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Background

Debate about appropriate gatekeeping for access to
investigational drugs outside clinical trials has in-
tensified in recent years, culminating in the enactment
of the federal “Right to Try” Act in May 2018 and
similar laws in 41 states.'? The premise of Right to Try
is that regulatory bodies should not be party to doctor-
patient decisions about how to respond to life-
threatening disease, even when those decisions involve
unapproved products.® This contrasts with the long-
standing pathway known as “Expanded Access”, which
requires that pre-approval access be authorized by
the US Food and Drug Administration (FDA) and in-
stitutional review boards.* For both pathways, patients
may access investigational drugs only if the manu-
facturer agrees to provide them.

Many ethicists®® and patient groups'® have articulated
why Expanded Access is preferable to Right to Try.
Expanded Access offers greater protections for indi-
vidual patients without reducing or substantially slowing
their access to investigational products while also of-
fering greater benefits for patient populations by in-
corporating strong safety reporting and affirming the
importance of FDA’s role in protecting the public’s
health. In this light, the fact that only two patients have
been publicly documented as securing access to in-
vestigational products under the Right to Try Act since
the law's passage (one with amyotrophic lateral scle-
rosis'* and one with brain cancer'?) is a relief.

Yet, this does not capture how often patients may ask
their physicians about Right to Try or how often
physicians may raise the issue, perhaps motivated by
the law’s promise of reduced administrative burden'3
and liability protection. The private nature of such
discussions and the fact that the federal law is rela-
tively new have provided little opportunity for empirical
examination. Nevertheless, some manufacturers have
stated that they will facilitate access through Right to
Try,'*142 3 new contract research organization plans to
work with manufacturers to collect observational data
from Right to Try uses,'®®@ and President Trump
continues to tout the law as a success that has “saved
many lives.”*® These developments, alongside sus-
tained attention to pre-approval access by FDA and

the media, suggest that physicians should anticipate
receiving Right to Try requests and that new reports
of access through this pathway may be forthcoming.

Right to Try and Oncology

Oncology likely will be at the forefront of any increase
in Right to Try activity. There has been a longstanding
appetite for pre-approval access to experimental cancer
interventions that dates back to the 1970s, when a group
of terminally ill patients with cancer unsuccessfully sued
over FDA’s approach to regulating laetrile!” and the FDA
and National Cancer Institute established the Group C
treatment investigational new drug application, pro-
viding a means to distribute investigational agents
for cancer treatment outside clinical trials.'® This
robust interest continues today. Oncology products
comprised 20% (1,071) of Expanded Access requests
for individual patients that FDA allowed to proceed
between fiscal years 2010 and 2014, second only
to requests for antiviral products (23%).%°

Oncology drug development is also proceeding rap-
idly. In 2017, more than 700 molecules were in late-
stage development for cancers, 60% more than
a decade ago.?° In 2018, FDA approved 52 drugs and
drug combinations for new oncology indications.?
This level of activity may add to a sense that a wave
of novel, better oncology drugs must be coming, fu-
eling the belief that patients with cancer could benefit
from investigational products if only they could access
them immediately.

Although Right to Try is relevant to many specialties,
this context suggests that it is particularly important for
oncologists (and cancer centers) to consider how to
respond. Some have suggested that because Ex-
panded Access offers the same benefits as Right to
Try with better patient protections, “it would be un-
ethical for oncologists to use [Right to Try] to gain
access to an experimental drug for their patients.”?2
We agree that oncologists, and others, focused on
patient best interests should steer patients away from
Right to Try and toward Expanded Access, assuming
that there is no appropriate clinical trial and that pre-
approval access is itself reasonable. Nonetheless, we
acknowledge that not every oncologist will feel com-
fortable with adopting a blanket policy of refusing
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Right to Try requests, especially if a manufacturer will
make a product available only through this pathway.
Therefore, we offer suggestions for how oncologists can
satisfy their ethical and legal obligations in the context of
Right to Try (Table 1) and fulfill their envisioned role under
the law to safeguard seriously ill, often vulnerable patients.

