FDA Emergency Use Authorization:
A Brief History From 9/11 to COVID-19

by Jonathan Iwry

he ongoing fight against COVID-19 has brought wide-

spread public attention to FDA and its power to grant

emergency use authorizations (EUAs), which permits
FDA to authorize formally unapproved medical products for
emergency use against threats to public health and safety.

Under § 564 of the Federal Food, Drug, and Cosmetic Act

(FDCA), issuance of an EUA requires a determination by secre-
taries of the Department of Homeland Security, the Department
of Defense, or the Department of Health and Human Services
(HHS) that an emergency exists, as well as a declaration by the
HHS Secretary that emergency circumstances exist warranting
the issuance of EUAs.! Unlike the strict standard of safety and
efficacy used by FDA for ordinary product approvals, issuance of
an EUA only requires FDA to conclude that:
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1. itisreasonable to believe that a given product
“may be effective” as an emergency counter-
measure,

2. the known and potential benefits of authoriza-
tion outweigh the known and potential risks,
and

3. no formally approved alternatives are available

or adequate at the time.?

EUAs are playing a critical role in responding to the cur-
rent COVID-19 pandemic, a situation evolving constantly
with near-daily emergency authorizations of medical
countermeasures. In the past eighteen months, FDA has
issued an unprecedented number of EUAs for medical
countermeasures that have yet to run the gauntlet of FDA’s
extensive formal approval process.

My forthcoming article in the Food and Drug Law
Journal chronicles the evolution of this important power
from its inception through its use against COVID-19, the
most consequential public health emergency since the
1918 Spanish flu. If we want to know where the future of
emergency use authorization is headed, we have to look
to its past and present. The relatively short history of EUA
demonstrates how its present-day use against COVID-19
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raises essential questions about the role
of political oversight and expert judg-
ment in times of crisis—and points to
several key policy considerations moving

forward.

The Prehistory of EUA

The first historical event to foreshadow
the major issues surrounding FDA’s EUA
power was the thalidomide tragedy of
the 1950s and 60s, when a new drug put
into circulation in Europe as a treatment
for morning sickness was later found

to have resulted in severe birth defects.?
Remembered as one of the worst public
health disasters in recent history, the
drug’s introduction to market remains

a key reference point for those who ad-
vocate for extensive and strict standards
of clinical review before approving new
food and drug products.

In 1976, a soldier in New Jersey con-
tracted a fatal case of influenza.* CDC
acquired viral samples and feared that
Influenza A, the class of influenza virus-
es responsible for all historic flu pandem-
ics, might have undergone an antigenic
shift—a convergence of separate strains
into a new and deadlier form—that
could be as significant as the form that
caused the Spanish flu of 1918. The
federal government quickly developed an
unprecedented plan to manufacture and
administer a “swine flu” vaccine with
which to immunize the entire country.
While the World Health Organization
advocated a more cautious approach,
President Gerald Ford, who was running
for reelection in 1976, was reportedly
pushing hard for rapid implementation
of a national immunization program.’
After millions had been vaccinated,
reports suggested that the vaccine might
have been causing Guillain-Barré syn-
drome.® A pandemic never materialized.

In their post-mortem study of the

1976 swine flu affair, policy analysts
Richard Neustadt and Harvey Fineberg
described the event as a policymaking
disaster.” Yet they also expressed their
concern that the event would be wrongly
remembered as a simple case of govern-
ment overreaction—and, accordingly,
that policymakers and the general public
would overemphasize the dangers of
responding too swiftly to warning signs
of a future public health emergency.

