AUGENSTEIN, RIGHT TO TRY, VOICES IN BIOETHICS, VOL. 6 (2020)

The Right to Try
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ABSTRACT

Patients who request access to investigational drugs are terminally ill and consequently have an
increased risk for serious adverse events. Additionally, their terminal illness is a poor indicator for success
with future treatment attempts. Drug manufacturers are therefore often hesitant to grant these higher-
risk patients access to their product, both inside and outside of their own tightly controlled clinical trial
environments. Through the RTT Act, patients with life-threatening illnesses, who have exhausted
approved treatment options and do not qualify for any available clinical trials, are able to seek access to
investigational drugs without the FDA’s approval and direct involvement.
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INTRODUCTION

The need for increased access to investigational drugs has consistently been supported by the public, in spite
of the fact that the Expanded Access Program (EAP), which is regulated by the Food and Drug Administration
(FDA), already exists.* As a result, the Right to Try (RTT) Act became a federal law on May 30, 2018. Through
the RTT Act, patients with life-threatening illnesses, who have exhausted approved treatment options and do
not qualify for any available clinical trials, are able to seek access to investigational drugs without the FDA’s
approval and direct involvement. Eligible investigational drugs must have already completed a Phase 1 Clinical
Trial in order to ensure some, but nonetheless a bare minimum, level of safety.? This law was enacted in an
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effort to increase terminally ill patients’ access to investigational drugs, which could possibly prolong their life
that would otherwise surely end in the near future.

ANALYSIS

Opponents of the RTT Act favor the EAP, which is the presumably safer route to gain access to investigational
drugs because the FDA provides direct regulatory oversight prior to and throughout the treatment process.?
The problem with the EAP is that it involves an extensive pre-approval process.* Physicians are required to
obtain informed consent from the patient, as well as approval from both an Institutional Review Board (IRB)
and the drug’s manufacturer, prior to completing and submitting the EAP application. Once the EAP
application is received by the FDA, it is almost always approved and the patient is granted access to the
investigational drug through a clinical trial that is regulated by the FDA.> Unfortunately, the pre-application
process is tedious and time-consuming for physicians and these terminally ill patients are limited on time as it
is.

Difficulties in obtaining access to investigational drugs are not solely a result of the FDA’s pre-approval process.
Manufacturers of investigational drugs often deny these requests, and it is the manufacturer who ultimately
determines whether or not a patient will be granted access to their product.® Patients who request access to
investigational drugs are terminally ill and consequently have an increased risk for serious adverse events.
Additionally, their terminal illness is a poor indicator for success with future treatment attempts. Drug
manufacturers are therefore often hesitant to grant these higher-risk patients access to their product, both
inside and outside of their own tightly controlled clinical trial environments. This is due to the fact that any
adverse event associated with its use, which could be related to the drug or related to the patient’s condition,
could negatively influence the FDA’s decision to ultimately approve the drug. Furthermore, the FDA requires
manufacturers to develop and continuously update expanded access protocols that require time and
additional resources to produce.” Medium to smaller sized companies do not have the personnel nor the
financial means to keep up with the requirements of the EAP, and this limits their ability to provide access to
their investigational drugs.®

The RTT Act attempts to overcome these barriers to investigational drug access. In order to decrease the
amount of time physicians spend on the pre-approval process, physicians are able to request and obtain
investigational drugs directly from the manufacturer. The physician, rather than the FDA, is responsible for
monitoring and managing the patient’s clinical progression throughout the treatment process going forward.
It addresses manufacturers’ concerns by prohibiting clinical outcomes and adverse events associated with
drugs taken through the RTT pathway to be used to influence the FDA’s review, and ultimately its approval, of
the investigational drug. However, manufacturers are required to include a summary of severe adverse events
experienced by these patients in the annual report they submit to the FDA for review. Lastly, drug
manufacturers, physicians, and other involved parties are liberated of any liability claims associated with drugs
administered through the RTT pathway, with the exception of instances where there is a clear act of
misconduct or negligence involved.®

Many people have voiced their concerns with the RTT pathway. They believe that in removing the FDA’s role
to provide regulatory oversight throughout the process, it also removes safety nets that are crucial for these
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vulnerable patients.’® The whole point of the issue at hand is that there is no safe and proven effective
solution. The fact of the matter is that these patients are at death’s door and there is no hope in sight for they
have exhausted every available treatment option approved by the FDA. The RTT Act was not developed to
replace the EAP. It was developed to provide an additional pathway that terminally ill patients can utilize to
obtain access to potentially life-saving drugs. The drug’s manufacturer still has the option to provide access to
their product through the EAP.1! If the manufacturer is more inclined to grant access to its drug through the
RTT pathway, then this opens a window of opportunity for patients who are faced with dire and limited
circumstances.

Another concern people have with the RTT pathway is related to its lax requirements for obtaining informed
consent.’? The EAP requires physicians to obtain written consent from the patient, which is then reviewed by
an IRB to ensure that the patient is well informed and comprehends the risks associated with using the
investigational drug. The RTT pathway only requires written consent from the patient and as previously
mentioned, the physician is protected from liability claims if the information provided prior to obtaining
written consent is incorrect or inconclusive. The reason physicians, and manufacturers for that matter, are
absolved of liability in this situation is because there is limited information available about the safety and
efficacy of these investigational drugs at that point in time. Phase 1 clinical trials involve only a small number
of patients and notable adverse events are often first discovered in later clinical trials that involve a larger
number of patients.’® As a result of this, it is impossible to obtain a proper informed consent from patients
prior to their use of investigational drugs through the RTT pathway.

It is clear that investigational drugs taken through the EAP are a safer bet, but the EAP has been available for
many years and people have consistently continued to support the need for increased access to investigational
drugs.' The RTT Act is a new law that was enacted in order to help terminally ill patients overcome barriers
that have prevented them from accessing investigational drugs in the past. However, because manufacturers
are not required to report the total number of individual requests they receive, it is difficult to determine if
the RTT Act has effectively increased access to investigational drugs.'® This also makes it difficult to quantify
the extent of the need for increased access among this population. Drug manufacturers should be required to
keep track of the total number of requests they receive for access to investigational drugs through both the
EAP and RTT pathways, which would provide pertinent insight regarding this matter.

CONCLUSION

Terminally ill patients do not seek access to investigational drugs because they think these drugs are a safe
and effective treatment option. They seek access to investigational drugs because there is no other option
left. Claiming that the RTT Act may do more harm than good is a moot point considering that the only
alternative for these patients is dying. The RTT pathway is not perfect by any means, but it helps to preserve
the autonomy of terminally ill patients by affording them the opportunity to decide whether or not they wish
to take this extreme and unsafe risk. Every dying patient has the right to choose how they spend their
remaining days and if they choose to spend that time trialing an investigational drug on the off-chance that it
leads them on a path to recovery, then this is something that | fully support.
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