Certifying Eligible Patients

To access an investigational drug under Right to Try,
a patient must be diagnosed with a life-threatening con-
dition, receive physician certification of exhaustion of ap-
proved treatment options and inability to participate in
a clinical trial of the desired product, and provide informed
consent.! At a minimum, oncologists who are considering
certification of patient eligibility should not make them-
selves available for doctor shopping or as a rubber stamp.
In other contexts, such as direct-marketed genetic testing®
and online prescription companies,?* patients have been
superficially connected to physicians who order tests or
write prescriptions to permit product sale. Similar com-
panies may emerge to offer the services of physicians
willing to certify Right to Try eligibility for a fee. The idea of
physician mercenaries is problematic because it makes
a farce of the gatekeeping role that Right to Try preserves
for certifying physicians. In the absence of a genuine
doctor-patient relationship, or at least a comprehensive
consulting relationship, a physician is unlikely to have
adequate information to understand the patient’s condition
and history or to confirm eligibility criteria.

Also important to understand is that the legal requirements
for certifying eligibility for, and otherwise complying with,
Right to Try are a floor, not a ceiling. This means that
conscientious oncologists may determine that certification

TABLE 1. Recommendations for Oncologists in a Right to Try World

Help patients pursue appropriate clinical and research alternatives.

Consider using US FDA’s Project Facilitate rather than Right to Try.

Never rubber stamp Right to Try requests.

Consider requests only from patients with whom there is an adequate relationship
to understand the relevant medical context.

Understand that Right to Try may be inappropriate for a patient even when
relevant statutory eligibility criteria are satisfied; physicians can say no.

Seek expertise from FDA and others with regard to the risks and benefits of
unapproved products, regardless of whether such consultation is legally
required.

Facilitate patient understanding with regard to the risks, benefits, and
uncertainties of unapproved products and the legal and financial
consequences of using the Right to Try pathway.

Try to collect and report information about patients’ outcomes, if certified for
Right to Try.

Counter misinformation, and do not overpromise.

Engage in shared decision making with patients, considering whether the pursuit
of unapproved interventions is likely to advance patient goals.

Abbreviation: FDA, US Food and Drug Administration.
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is inappropriate, even if the statutory criteria are met; the
law explicitly precludes liability for a determination not
to provide access. Oncologists should carefully assess
whether a patient has tried all standard treatments, and if
these have been exhausted, whether there are any options
for appropriate clinical trials. To certify a patient’s eligibility,
the Right to Try law requires physicians to confirm only that
the patient cannot participate in a trial of the specific in-
vestigational product the patient is seeking.* Nonetheless, if
there is a trial of a different product relevant to the patient’s
disease for which the patient may be eligible, oncologists
should consider whether that might be preferable to Right
to Try, keeping in mind both the patient’s interests and the
importance of supporting rigorous data collection about
investigational agents.

Right to Try does not require independent assessment of
the risks and potential benefits of providing a patient with
access to the investigational drug, yet this assessment is
essential to patient welfare. In the spirit of shared decision
making, competent adult patients’ views about which risks
they are willing to accept for which benefits deserve serious
consideration. But oncologists also have a professional obli-
gation not to expose patients to unreasonable risks and to help
patients to understand the relevant uncertainties and likeli-
hood of achieving their goals. Accordingly, even where a pa-
tient has satisfied legal criteria for Right to Try, oncologists
should deny certification where the risks are too great or the
patient is mistaken about expected benefits. If oncologists do
certify eligibility, they should consider ways to collect patient
outcome data and report them to companies and FDA (al-
though they are not legally required to do so) because this will
help to inform future assessments of the drug.

Evaluation of the risks and benefits of an investigational
drug can be challenging. This is largely why cutting FDA out
of the Right to Try pathway is problematic: the agency has
expertise and information that individual physicians may
not. Although FDA authorizes more than 99% of Expanded
Access requests,'® it requires changes to the dose, safety
monitoring, and/or informed consent for 11% of requests.?®
This suggests that even though not required, oncologists
who contemplate Right to Try requests can provide the best
care by seeking FDA’s input. To the extent permissible
given confidentiality protections, FDA should provide such
input and inform physicians about how they can seek
agency feedback on Right to Try requests.

