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Abstract

Pragmatic clinical trials of standard of care interventions (SOC PCTs) compare the relative
merits of medical treatments already in use. Traditional research informed consent processes pose
significant obstacles to these trials, raising the question of whether they may be conducted with
alteration or waiver of informed consent. However, to even be eligible, such a trial in the US must
have no more than minimal research risk.

We argue that SOC PCTs can be designed to ensure that they are minimal research risk if

the random assignment of an intervention in a PCT can accommodate individualized, clinically-
motivated decision-making for each participant. Such a design will ensure that the patient-
participants are not exposed to any risks beyond the clinical risks of the interventions, and thus
the trial will have minimal research risk. We explain the logic of this view by comparing three
scenarios of SOC PCTs: one with informed consent, one without informed consent, and one
recently proposed design called Decision Architecture Randomization Trial (DART). We then
conclude by briefly showing that our proposal suggests a natural way to determine when to use an
alteration versus a waiver of informed consent.
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Introduction

Pragmatic clinical trials comparing standard of care interventions (SOC PCTs) promise
much needed ‘real world’ data on the relative merits of treatments already in broad use. In
contrast to trials of novel interventions, SOC PCTs may be readily integrated into ordinary
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clinical practice using electronic health records with minimal disruption of clinical care,
potentially informing healthcare policy and treatment decisions at significantly lower cost
(and inconvenience to patients) than typical randomized trials. But research ethics oversight
that is disproportionately burdensome, especially in the form of lengthy informed consent
processes, could prevent implementation of such SOC PCTs, by undermining their central,
‘pragmatic’ aim.! Proportionate oversight requires a proper understanding of the actual
research risks to participants, but what these risks are remains a topic of discussion.

SOC PCTs are challenging to conduct with traditional research informed consent because
it is difficult to integrate a time-consuming conversation into the usual workflow of busy
clinics and hospital units. Primary care physicians in the US have a limited number of
minutes per patient visit, so any additional time taken could noticeably impact the work of
the clinic or displace elements of care that physicians already find challenging to fit into
their encounters.1=5 Although a research team could obtain informed consent outside, or
prior to, a patient’s clinic visit,® such a system may not work for all studies and requires
dedicated research personnel. It is reasonable to assume that requiring traditional informed
consent for SOC PCTs results in fewer such trials being done.

These challenges have led many authors to ask whether SOC PCTs may be eligible for
alteration or waiver of informed consent. To even be considered for this, however, a trial
conducted in the US must meet several regulatory criteria, most notably that “the research
involves no more than minimal risk to the subjects” (45 CFR 46.116). When the sole
research intervention is randomized assignment to one of two standard interventions, some
writers argue that since both arms are standard, the trial should be deemed minimal risk.”:
8 But this kind of risk analysis is problematic, as it cannot account for the fact that for
some participants who enter SOC PCTs (we use a per person reference class for determining
risk), there is a realistic prospect of a significantly different welfare outcome that is solely
attributable to the research.l: @ That is, the research risk arises ‘for the sake of” conducting
research, and such risk may not be minimal at all.®

In this paper, we argue that SOC PCTs can be designed to ensure that they are minimal
research risk if they incorporate individualized, clinically-motivated decision-making. To
demonstrate this, we begin by defining some key terms. We then explain how informed
consent can make what would otherwise be a SOC PCT with research risk (due to
randomized assignment of interventions) into a trial with only c/inical risk. We then show
—using the example of a PCT design called a Decision Architecture Randomization Trial
(DART)0 which incorporates individualized clinical decisions without traditional informed
consent—that traditional informed consent is not the only way to shift the source of a
PCT’s risk from research to clinical. We then extend the point to SOC PCTs in general:

by incorporating individualized clinical decisions, these trials can be made no or minimal
research risk. In the final section, we briefly discuss the implications of our argument for
determining when it is ethically appropriate to use complete waivers versus altered consent
in SOC PCTs.
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Key concepts

Determinative clinical preferences

By ‘determinative clinical preference,” we mean a preference based on clinical reasoning
that is individualized to suit that particular patient. This choice is frequently (though not
always, as when the choice of intervention is made solely by the doctor, as often occurs

in the ICU) the outcome of some level of interaction between doctor and patient. To
illustrate how one arrives at a determinative clinical preference, consider patient P’s doctor,
who knows there is no rigorous RCT data that compares the relative merits of A versus

B (assuming both are standard treatments). Yet she might feel, from her many years of
clinical practice as well as her knowledge of P’s condition, general health status, family
history, habits, personality, etc., that she prefers A for P. She discusses this with P and
together they reach the opinion that A is indeed the better option for P. Again, P’s doctor
acknowledges that there is insufficient evidence to support a policy standardizing A as the
default, but feels it is right for P in this instance. (Note that it could turn out that the doctor’s
individualized clinical reasoning for P is that A and B are equally good treatments for P.

