
Changing FDA Approval Standards: Ethical Implications
for Patient Consent
Jonathan J. Darrow, SJD, JD, MBA1,2 , Sanket S. Dhruva, MD, MHS3,
and Rita F. Redberg, MD, MSc3

1Program On Regulation, Therapeutics, And Law (PORTAL), Division of Pharmacoepidemiology and Pharmacoeconomics, Department of
Medicine, Brigham and Women’s Hospital and Harvard Medical School, Boston, MA, USA; 2Department of Law and Taxation, Bentley University,
Waltham,MA, USA; 3Division of Cardiology, Department ofMedicine, University of California, San Francisco School ofMedicine, San Francisco,CA,
USA.

J Gen Intern Med 36(10):3212–4

DOI: 10.1007/s11606-021-06762-0

© Society of General Internal Medicine 2021

T he pace of new drug andmedical device introductions has
accelerated in recent years. In 2018, 59 novel drugs were

approved in the USA, the most since 1996. A rising proportion
of drugs and devices qualify for one of the US Food and Drug
Administration’s (FDA) expedited programs, which allow
approval based on less rigorous clinical trials. Expanded ac-
cess and emergency use authorization allow access to
products—such as remdesivir (Veklury) and COVID-19
vaccines—even before they are approved.
The growing array of products made available with limited

evidence poses important challenges for patients and physicians.
Ethical principles require that patients consent to treatment after
being informed of the benefits and harms of each alternative. In
routine practice, however, the consent process is often truncated,
with limited presentation of alternatives, risks, and outcome data.
As regulatory processes have evolved, the consent
process—already criticized by some as inadequate—has changed
little. We review the evolution of drug and device evidence
requirements and consider the implications for informed consent.

FDA APPROVAL PATHWAYS AND EVIDENCE
REQUIREMENTS

Following tragedies associated with thalidomide, the Dalkon
Shield and other products, Congress strengthened premarket
evidence requirements for drugs in 1962 and introduced them
for medical devices in 1976. These laws helped ensure that
products were safer and not fraudulent by requiring clinical
testing before marketing, but also delayed availability, creat-
ing pressure to reduce requirements.

Drugs

The 1962 Drug Amendments required evidence from ade-
quate and well-controlled trials, and the traditional three
phases of clinical trials were formalized in 1963 as a way of
systematically demonstrating efficacy and safety. The FDA
later outlined characteristics of trials, such as randomization
and blinding, that could help to meet the statutory standard.
But in the years that followed, pressure mounted for the

agency and Congress to condense evidence requirements. The
1983 Orphan Drug Act encouraged the FDA to interpret
evidence requirements flexibly when evaluating rare disease
medications (Fig. 1). More specific flexibilities in endpoints
and the number and phase of trials were also introduced. For
example, in 1988, the fast-track programwas created to permit
approval of high-priority medicines on the basis of earlier-
stage trials, and a 1992 accelerated approval program expand-
ed the use of surrogates of efficacy (such as laboratory values
believed to correlate with patient-relevant endpoints) that were
only “reasonably likely” to predict clinical benefit. A 1997 law
authorized approval on the basis of single clinical trial. In
2012, the Breakthrough Therapy designation further relaxed
requirements by allowing reliance on pharmacodynamic bio-
markers that would “not meet criteria for an acceptable surro-
gate endpoints” under the accelerated approval standard,1 and
encouraged approval based on “fewer, smaller, or shorter
clinical trials.”2 Most recently, Congress and the FDA have
promoted the use of “novel clinical trial designs,” real-world
evidence (to help support the approval of secondary indica-
tions), “non-traditional development programs,” and “new
approaches to statistical analysis.”3

These programs have supported approval of a few highly
effective drugs, such as imatinib (2001) for chronic myeloge-
nous leukemia, which used the Orphan Drug Act, fast-track,
and accelerated approval programs, and sofosbuvir (2013) for
chronic hepatitis C virus infection, which used the fast-track
and breakthrough therapy programs. In most cases, however,
drugs approved under these programs offered clinical benefits
that were either small, based on limited data, or comparable to
existing products.4 For example, eteplirsen (Exondys 51), a
drug for Duchenne muscular dystrophy, was approved based
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on increases in a biomarker (dystrophin levels) so small that
meaningful patient benefit was improbable.

