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Trials that randomize patients to different “usual care”
treatments play a crucial role in helping healthcare sys-
tems optimize the delivery of care. Yet, as illustrated by
controversies surrounding clinical trials such as ARMA
(The Acute Respiratory Distress System Network et al.
2000), TRICC (H�ebert et al. 1999), and SUPPORT
(SUPPORT Study Group of the Eunice Kennedy Shriver
NICHD Neonatal Research Network 2010), their con-
duct is often met by controversy. Macklin and Natanson
identify one often neglected aspect of the debates: ambi-
guity in the definition of “usual care.” Designing inform-
ative trials often presses investigators to standardize
treatments in ways that may depart from typical prac-
tice—for example, extremizing them. This, in Macklin
and Natanson’s view, exposes patients to risks and uncer-
tainties they would otherwise not encounter in care.

But another controversy looms over usual care tri-
als—indeed, it looms over whole swaths of research
activities, including quality improvement: the definition
of minimal risk. Many commentators argue that trials
that randomize patients to treatments they might
otherwise receive in practice constitute no risk trials for
patients (assuming they deploy no procedures that
serve a purely research purpose, like medically unneces-
sary biopsies). This view has many practical implica-
tions for the research enterprise since it opens up the
prospect of waiving informed consent and expediting

IRB review. We think the view that randomization to
standard treatments always presents zero risk rests on
four misunderstandings about the nature and ethical
properties of risk in human research.

The first is a misunderstanding of the morally appro-
priate reference class. A “reference class” is a set of events
that are used to define risk. Those who argue that ran-
domization presents no risk seem to base this assessment
on a population-based reference class. They rightly point
out that it is unknown which treatment—if any—will
prove superior. This means that, in advance of the trial,
there are no grounds for believing the reference class of
patients entering a trial will be worse off on average than
the same population forgoing the trial. So if patients in
one arm do worse than the other, their welfare losses will
be offset by the welfare gains of patients in the other
arm. The problem is that research ethics explicitly rejects
the notion that aggregate welfare can run roughshod
over the welfare of individual patients. Instead, it defines
the reference class at the level of the individual patient. If
our reference class is the individual patient’s risk of
harm, the question we have to ask is whether there is a
meaningful probability that some individuals will be
made worse off by participating in the trial.

The second misunderstanding concerns the counter-
factual nature of risk. By definition, risks associated
with an activity are measured against the counterfactual
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of what would happen if the activity were not pursued.
For a traveler the risks of flight are measured against
the counterfactual of some other action, like traveling
the same distance by rail. The risks of trial participation
for an individual are logically measured against what an
individual’s care trajectory would have been had they
pursued care outside of a trial. Randomization poten-
tially abrogates that care trajectory. Considered with
our first point the question of whether usual care trials
present risk boils down to whether randomization
might lead to worse outcomes for some patients.

The third misunderstanding is a conflation of ran-
domness with arbitrariness (Lantos et al. 2015).
Defenders of the “no risk” view argue that randomiza-
tion is consistent with receiving care since it is a matter
of chance which standard of care a patient receives in a
practice setting. This reasoning has several problems.
First, a clinic’s selection of treatment is at best under-
determined by evidence and at worst arbitrary; it is not
random. Indeed, were it truly random, observational
studies would largely supplant clinical trials. Human
factors—like geography, history, training, reputation, or
religious affiliation shape whether a patient receives
one treatment or another. Randomization negates the
expression of those preferences in order to isolate the
causative effects of a treatment. On top of this, ran-
domization fixes allocation ratios—typically at 1:1—
while community practices rarely split evenly like this
(Chen and Kim 2016). For example, where 80% com-
munity practices might use one treatment and the
remaining 20% the other, a trial would typically expose
an excess of 30% of individuals to a treatment that
might be inferior. Thus, it cannot even be said at the
aggregate level that randomization produces the same
result as assignment to treatment in clinical practice.