Finally, the AIDS epidemic led to an
early precursor of FDA’s modern-day
EUA authority. In the late 1980s, studies
suggested that an investigational drug
called DDI might have benefits for AIDS
patients who were unable to tolerate
other medications.® DDI lacked formal
approval, and FDA regulators were
wary of endorsing a drug that had not
been formally proven safe and effective.
Others—including Dr. Anthony Fauci,
Director of the National Institute of Al-
lergy and Infectious Diseases—believed
the risk was justified by the number of
lives that could be saved.’ Fauci proposed
anew “parallel track” system, which
would make DDI available to eligible
patients while continuing to put the
drug through clinical trials.' Other
means of circumventing FDA’s ordinary
approval process already existed at the
time, but Fauci’s proposal attracted
the attention of President George H-W.
Bush, whose support encouraged FDA to
adopt the process and administer DDI to
patients in need.!!

Some public health officials worried
that making DDI available too early
would not only invite desperate patients
to take undue risks, but also could make
it harder on the whole to gather accurate
data about the risks involved for future
patients. Ordinarily, the only way for
members of the public to get access to

a new drug such as DDI would be to

volunteer for clinical trials. Allowing
people to obtain the drug without enter-
ing trials would disincentivize potential
volunteers from entering those trials,
making it more difficult to find enough
subjects to test the drug in the first place.
In addition, setting a precedent with one
drug could result in a future in which
members of the public generally would
be less willing to participate in clinical
trials, undermining the testing and
evaluation process as a whole. Regula-
tors would have to weigh these concerns
against the value of getting potentially
useful drugs to market quickly.

The Enactment and Early
Years of EUA
Emergency use authorization owes its
inception to the War on Terror. Af-
ter the events of September 11, 2001
and subsequent anthrax mail attacks,
Congress responded to widespread
concerns over the threat of bioterror-
ism by enacting the Project BioShield
Act of 2004." The Act called for $5.6
billion in appropriations for vaccine
purchases and for stockpiling of
emergency countermeasures—includ-
ing vaccines that had not been fully
tested for safety or efficacy.” And in
order to make distribution of those
countermeasures possible in the event
of an emergency, Congress amended
the FDCA to permit FDA to circumvent
its formal approval process by autho-
rizing formally unapproved products
as emergency countermeasures.' The
congressional record indicates that
Congress was focused in particular
on the threat of bioterror, rather than
preparing for a pandemic of natural
origin.”

In 2005, concerns over the apparent
rise of avian flu led to the enactment of
P.L. 109-148, also known as the PREP
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Act. The threat of a coming flu pandemic
only underscored the apparent need for
a strong liability shield to accompany
FDA’s new authority: it required 1) a
fast process to approve products in an
emergency; and 2) adequate guaran-
tees of protection for providers of risky
countermeasures for which there would
not be time to conduct ordinary test-
ing. The proposal proved controversial;
some viewed the Act as necessary to
incentivize the private sector to produce
needed countermeasures for a public
health emergency, while others viewed it
as favoring the pharmaceutical industry
at the expense of injured parties and
their right to damages. Senate Democrats
decried the liability shield as a “Christ-
mas present to the drug industry and a
bag of coal to everyday Americans.”®
The debate surrounding the PREP
Act’s enactment pointed to an essential
issue: where should the loss fall in times
of crisis? Mounting a fast and effective
response to emergencies requires that
policymakers and providers of counter-
measures take risks that will almost sure-
ly be imposed on the public; doing so is
bound to have adverse effects for at least
a small number of unlucky recipients. In
such cases, a decision has to be made as
to who will (and who should) bear the
loss when private parties confront those
risks by engaging in conduct that benefits
both themselves and the general public.
FDA’s newfound EUA authority would
be used sparingly for the first sixteen
years following its enactment. During
that time, its most extensive use was in
response to the HIN1 swine flu pandem-
ic of 2009, when it was used to authorize
medical equipment and expired lots
of formally approved drug products.”
Health policy experts would look back
on FDA’s use of EUA against HINI1 as

an overall success; it proved that EUAs
work, and that when used responsibly
and in coordination with other agencies,
they can facilitate a rapid and effective
federal response to a pandemic. EUA
would also be used to authorize occa-
sional countermeasures in anticipation of
MERS, Ebola, Zika, and other epidemics,
none of which ultimately materialized in
the United States.

