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Introduction
Just as drug efficacy cannot be demonstrated by a 
single patient, solutions to the problems underlying 
untimely completion of post-approval studies should 
not be based on a single drug. Doing so risks incom-
plete conclusions and misunderstandings. On this 
premise, Dr. Matthew Herder’s article, “Missing the 
Forest for the Trees: Aduhelm, Accelerated Approvals 

& the Agency,” advocates for reforms to user fee leg-
islation as a solution to both delays in post-approval 
confirmatory trials for drugs approved under the 
Accelerated Approval Program and the overly “coop-
erative relationship between” industry and the US 
Food and Drug Administration (FDA).1 As an alterna-
tive, he suggests delegating post-approval drug moni-
toring and withdrawal of approvals to independent 
external experts.2 

Delays in completion of confirmatory trials for 
drugs approved under the Accelerated Approval Pro-
gram is an important, multidimensional problem.3 In 
a cross-sectional study examining the timeliness of all 
post-approval confirmatory studies for drugs granted 
accelerate approval between 2012-22, 54% of drugs 
were not completed by the initial agreed-upon dead-
line.4 Most strikingly, the amount of time FDA proj-
ects a study to be completed varies by therapeutic area 
(mean 3.5 to 8.7 years).5 Many FDA leaders, scholars, 
prescribers, and patients call for reforms to the Accel-
erated Approval Program to address these problems.6 
Dr. Herder’s concerns about the scope of agency dis-
cretion are part of theses broader questions, but solu-
tions should be connected to comprehensive data and 
within constitutional limits.

In Consideration of Connection
Dr. Herder’s three cases illustrates external and inter-
nal problems affecting FDAs drug approval and with-
drawal decisions, highlighting difficulties in obtain-
ing and acting on post approval clinical trial data and 
real-world evidence. He attributes confirmatory trial 
delays and limitations in post-approval drug monitor-
ing programs to Congressionally mandated user fee 
legislation timelines, leading to improper distribu-
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tion of resources within the agency.7 The Prescription 
Drug User Fee Agreements (PDUFA) is a law renewed 
every five years that collects large fees from pharma-
ceutical companies and mandates FDA review drugs 
designated Priority Review within specified time-
lines8 These fees constitute a meaningful portion of 
the Agencies budget. Originally addressing concerns 
over inadequate staffing contributing to regulatory 
delays during the AIDS crisis, PDUFA has evolved 
over 30 years to address numerous issues such as 
post-approval monitoring, review cycles number, and 
transparency amongst others.9 Despite some success, 
the program remains highly criticized.10 In addition to 

concerns over potentially rushed decisions in attempts 
to meet mandatory review timelines echoed by Dr. 
Herder,11 scholars worry about budgetary insufficiency 
creating agency dependance on user fees, unfulfilled 
FDA staffing needs, improper political oversight, and 
inappropriate industry influence.12

Although many scholars agree that PDUFA’s user 
fee scheme may create a structural risk of agency cap-
ture, it is less clear PDUFA’s timelines are the primary 
driver of delays in post-approval confirmatory trials 
and Agency priorities.13 Additional research is needed 
to confirm Dr. Herder’s theory that FDA intentionally 
does not prioritize post-confirmatory trials.14 It would 
be helpful to understand why differential prioritiza-
tion occurs, how often, relevant circumstances, and if 
they are related to PDUFA timeline pressures alone 
or in conjunction with the concerns raised by other 
scholars. Solutions based on limited evidence merit 
caution as revising PDUFA timelines may affect other 
regulatory concerns and have unintended impacts.15 

Solutions should be driven by comprehensive data 
and awareness of potential unintended impacts. 

Agencies, External Experts, and 
Constitutional Limits
Dr. Herder proposes a second “more radical” alterna-
tive, suggesting FDA should no longer be responsible 
for post-approval regulation of drugs granted acceler-
ated approval. Instead, he suggests that responsibility 
should be delegated to a new congressionally created 
outside body of experts independent from the Agency,  
industry, and patients.16 When an agency falters, many 
turn to outside sources like courts and Congress to 

reign in an inefficient or captured agency. Others like 
Dr. Herder envision outside experts as an efficient, 
scientifically sound replacement.17 Yet such solutions 
may run afoul of the Constitutional. 