The fourth misunderstanding is how risk relates to
clinical equipoise. In order for any randomized trial
to be ethically conducted, it must be in clinical equi-
poise; that is, there must be uncertainty in the medical
community about which treatment is most effective
and this uncertainty must be substantial enough to
warrant study. This uncertainty means randomization
might redirect a patient towards a better performing
treatment. It also might do the reverse. Thus in an
ethical trial, there must be some genuine possibility
that a patient is made worse off by participating,
which is the very definition of a risk to a patient.
Indeed, if one of the treatments is, in fact, superior
and the participants include both those who would
have received one standard of care and those who
would have received the other, then there is a guaran-
tee that some trial participants will be made worse off.

Many standard treatments diffuse into clinical prac-
tice without good evidence they are effective and/or
more effective than other standard treatments. This
under-determination of safety and efficacy harms
patients and healthcare systems. Classifying usual care
trials as minimal risk is appealing in that it removes
one major barrier to addressing such ubiquitous
shortfalls of evidence. However, as we have outlined
above, the fact that in usual care trials no patient is
knowingly deprived standard of care, does not entail
that usual care trials are necessarily minimal risk.

We close by addressing some implications of the
above analysis. First, our argument is relevant for
informed consent. Informed consent exists in part
because of the necessity to honor enrollment preferen-
ces of prospective research subjects based on the
potential risk and benefits of the trial. As we have
argued, enrollment in a usual care clinical trial opens
the possibility of a patient being made worse off than
they would otherwise have been had they not partici-
pated in the trial, and this is exactly the kind of infor-
mation that must be presented to a patient in
informed consent of any kind. In this regard, it is
important to emphasize that even if there is equipoise
(i.e. there is no consensus that patients will be made
better or worse off by enrolling), research subjects can
have legitimate grounds for declining enrollment that
are rooted in preferences that autonomy ought to
honor. As one example: a risk averse individual will
generally avoid situations that present the possibility
of leaving them worse off. In certain circumstances
risk averse patients would be less inclined to enter tri-
als involving randomization to usual care. Clearly,
research ethics needs to get a handle on this.

Second, we believe that the above analysis explains
why a complete waiver of consent would be inappro-
priate for most usual care trials. But we also believe
that regulations need to be written in a manner that
allows alterations (but not waivers) of informed con-
sent for some usual care trials even where research
risk is above minimal. Or, it may be that consent
processes for usual care trials can be streamlined
more than current practice assumes. We suspect that
most of the goals of usual care trials could be met
with these measures but there is insufficient space in
this essay to further expound on these possibilities.

Last, we do not deny that there are some usual
care randomized trials that present minimal or no
risk. Nevertheless, in general, where usual care trials
are aimed at measuring outcomes that entail large
gains or losses of welfare, they cannot generally be
presented as minimal risk.
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The SUPPORT study of extremely premature new-
borns seems likely to go down as one of the most
controversial studies of the 21st century (SUPPORT
Study Group 2010). We previously suggested that the
researchers in SUPPORT were “legally blind” in fail-
ing to understand that the “standard” that defines the
content of informed consent is set by law, including
the federal regulations, not by what physicians
“usually” do or don’t do (Annas and Annas 2013).
Macklin and Natanson, also early critics of the
SUPPORT study’s failure to disclose the increased risk
of death posed by the study, (Macklin et al. 2013)
attack the study’s methodology itself in this issue,
arguing that even on its own terms SUPPORT was

fatally flawed (Macklin and Natanson 2020).
Specifically, they argue that one arm of the study (the
low oxygen arm) was not followed anywhere and
could not be reasonably considered “standard care,”
but was rather “unusual” and therefore experimental
care (Cortes-Puch et al. 2016; Macklin and Natanson
2020). They also make useful suggestions about how
to prevent future mischaracterizations of “usual care.”

Another central problem with SUPPORT is denial
of death, illustrated by the inability of researchers,
IRBs, and supporters of SUPPORT, to acknowledge
the fact that the study itself could put the newborn
subjects at increased risk of death. This is understand-
able. It is, and should be, difficult to justify risky
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