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Abstract 
When there is an evidence base that could be used credibly to justify 
expedited US Food and Drug Administration review, emergency use 
authorization, or approval, interventions-in-development must be 
evaluated in terms of their possible downstream influence on public 
trust and confidence in regulatory processes during a national public 
health crisis. When regulatory decisions express overconfidence about a 
prospective intervention’s success, there is risk that the costliness of or 
misinformation about the intervention will exacerbate health inequity. A 
converse risk is regulators’ underestimation of an intervention’s value in 
treating populations at risk for inequitable care. This article considers 
the nature and scope of clinicians’ roles in regulatory processes in which 
such risks must be considered and balanced to promote public safety 
and public health. 

 
The American Medical Association designates this journal-based CME activity for a maximum of 1 AMA PRA 
Category 1 Credit™ available through the AMA Ed HubTM. Physicians should claim only the credit 
commensurate with the extent of their participation in the activity. 
 
Responsible Clinician Advocacy 
Public trust in medical treatments is an essential consideration in ethical deliberations 
on regulatory review, emergency use authorization, or approval of interventions-in-
development. Because knowledge of the efficacy of medical treatments depends greatly 
on the degree to which health professionals prescribe or recommend them, as well as 
on whether citizens adhere to these recommendations, clinician advocacy during the 
regulatory process has manifold implications for health outcomes. Clinician advocacy for 
or against potential treatments, given a plausible evidence base that favors approval, 
must be considered in light of (1) a treatment’s potential implications for public 
confidence in regulatory processes and (2) clinicians’ judgments about whether the 
regulator is fairly evaluating the new product. This article examines the ethical 
dimensions of physician voice in the public sphere when new agents are being 
evaluated, authorized, or approved in a context of high uncertainty. If the decisions 
made during the regulatory process exhibit regulators’ overconfidence in a prospective 
intervention under consideration—risking inequity exacerbation due to the cost of or 
spread of misinformation about that prospective intervention--then physicians might
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weigh in against authorization or approval. Conversely, if regulators underestimate the 
prospective treatment value of a new product for some subpopulations, then physicians 
might speak publicly to draw attention to the treatment’s potential value. 
 
Trust During the Pandemic? 
The US Food and Drug Administration (FDA) has long held a high public reputation 
among citizens, scientists, and clinicians,1 although public trust in the FDA has recently 
declined.2 Previous literature has consistently shown that patient trust in clinicians 
remains high, in part because of the trust that many individuals have in their own doctor 
and the professional status of a physician,3 although trust in doctors has also declined 
during the pandemic.4 Clinician involvement in regulatory procedure is imperative at a 
time when medical regulators like the FDA are seeking to improve transparency and gain 
public trust, even going so far as to involve patients in the regulatory process.5 
 
Clinicians’ engagement in the regulatory process can take multiple forms, such as their 
involvement in advisory or decision-making groups or in writing editorials, evidence 
reviews, or other forms of public commentary on the drugs or devices in question.6 The 
role of physicians in reporting instances of adverse outcomes or observations of 
negative health effects in patients they treated with interventions that have received 
FDA approval cannot be overstated. In this manner, physicians can provide important 
information for the evidence base of a particular drug or medical device through broad 
observation of their patient population. Ultimately, clinicians must be involved in the 
ethical and medical considerations pertinent to the regulation of medical products that 
require governmental oversight and approval, and any potential reservations they have 
in relation to these products should be taken very seriously. 
 
The COVID-19 pandemic presented a significant challenge for clinical advocates pushing 
for vaccination uptake to mitigate the spread of the virus. Vaccine hesitancy was 
particularly high during the first months of the pandemic, with a large spike in hesitancy 
during the sixth and seventh months of the pandemic (September and October 2020), 
especially among Black Americans, Asian-Americans, and Native Americans,7 following 
significant instances of the Trump administration’s political interference in the FDA,8 
which presumably contributed to public fears that authorization of the vaccine would be 
politically motivated. (Vaccine hesitancy did decline among people of color following the 
vaccine rollout, however.9,10) Figures like Anthony Fauci, then director of the National 
Institute of Allergy and Infectious Diseases and a member of the Trump Administration’s 
Coronavirus Task Force, provided significant reassurance to the public with regular 
national addresses regarding the safety and efficacy of the vaccine, despite the 
accelerated timeline for its emergency use authorization and later approval by the FDA. 
 