EUAs Against COVID-19

FDA’s response to the COVID-19 pan-
demic has made the most significant use
of EUA authorization since its inception.
In February 2020, HHS Secretary Alex
Azar declared the spread of SARS-CoV-2
a national health emergency warranting
emergency authorization of diagnostic
tests,'® followed by declarations warrant-
ing emergency authorization for a variety
of other countermeasures.

Since then, FDA has issued well over
400 EUAs for personal protective equip-
ment, medical equipment, in vitro di-
agnostic products, drug products, and,
most notably, vaccines (compared to a
total of twenty-two EUAs in response
to HIN1 in 2009). An EUA had never
before been granted for a brand-new
vaccine; the only vaccine ever to have
received an EUA prior to the current
pandemic was AVA, an anthrax vaccine
that had already been approved for other
purposes when it was granted an EUA in
2005. The comparatively high stakes of
administering a vaccine to people who
are otherwise healthy led FDA to commit
itself to heightened standards of review,
or “EUA plus,” in evaluating COVID-19
vaccines for emergency authorization.”
FDA has authorized three COVID-19
vaccines thus far: one by Pfizer-BioN-
Tech on December 11, 2020; one by
Moderna on December 18, 2020; and one

by Johnson and Johnson on February 27,

History of EUAs

2021. FDA amended the authorizations
for the Pfizer-BioNTech and Moderna
vaccines on August 12, 2021 to permit a
third dose in solid organ recipients and
others who are immunocompromised to
a comparable degree.”” FDA granted the
Pfizer-BioNTech vaccine formal approval
on August 21, 2021.”

FDA’s exercise of discretion in issuing
EUAs has not been without controversy.
The politicization of the pandemic by for-
mer President Donald Trump has added
a political dimension to FDA’s decision
making as an administrative agency
run by a presidential appointee.”> Many
have criticized the Trump White House
for encroaching on FDA’s independence
and failing to uphold basic standards of
respect for scientific evidence, technical
expertise, and political independence.
Trump notoriously pressured FDA
officials into authorizing chloroquine
and hydroxychloroquine, anti-malarial
drugs that many believed could pose sub-
stantial risks for COVID-19 patients.”
The authorization for those drugs came
only days after Trump publicly endorsed
them and would be revoked months later
by FDA. Public health experts were sim-
ilarly concerned by FDA’s decision to
authorize SARS-CoV-2 convalescent
plasma on the eve of the Republican Na-
tional Convention.* Even FDA’s decision
to grant its first vaccine authorization to
Pfizer-BioNTech was somewhat con-
troversial: White House Chief of Staft
Mark Meadows allegedly contacted FDA
Commissioner Stephen Hahn the day the
vaccine would be authorized, demanding
his resignation unless it was authorized
by end of day.*®

Although President Joseph Biden is
generally recognized as having demon-
strated greater respect for scientific ex-

pertise since taking office on January 21,
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2021, his administration has also faced
criticism for its application of scientific
evidence to health policy. In particular,
critics argue that the administration
has aggressively endorsed third doses,
or “booster shots,” of the COVID-19
vaccines for the general public without
sufficient evidence that third doses are
effective for those without weakened
immune systems.”® The White House
announced in August its intent to have
booster shots authorized by September.
Two high-level FDA regulators, Marion
Gruber and Philip Krause, announced
their resignation later that month, al-
legedly out of frustration that the White
House and FDA Commissioner appeared
to be putting politics ahead of empirical
data in pressuring the agency to autho-
rize booster shots.””