Medical Devices

Regulatory requirements that medical devices provide “reason-
able assurance of safety and effectiveness” have become easier
to satisfy. In 1990, Congress created the Humanitarian Device
Exemption, allowing approval without reasonable assurance of
effectiveness (based on safety and probable benefit) when
targeted diseases affect fewer than 4,000 people in the USA
(8,000 since 2016). A 1997 law expanded exemptions from
premarket review to include most low- and some moderate-risk
devices, created a streamlined “de novo” pathway for novel
devices thought to not be high-risk, and directed FDA to require
the “least burdensome” means of satisfying regulatory stan-
dards. The 2016 21st Century Cures Act reinforced this ap-
proach, encouraging post-approval evidence collection to re-
duce some pre-approval requirements, and creating a Break-
through Devices designation that allowed the FDA to “accept a
greater extent of uncertainty” for a broad range of devices.5

IMPLICATIONS FOR PHYSICIAN-PATIENT-INFORMED
CONSENT PROCESS

Allowing marketing based on more limited evidence means
that patients are increasingly exposed to treatments earlier in
the evidence development process. But early promise based on
limited evidence may not translate to meaningful benefit. For

example, the FDA published a report of 22 cases in which
early-stage positive results were not found in phase 3 trials.6

Patients and physicians also may be unaware that data gener-
ated during routine clinical care are increasingly used for
regulatory decision-making, blurring the distinction between
research and treatment.
These changes create a need to update the process of

obtaining informed treatment consent. As treatment and re-
search converge, physicians’ communication of benefit-risk
information to patients should borrow elements traditionally
used to protect clinical trial subjects, such as plain language
written disclosure of risks, benefits, and alternatives.
The FDA has provided amodel for product-specific consent

with the Essure sterilization implant, which was approved
based on limited evidence and later found to be associated
with complications such as tubal perforations and unintended
pregnancies. In 2016, the FDA issued a guidance document
that included an information checklist for patients and physi-
cians to sign when discussing risks and benefits. Absent FDA
action, physicians, health systems, and professional societies
should take action to facilitate written, product-specific dis-
closure to patients similar to Vaccine Information Statements,
including quantitative outcome measures and remaining un-
certainties. Such signed documents would augment current
disclosures for medical devices, and would be applied to drugs
approved through expedited pathways.
Su ch new d i s c l o s u r e documen t s s h ou l d b e

complemented by improved labeling that provides a clear
summary (“facts box”) of available data, similar to
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Figure 1 The evolution of evidence requirements for new drugs and devices, 1960–2020. ANDA, abbreviated new drug application; PMA,
premarket approval application; PDUFA, Prescription Drug User Fee Act; MDUFA, Medical Device User Fee Act.
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nutrition labeling. Existing product labels are often
lengthy, with salient data about risks and benefits mixed
with less important information. For example, concerns
over cardiovascular events led to helpful, columnar out-
come data in the labeling for rosiglitazone (Avandia), but
data were scattered across the 42-page label. A summary
“facts box” could be paired with a “red box” that employs
icons that highlight at a glance which key trial characteris-
tics are lacking, such as a crossed-out mask to indicate the
absence of blinding or a laboratory flask to indicate reli-
ance on surrogate endpoints. Recent FDA efforts to sum-
marize approval data in online Drug Trials Snapshots could
be improved by better translating esoteric outcome data to
plain language descriptions of how trial subjects felt, func-
tioned, or survived, and could be expanded to include
medical devices.

CONCLUSION

The public trusts the FDA to approve only meaningfully
beneficial products, but pressure to expedite approvals
after the 1962 and 1976 laws has led to increasing abridg-
ment of the testing process. Speedier availability is sensi-
ble when products offer substantial improvements but
should not be driven by disease severity alone. When
expedited approvals occur, physicians have the responsi-
bility to clearly communicate known benefits, risks, and
uncertainties, along with data about the various alterna-
tives, to safeguard informed consent and patient autonomy
and guide patients to the most promising options.
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