Withdrawal of government benefits must com-
ply with the Due Process clause of the Constitution, 
which requires reasonable notice, an opportunity to 
be heard, and decision by a neutral decision maker.18 

Revoking a license by external experts, without these 
features, would be unconstitutional. Due Process 
concerns are also intertwined with liberty objections. 
Accountability requires that citizens displeased with 
agency actions should be able to identify who took 
that action and express displeasure through their vote. 
While cooperation between public and private actors 
to achieve public policy goals is widespread, delega-
tion to external experts without agency oversight lacks 
accountability.19 

When private delegations were attempted at other 
agencies in the 1930s, the Supreme Court held reli-

Delays in completion of confirmatory trials for drugs approved under the 
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ance on outside experts without oversight, political 
accountability, and protections for minority views of 
regulated competitors to be problematic encroach-
ments on liberty.20 More recently, Justice Alito wrote 
“[i]f the arbitrator [of a government power] can be 
a private person, this  law is unconstitutional. Even 
the United States accepts that Congress ‘cannot del-
egate  regulatory authority to a private entity.’ [] It 
would dash the whole scheme if Congress could give 
its power away to an entity that is not constrained by 
those checkpoints.”21 While courts have not ruled on 
the legality of a statute authorizing a private party or 

independent experts to withdraw a license without 
agency participation, this line of cases suggest it may 
be unconstitutional.

The 1966 Drug Efficacy Study Implementation 
(DESI) cited by Dr. Herder included agency over-
sight.22 There, FDA and experts at the National Acad-
emy of Sciences collaborated to evaluate the efficacy of 
over 16,000 therapeutic indications approved before 
the 1962 amendments to the Federal Food, Drugs, and 
Cosmetics Act required evidence of efficacy.23 External 
experts reviewed data and presented a recommenda-
tion subject to FDA authorization.24 As confirmed by 
the Supreme Court in 1973 in a quartet of cases,25 the 
private nondelegation doctrine allows private par-
ticipation in the regulatory process in a wide variety 
of supervised roles. It has never completely banned 
private party involvement in regulation.26 Altogether, 
part of the distinction between unconstitutional dele-
gation to private parties and expert collaboration with 
an administrative agency, who is subject to Congres-
sional, executive, and judicial oversight.27 External 
experts unquestionably add value to agencies, but as 
Dr. Herder highlights, drug approvals and withdraw-
als from market are scientific decisions with politi-
cal consequences.28 They benefit from accountability 
and Due Process. Agencies can provide accountability 

and objectivity to exercise authority amongst industry 
competitors.29

Comparative Advantages Deserve 
Consideration
Finally, it is worth considering if external experts are 
better able to design and review post-approval for 
Accelerated Approval Program drugs compared to 
agency staff. Resources should be directed towards 
institutions most capable of providing high-quality, 
consistent, and fair determinations for post-approval 
drug reviews. As a federal agency, FDA has delegated 

legislative authority, political accountability through 
executive and judicial oversight, relatively indepen-
dent internal experts vetted for financial conflicts, 
access to proprietary data, investigative authority, and 
the ability to consult with external advisors. While 
far from perfect,30 these are institutional advan-
tages. While I do not offer a conclusion on the pref-
erability of investing scarce public resources in FDA’s 
post-approval drug monitoring Office of Surveillance 
and Epidemiology within the agency, subdelegat-
ing to supervised external experts, or creating a new 
independent agency, institutional advantages merit 
examination.

Conclusion
Reforms to the Accelerated Approval Program have a 
near universal goal: implementable policy solutions 
that will ensure patients benefit from accessible, safe, 
and effective medications. Dr. Herder insightfully con-
nects broader concerns around accelerated approval 
and withdrawals to issues of regulatory capture, fund-
ing for post approval monitoring, and the impact of 
patient advocacy groups both influencing and being 
influenced by FDA. While he sees promise in the Food 
and Drug Omnibus Reform Act31 reforms, he raises 
fears of unfettered agency discretion. Further data 
collection will illustrate if these new polices will lead 

Further data collection will illustrate if these new polices leads to improved 
outcomes in post-approval confirmatory trial timeliness or whether additional 

authority is needed to assure that confirmatory trials are completed in 
a timely manner for the benefit of patients. While Dr. Herder highlights 

important problems with timeliness of accelerated approval regulations and 
proffers creative solutions, reforms must identify and address root causes of 

problems in both a data informed and constitutionally sound manner.
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to improved outcomes in post-approval confirma-
tory trial timeliness or whether additional authority 
is needed to ensure only safe and effective drugs are 
sold to patients. While Dr. Herder highlights impor-
tant problems with the accelerated approval program, 
reforms should address the root of the problems in 
both a data informed and constitutionally sound 
manner.
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