Even when making decisions without
overt political interference, FDA has
confronted difficult decisions in exer-
cising its discretion to grant EUAs. For
example, FDA decided in the spring
of 2020 to address widespread testing
shortages by issuing “umbrella” EUAs for
entire categories of diagnostic and an-
tibody tests (as well as masks and other
protective equipment) ex ante—allowing
those tests to market before evaluating
them case by case.?® FDA revoked this
policy on July 21, 2020, announcing that
it would begin reviewing individual
requests for EUAs for antibody tests on a
case-by-case basis to ensure compliance

with statutory EUA requirements.”

Key Themes and Issues

Surrounding EUAs

Looking back through the history of

EUA reveals three major themes.
Political influence: First, there is the

issue of influence by the White House

(and political actors generally) on FDA

decision making—sometimes in ways

that appear motivated by the public in-
terest, other times by political or personal
interest. As the swine flu affair of 1976
demonstrates, Donald Trump was not
the first president to have pushed for a
speedy vaccination effort while seeking
reelection. As long as health regulators
are answerable to political officials, there
will always be some risk of political influ-
ence interfering with the policymaking
process. This reflects a fundamental ten-
sion between respecting technical exper-
tise and ensuring that technical experts
are held accountable to elected officials
(and, ultimately, to the public will).
Weighing risks: Second, the history of
EUA points to a deep dilemma between
protecting individuals and benefiting
the collective in times of crisis—between
following protocol and saving lives faster.
How should health regulators weigh the
risk to individuals posed by unapproved
and potentially harmful products against
the benefit to the collective in responding
quickly to a public health emergency?
When FDA authorizes a promising but
uncertain solution to a pandemic, it nec-
essarily exposes individuals to risk; there
is no avoiding that. Even when a drug or
vaccine seems to carry a low risk of seri-
ous side effects, the decision to authorize
still reflects a willingness to actively put
some people at greater risk of injury or
death in the hope of preventing a greater
amount of suffering. There will always
be some tension between those hoping
to avoid the next AIDS crisis and those
hoping to avoid the next thalidomide.
This issue applies to tests as well as
drug products as vaccines. For exam-
ple, in using an umbrella EUA for test
products, FDA made a value judgment
that the risk of making unreliable tests
available to the public was outweighed
by the benefit of having any testing data
at all. (FDA states that as of July 2021, it

has received over 1,486 reports con-
cerning fraudulent products related to
COVID-19.%) Although FDA'’s decision
risks allowing faulty or fraudulent tests
to come to market, that might simply be
an unavoidable consequence of taking
a practical and usefully permissive ap-
proach to emergency response. How one
views FDA’s decision will reflect one’s
views on the proper balance of risks and
benefits—and on the tradeoft between
carefully following protocol on the one
hand and responding quickly with a new
and uncertain solution on the other.

FDA and the public: Third, there is
the question of how to promote trust and
compliance with public health measures
among the general public. Despite how
rigorously the three current COVID
vaccines have been tested, as much as
14% of the American public allegedly
refuse to receive a COVID-19 vaccine.”
Health regulators may have been able to
take public trust for granted in previous
crises, but COVID-19 has thrust it into
the foreground.

Of course, the fact that EUAs require
a less rigidly defined standard of review
than formal approval does not mean
that countermeasures reviewed by
that standard are not tested rigorously.
Today’s vaccines against COVID-19
have been tested with unprecedented
focus and urgency,* and public health
experts have gone to considerable lengths
to address widespread concerns over
transparency and public trust by being
forthright about observed side effects of
the vaccines.® One irony of heightened
transparency is that reports of relatively
infrequent adverse effects are likelier
to reach the public—and are likelier
to have a disproportionate emotional
impact on public opinion compared to
good news. The risk that negativity bias

and other sources of misunderstanding
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will complicate FDA’s efforts at building
public trust only adds to the policy land-
scape that faces FDA when deciding how

to use its emergency powers.