Expanded Access places some administrative burdens on
physicians that Right to Try does not® However, FDA
launched a pilot program in June 2019 called Project Fa-
cilitate to simplify Expanded Access for oncology products.?6?”
This concierge program entails a single point of contact for
all oncology Expanded Access requests through which
expert FDA staff will guide oncologists through the process.
Project Facilitate also will help FDA to collect information
about patient outcomes and circumstances in which, and
reasons why, manufacturers deny access requests. Given
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these efforts, oncologists have an even stronger reason to
prefer Expanded Access over Right to Try.

Promoting Patient Understanding

Both pre-approval pathways require that physicians secure
informed consent from patients. Under Expanded Access,
this includes satisfying disclosure and institutional review
board approval requirements applicable to research.?® By
contrast, Right to Try does not specify the parameters of
informed consent and no outside entity must review it,
although some state laws are more explicit.

Oncologists using Right to Try should help patients un-
derstand the risks, potential benefits, and uncertainties
about the investigational drug, just as they would with any
approved treatment or clinical trial. This conversation is
especially critical for Right to Try because unlike for ap-
proved therapies, clinical trials, and Expanded Access,
there is no required independent assessment of the risks
and benefits of the intervention by any expert body.??
Consistent with the focus of Right to Try on patient auton-
omy, then, oncologists should take steps to ensure that pa-
tients have appropriate information, understanding, and
voluntariness to exercise autonomous choice. Medical li-
censing boards and consumer protection agencies may play
a role in disciplining physicians who overpromise on safety or
effectiveness of investigational products or engage in other-
wise exploitative practices.?!

Pragmatic details also exist about Right to Try that oncologists
can help their patients understand. Most important is that the
law does not create any right to investigational products.®>** As
with Expanded Access, manufacturers are free to deny Right to
Try requests. Just as we argue that oncologists should avoid
Right to Try in the interests of their patients, we suggest that
manufacturers ought to do the same. Indeed, several large
manufacturers have re-affirmed their commitment to using
Expanded Access in collaboration with FDA if and when they
provide unapproved products outside of clinical trials.3*®
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Patients also should understand that no one is required to
cover the costs of access through either pathway. Cer-
tain state statutes have even more stark implications,
sometimes excluding Right to Try patients from insurance
coverage or hospice eligibility.? Right to Try also strips
patients of their ability to hold drug manufacturers liable
for damages and physicians liable absent gross mis-
conduct.! Although these legal constraints may have
limited practical impact given the lack of publicly reported
instances of patients suing for injuries resulting from
Expanded Access,' it is nevertheless important that
patients understand what they are relinquishing. The
corollary is that oncologists should take steps to help to
ensure that patients understand their alternatives.

Faced with the prospect of death, many patients with
cancer are willing to try investigational products. Oncolo-
gists need to help these patients to decide what course of
action is optimal in light of patients’ values and interests.
This ethical and professional responsibility includes the
assessment of whether pre-approval access is advisable in
particular circumstances and, if so, under which pathway.
We maintain that oncologists should strongly prefer Ex-
panded Access, but if they nonetheless proceed with Right
to Try, they should take steps to ensure that patients are
aware of the risks, potential benefits, and uncertainties
about the investigational drug as well as the limits of the law.
More broadly, oncologists and other practitioners should
play a role in participating in deeper conversations within
their institutions and with policymakers about unintended
barriers to pre-approval access and what types of limits
should be placed on such access, while keeping in mind
the potential for different approaches to reinforce existing
inequities in our health care system. Although the debate
around Right to Try has highlighted the superiority of Ex-
panded Access, now is the time to more systematically
consider when and how physicians, manufacturers, and
regulators should enable patients to try unproven, un-
approved products.®®
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