It is not that the doctor does not care about what the patients receives—she still wants and
indeed recommends the best individualized treatment—abut rather she believes that A and B
are equally good options.)

We make the modest claim here that we ought to show some deference to the doctor’s
clinical experience as a rational, legitimate clinical basis for decisions. There is a tendency
to think that if a lack of strong comparative effectiveness data has led to community-level
equipoise among clinicians, then any decision to favor A over B cannot have any rational
clinical basis. This view is too strong: we can recognize that the preferred basis for
decision-making is rigorous RCT-based comparative data without demoting all other bases
as irrational or clinically irrelevant.

The decision-making unit

Usually, the unit is the doctor and patient collaborating (to some degree) to reach agreement,
but there can be a range of involvement of the patient. For some decisions, the patient’s
views will weigh heavily (e.g., when two interventions have similar efficacy but differing
side effects); for others, the doctor’s opinion will weigh more heavily. Sometimes the
decision-making unit will even be the doctor alone, as in many ICU treatment decisions
(though not all; e.g., the decision to forgo aggressive treatment). We return to these different
options below, as the makeup of the decision-making unit has important implications for our
discussion of waiver versus alteration of informed consent in the final section.

Quantity of risk as distinct from attributed source of risk: research risk vs clinical risk

In PCT risk analysis, it is crucial to distinguish between the quantity (magnitude and
probability) of risk and the source of risk. By source of risk, we mean the attribution of the
potential (risk is prospective uncertainty; it cannot be decided after the fact) adverse event,
burden, or differential benefit associated with treatment interventions to either research or
clinical care. To answer whether the risk taken on is research or clinical risk, one needs to
ask the reason for which one takes on that risk. A researchrisk is taken on for the sake of the
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research (i.e., the patient’s body is used to generate knowledge, with their permission), not
the need to treat the patient; a c/inical risk is the burden taken on for the sake of the patient’s
welfare.

In the clinical setting, where P would receive A based on individualized clinical reasoning,
we would just treat the potential for an adverse reaction as a c/infcal risk of intervention

A; P is exposed to that risk for the sake of clinical aims. But that possibility of an adverse
event can become a research risk if the potential welfare differenceis solely attributable

to P’s participation in the SOC PCT, i.e., it is taken on for the sake ofresearch. For
instance, suppose the patient in question would have received B outside the trial based on a
determinative clinical preference (of the kind we discussed above, not, e.g., based on some
arbitrary reason like B having a shorter name than A, making it more frequently prescribed).
Suppose in the trial, P is randomly assigned A and that is the sole reason why she receives
A rather than B. Since she is randomized to and receives A for the sake of the trial, not for
clinical reasons, she is exposed to a researchrisk. Thus, the same physical reaction to A can
be either clinical risk or researchrisk, depending on why that risk was taken on.

Informed consent and source of risk in SOC PCTs

For SOC PCTs, informed consent can transform the trial’s risk to the participant from

a research risk to a clinical risk. Table 1 splits patients who will enter a SOC PCT (or

are considering it) into three groups: those with a determinative clinical preference for
intervention A over B, or B over A (Groups I and I11), and those for whom A and B are
equally acceptable (Group I1). For now, we need only focus on second and third columns
of the Table, as they illustrate the role of informed consent on source of risk by comparing
SOC PCT with informed consent vs. one with a full waiver.

In SOC PCTs with informed consent, Group | and Group 111 patients would opt out of
participating, since they have a determinative preference for an intervention which they may
not receive in the PCT. The priority of clinical considerations is retained at the expense of
their research participation. There is obviously no research risk for those groups who do not
enroll in the PCT; what they face is clinical risk.

For patients in Group 11, enrolling in the PCT with informed consent results in no
incremental increase in researchrisk. This is the case because whether P is randomly
assigned A or B, P has an opportunity to accept or decline that assignment according to their
determinative clinical preference; P would receive whatever is randomly assigned, but only
after P (with their doctor) decides that it is consistent with her clinical interests. Importantly,
the fact that they receive one or the other inside the trial does not represent a departure from
what clinically motivated decision-making would indicate in their ordinary care; indeed,
their clinical interest has priority over any research procedure (such as randomized selection
of intervention). As such, the risk that they take on in the trial is clinical risk, not research
risk.

To illustrate, imagine a scenario where P (a Group Il patient with a determinative clinical
preference for either A or B) receives A in the trial, but P, and indeed most patients with P’s
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condition, would have received B in ordinary care, but not because they have determinative
clinical preferences for B. Rather, B is easier to prescribe (e.g., has a shorter name, is the
default option or the first that comes to mind, etc.) so a large majority of doctors simply

do what is the clinically equivalent but easier thing to do: prescribe B over A. In this case,

a trial that randomizes 50:50 to A and B would mean that many patients who ordinarily
would receive B in clinical care will receive A instead. Some may worry that this introduces
research risk because this situation would not have occurred if the research project did

not exist (i.e., many patients, ‘but-for’ the research, would have received B and not A). In
our view, however, whatever potential welfare difference in outcome that could result from
receiving A instead of B is properly attributable to clinical risk, not research risk since

there is a judgment that A is consistent with P’s individualized and determinative clinical
preferences, and this judgement is given priority over whatever the randomization assigns.

