speed up the approval of treatments for patients with terminal
illnesses, either by expanding uses of existing drugs or by generating the innovation of novel,
regenerative treatments. Most significantly, the 21st Century Cures Act authorized $4.8 billion in funding
for the NIH over ten years to research precision medicine, brain diseases, and cancer.74 While the
8

authorization of funding could have a dramatic impact on the funding of medical research, which could
lead to dramatic advances in medicine, it is important to note that authorization does not mean
appropriation. In fact, the Trump administration has proposed a 2017-2018 budget which does the exact
opposite, slashing funding to the NIH by 18.3%, or about $5.8 billion, in just one tenth of the time!75
Additionally, the 21st Century Cures Act funding has been made possible by $3.5 billion in cuts from the
Prevention and Public Health Fund (among other savings elsewhere).76 There are concerns that this shift
in funding could do more harm than good to public health.
VII.

Right To Try Laws Revisited: The State-level Approach

Despite the fact that 34 states have enacted right-to-try laws, no patients have yet benefitted from
these laws.77 Some commentators suspect that the goal is to create a federal right to try law by shifting
public opinion to force Congress’ hand.78 These laws do not circumvent federal law, but instead merely
create a state right.79

Additionally, the FDA has yet to take an official position on these laws.80

Presumably, the FDA may choose not to enforce its regulations where states have chosen to legislate, as
in the case of marijuana legalization.81 However, the stakeholders here are different. Marijuana growers
have a strong financial interest in selling marijuana in U.S. states, while pharmaceutical companies have
virtually no incentive to circumvent the FDA regulations, as the FDA specifically sets out cost limitations
for the amount these companies can charge patients for their drugs under expanded access price
regulations.82 Additionally, the FDA has ample sanctions against drug manufacturers at its disposal,
including debarment, which can provide a lifetime bar on pharmaceutical company employees who
attempt to circumvent the FDA’s regulations.83 Potentially, citizens of states with right to try laws may
attempt to procure drugs for personal use, citing right to try laws.84 The FDA’s personal importation
policy, however, does not authorize people to circumvent FDA laws.85 Additionally, the policy applies
only to foreign drugs that are not domestically available, so it does not complement the FDA’s expanded
access regulations as those drugs, presumably, would be available domestically under an expanded access
category if the company so chose.86 Right to try laws appear to be far more symbolic than substantive at
this point, although this could change if the public sentiment catalyzes some type of policy change.
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VIII.

Conclusion

Expanded access is an uncomfortable topic to discuss as it is fraught with a sense of paternalism.
Throughout the history of the United States, patients have sought – and been granted – increasing
autonomy over their bodies. This has not come without a cost, of course, as many treatments have
accelerated the deaths of these terminally ill patients. The right that has been sought is essentially the
right to try drugs that have not been tested or have been subject to minimal levels of safety evaluation.
Most of these drugs ultimately will not be approved because they are simply unsafe or they are
ineffective. There have been various movements in state legislatures and in the United States Congress
following the D.C. Court of Appeals holding in the Abigail Alliance case that terminally ill patients have
no right to potentially-life saving unapproved drugs. The FDA has created new categories for expanded
access; these will surely expand access for patients. Nineteen year old Abigail Burroughs, of course, did
not have access to these categories before her death in 2001. There may lay some hope for terminally ill
patients, however, with the 21st Century Cures Act, provided that Congress does appropriate the medical
research funds which the Act authorized and provided that those outlays do generate innovative
treatments, which are safe and effective. The real solution is probably not a desperate grab by a patient
for something… anything… that might work, which is the right they are seeking under expanded access
reform. The practice of medicine is complex; physicians are in the best position to make medical
decisions. As a society, however, we need to empower physicians and patients by investing in the
research that generates these new treatments in the first place, by submitting these treatments through
clinical trials that confirm they do, in fact, provide an adequate treatment for the patients, who deserve
nothing less than a rigorous investment in genuinely safe and effective medicines.
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