EUAs and Vaccine Mandates
A public debate has erupted in the
United States as to whether to mandate
vaccination against COVID-19.* On
September 9, 2021, following FDA’s
approval of the Pfizer-BioNTech vaccine,
President Biden announced a series of
vaccine mandates affecting approximate-
ly 100 million employees in the federal
government and private sector. Prior to
FDA’s decision, opponents of mandatory
vaccination had attempted to support
their positions by appealing to the fact
that the three vaccines had been granted
only emergency authorization rather
than full formal approval.*® A number
of organizations had suggested that they
intended to wait until the vaccines were
fully approved before making vaccina-
tion mandatory for their members.”’
Even with one of the three vaccines
having received full approval, President
Biden’s announcement has been met
with bitter resistance in conservative
circles.®

The debate over vaccine mandates—
including the issue of whether to expe-
dite the formal approval process to spur
support for mandates—poses a policy
dilemma that is in some ways inverse to
that of the AIDS crisis. In 1989, mem-
bers of the public were imploring FDA
to sidestep its lengthy approval process
and make a potentially life-saving drug
available to desperate patients. Today,
FDA is willing to grant emergency
authorization (after extensive review) to
three desperately needed vaccines in the
middle of a pandemic, despite the fact
that a substantial minority of the public

is opposed to those vaccines. Whereas

the challenge in the AIDS crisis was
one of trying to overcome conservative
regulatory hurdles in accordance with
the public will, today’s challenge is one
of trying to convince the public to accept
the help.

The EUA mechanism was intended
as a way of getting countermeasures to
people who need them fast. But a public
that is reluctant to accept those counter-
measures adds a new wrinkle to health
policy. Not only does it frustrate FDA’s
efforts to respond as best they can to a
national emergency, but it also poses
a new question that may inform their
decision making: will the use of a process
viewed as being less rigorous than formal
approval affect public trust? And if so,
will the downsides of granting emergen-
cy authorization for a given countermea-
sure detract from its advantages?

This problem may be unique to
COVID-19. One hopes that future
public health emergencies will not be
subjected to political partisanship to the
degree seen in 2020 and 2021. But it does
demonstrate how FDA can be forced to
consider various forms of risks and bene-
fits—institutional considerations, rather
than purely medical ones—that techni-

cally fall outside its realm of expertise.

Policy Frameworks

for EUAs

The controversy over DDI during the
AIDS crisis exemplified a basic dilem-
ma: when do the circumstances justify
taking risks in times of emergency;,
especially when the likelihood and
magnitude of those risks are unknown?
This dilemma applies to FDA’s response
to COVID-19 in particular. Antimalarial
drugs that were initially granted EUAs
for COVID-19 patients are now believed
to have considerable side effects.” Even

when FDA ultimately decides to revoke

History of EUAs

an EUA for a given drug, countless indi-
viduals could suffer adverse effects in the
time it takes to implement the revoca-
tion. Other drugs with their own sets of
risks may soon be up for consideration
for EUAs. They will pose similar ques-
tions as to how best to weigh tradeoffs in
uncertain and high-stakes situations.
Taking into account the EUA experi-
ence to date, one can imagine three pos-
sible frameworks or approaches through
which to analyze the ethics of EUAs.

1. Outcome-oriented: One
approach would be to
focus strictly on outcomes,
weighing the total risks and
benefits of granting an EUA
against the risk of letting an
emergency continue while
waiting for formal approval.

2. Duty-oriented: A second
approach would endorse
the principle that adhering
to rigorous procedures and
traditional practice is the
most reliable way for regula-
tors to uphold their duty to
protect citizens from undue
risks to health and safety.
Proponents might argue
that history has already
shown how easily the rush
to address emergencies can
lead to judgments that later
prove regrettable—and that
it would be worse for regula-
tors to take active steps that
could make some citizens
worse off (such as autho-
rizing an unapproved and
potentially harmful product)
than to allow a public health
crisis to continue.

3. Autonomy-oriented: A third

approach would emphasize
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personal autonomy above
all else, defaulting in almost
all cases to making emer-
gency products available so
that individuals can make
informed choices for them-

selves and their families.