Clinician advocacy can have downstream effects on public confidence in the product.11 
The COVID-19 pandemic presented a crucial opportunity for clinicians to speak up 
against the emergency use authorization of drugs without substantial evidence in 
support of their therapeutic value. In cases of overconfidence in drugs, such as 
hydroxychloroquine, some physicians’ advocacy against medication unproven to treat 
coronavirus contrasted with other physicians’ promotion of these pharmaceuticals as a 
substitute for vaccination.12 In one such case, immense pressure by the Trump 
Administration on the FDA in the early stages of the pandemic led to emergency use 
authorization for hydroxychloroquine to treat coronavirus.13 Clinician governors, such as 
Fauci and other former public health officials, spoke up against the FDA decision.13,14 
The FDA later reversed its emergency use authorization for hydroxychloroquine, 
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especially in light of the severe cardiac events associated with the drug.15 While cause-
and-effect is impossible to establish, it is quite possible that clinician advocacy in the 
case of hydroxychloroquine reduced its use and contributed to the eventual 
reconsideration and reversal of its authorization.16 

 
Countering Therapeutic Overconfidence 
Clinician criticism of particular therapeutic agents is important to prevent these agents’ 
use exacerbating inequalities. When agents are authorized for emergency use based on 
thin evidence or when procedural irregularities have affected a decision, disadvantaged 
populations might be differentially affected for several reasons. First, low-quality 
products are often more heavily advertised,17 and the effect of this publicity is likely to 
be higher for those who are less educated or who have access to lower-quality medical 
services. It is for this reason that independent physician advice—when coordinated with 
established, sound guidelines—may help protect marginalized populations from 
suboptimal prescription and usage patterns. Second, members of marginalized 
populations might be more distrustful of government and scientific institutions,18 and 
this distrust can spill over to contemporary care settings. In these cases, physician 
independence (especially as perceived by marginalized populations) could help increase 
badly needed trust in therapeutics.19 
 
It is furthermore important to consider the basis of clinician-advocates’ judgments 
regarding whether the regulator is properly evaluating the new product or not. An 
example of physicians providing a vital counterweight to regulatory overconfidence is 
FDA approval of aducanumab. After regulatory approval of this drug in spite of an expert 
panel voting against approval—with 10 members voting against and 1 voting 
“uncertain”—the public voice of clinicians who disagreed with the decision of regulators 
was significant in bringing attention to the decision.20 Following the FDA approval of the 
drug over the clear and unanimous advice of the relevant scientific advisory committee, 
clinicians spoke up in 2 ways.  First, individuals such as Aaron Kesselheim of Harvard 
Medical School, Mayo Clinic neurologist David Knopman, and Washington University 
neurologist Joel Perlmutter, publicly resigned from their positions as members of a 
primary advisory committee to the FDA.21 Second, leading hospitals, such as Cleveland 
Clinic and Mount Sinai, made public announcements that their physicians would not be 
prescribing aducanumab.22 The decision of these clinician experts to speak up against 
the agency was particularly significant, as it called into question the FDA’s 
trustworthiness in the process of drug approvals. Although physician protest may further 
erode trust in regulatory agencies in the short run, physician advocacy in favor of 
scientific rigor presents an important opportunity to engage the public in understanding 
the validity of the drug approval process and the importance of rigorous scientific 
evaluation of new agents. 
 
Circumspect Courage  
The advocacy work of clinicians in contexts such as these must be considered carefully. 
Idiosyncratic reliance upon personal opinions is never a sound basis for clinical advice, 
prescribing patterns, or medical treatment. Assuming a plausible evidence base that 
justifies authorization or approval, clinical criticism or suspicion must be considered in 
light of 2 variables. The first is the potential implications of clinical statements or 
advocacy for downstream public confidence in therapeutics. The key here is public 
confidence not in any therapeutics but in the right therapeutics—namely, those whose 
use is proven to improve health outcomes and that will, in addition, potentially reduce 
health inequities. The second variable concerns judgments about whether the regulator 
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is properly evaluating a new product. If regulatory decisions express overconfidence in a 
prospective intervention—as might have occurred during review of aducanumab or for 
emergency use authorization of hydroxychloroquine or convalescent plasma—then 
expected usage patterns might worsen health inequity without raising population health 
due to the high cost of the drug (aducanumab) or to misinformation about the drug 
(hydroxychloroquine) affecting certain groups more than others. In such cases, 
independent physician criticism of the evidence base for prospective interventions might 
be appropriate for countering regulatory overconfidence. If regulators underestimate a 
prospective intervention’s value for subpopulations, on the other hand, then physicians 
might call attention to that intervention’s possible value to some underserved 
populations. 
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