No matter what approach regulators
choose to adopt, history suggests a
checklist of general questions relevant to
the EUA process. These involve the in-
stitutional context of EUA authority and
should be considered alongside medical

and epidemiological questions:

o Should the product in question be
made available on a conditional basis
to a specific population or sub-pop-
ulation?

«  Would making the product widely
available interfere with FDA's ability
to complete its ordinary investigative
protocol—for example, by elimi-
nating an incentive to volunteer for
clinical trials?

o What, given the circumstances, is
the risk of political interference with
the EUA process, both in deciding
whether to grant an EUA and in de-
termining how it would be applied?

o What precedent would a given EUA
set for future FDA decision making?

o What effect would the circumstances
surrounding a given EUA have on
public trust in FDA and willingness
to comply with public health guid-
ance, regarding both the emergency

at issue and future emergencies?

Keeping these factors in mind would
keep decision makers attentive not just to
practical and epidemiological consider-
ations, but also to the long-term integrity
and reliability of the EUA process.*

Restructuring the EUA
process
The history of EUAs (including relevant
events prior to Project BioShield) also
raises questions as to whether the EUA
process could usefully be reorganized,
especially with respect to risk assess-
ment. For example, some countermea-
sures, such as DDI or hydroxychloro-
quine, pose a risk of potentially serious
adverse health effects; others, such
as AVA or expired flu medicines, are
reasonably certain not to pose a risk of
serious side effects, even if they might
prove ineffective. Would it be useful for
regulators to distinguish these two levels
of risk and weigh them differently when
deciding whether to grant an EUA? We
can imagine creating two subcategories
of EUAs: “high-risk” EUAs, for which
there is reason to suspect a risk of serious
adverse effects, and “low-risk” EUAs, for
which the only likely risk is ineffective-
ness. (A “moderate-risk” category may
also be appropriate.) Regulators might
include additional safeguards or investi-
gative steps in cases involving high-risk
countermeasures, and perhaps even
make the review process simpler and
faster for countermeasures that appear to
have few downsides on first impression.
Does the ongoing debate over the
credibility of COVID-19 vaccine EUAs
in contrast to formal approval suggest
that FDA and Congress should restruc-
ture those processes more broadly? For
example, would it help ameliorate public
concern—and make it harder to raise un-
founded doubts about the EUA process—
if EUAs were assimilated into the formal
approval process? Regulators could
stratify the formal approval process into
multiple categories along a spectrum;
this could include replacing the separate
“EUA” designation with something along
the lines of an “Approval Category A”

(the “emergency category,” or highest
level of urgency) that would preserve the
essence of the EUA process. This sort

of restructuring might seem like little
more than a cosmetic change, but that
would depend on whether it also entailed
desirable substantive reforms. And even
a cosmetic change could be justified if it
helped shore up the public credibility of

emergency authorizations.

Beyond COVID-19

Lawmakers and policymakers place tre-
mendous value in precedent, be it written
or historical. There is little precedent for
FDA to rely on in making EUA-related
decisions; even the use of EUAs in the
HINTI crisis of 2009 pales in comparison.
The U.S. has not faced a public health
emergency of this magnitude in over a
century, yet the emergency powers FDA
is relying upon have existed for fewer
than twenty years and have been used
sparingly until now.

The history of emergency use authori-
zation points to essential dilemmas that
will have to be confronted in emergencies
to come. These issues cannot be resolved
by looking to the statutory text; they will
inevitably require hard judgments about
how to balance deference to scientific
expertise with public accountability, how
to integrate empirical analysis and value
judgments, and how to allocate risk in
times of crisis. FDA’s policy in using its
EUA authority has already involved, and
may well continue to involve, some of the
weightiest public health decisions FDA
will ever make. Emergency use authori-
zation has existed for two decades—but
the majority of its history is still being

written. A
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