P (with their doctor) in effect takes ownership of P receiving the assigned intervention (or
could reject it if they felt it was not in P’s best clinical interest). The insertion of this

step prioritizes the clinical motive—P and their doctor have the authority to override the
suggested assignment. Thus, it is incomplete and inaccurate to say P receives A “solely’ due
to research; that way of framing the process ignores the agency of P and their doctor in their
decision-making.

Now consider the SOC PCT conducted with a full waiver of informed consent, thus
precluding clinically motivated individualized decisions for at least some patients. Group

I and Group Il patients would be unaware that they are to be randomized to an intervention,
and unaware that (assuming 50/50 randomization) there is a 50% chance they will not
receive their intervention of choice. Even if they gave consent to research in general upon
intake at this healthcare system, they are likely unaware of the specific instances in which
research considerations are prioritized in their clinical care, and for those who receive an
intervention counter to their individualized clinical preferences, the research is prioritized
at the expense of their clinical preferences. Some patients in a SOC PCT without informed
consent will receive an intervention contrary to their determinative clinical preference. These
patients will be exposed to research risk, not merely clinical risk, since the exposure to

the potential for change in welfare is for the sake of research. This research risk could be
minimal or substantial, depending on the nature of the interventions being tested.!

However, an important caveat is needed: the views expressed above about research risk in
SOC PCTs conducted with a full waiver are dependent upon the design of the particular
SOC PCT in question. These views apply exactly as we have described if the protocol
requires randomization to A or B with no room to incorporate individualized clinical
reasoning. However, if the decision-making unit (doctor alone or doctor-patient dyad)

is given the opportunity to make a post-randomization decision based on individualized
clinical considerations (e.g. should P agree to take A when randomized to do so, or should
she switch to receive B instead for clinical reasons), then the source of any risk to which P
is exposed would be clinical, not research, as there is no additional incremental risk that is
taken on for the sake of research.

What about Group Il patients in PCTs with a waiver, whose determinative preference
is that either intervention is acceptable? Here, if there is a complete waiver of consent,
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for the sake of illustration we assume the kind of clinical decision that usually does not
involve the patient (e.g., some ICU decisions), i.e., the decision-making unit is the doctor.
(See our discussion below of when a waiver versus an altered consent is appropriate.)

For these patients, determinative clinical preferences are satisfied whether their randomized
assignment is A or B since the physician will have the authority to exercise a determinative
clinical preference regarding the randomly suggested treatment. So, based on the same
reasoning for this group in the case of SOC PCTs with informed consent, the risk to Group
Il patients in SOC PCTs without consent cannot be distinguished from ordinary clinical risk.

In summary, for the very same SOC PCT, informed consent results in a trial with no
additional research risk over clinical risk, but waiving consent will result in that trial having
research risk. Thus, informed consent affects the source of risk, even if quantity of risk (i.e.,
potential change in welfare) remains the same. One obvious implication of this finding is
that if the minimal risk status of an SOC PCT is dependent upon there being full informed
consent, then that minimal risk status cannot be appealed to as meeting one of the waiver/
alteration criteria. In evaluating a SOC PCT for a waiver of consent, therefore, it is not
enough to determine that it would be minimal risk with consent.11 To meet the regulatory
requirement of minimal research risk for the purposes of determining eligibility for a waiver
or alteration of consent, a study must be minimal risk even if a waiver or alteration of
consent were permitted.

Informed consent is not the only means of shifting source of risk in SOC

PCTs: decision architecture randomized trial (DART)

There are other ways of ensuring that the SOC PCT is minimal research risk (again, not
simply because the quantity of burden or potential harm is minimal but because of source
of risk). Here we use the example of DART (Decision Architecture Randomization Trial),

a novel clinical trial design.19 In it, participants are randomized to one of two groups,

each associated with an easily ignorable nudge to their healthcare provider (e.g., a default
selection of A or of B in electronic ordering system). When a clinician goes to the electronic
health record system to prescribe an intervention for their patient, they can easily override
the default of A and choose B instead if they have a determinative preference for it. The
ability to easily override the nudge is crucial, and our argument assumes use of only nudges
where this is the case. To the extent that nudges have an effect, however, one can analyze
outcomes associated with the randomly assigned intervention.10

A full explication of DART? is beyond the scope of this paper and is not needed for our
argument: we use DART merely to illustrate that there can be other ways, aside from
obtaining informed consent (such as brief modified consent or another procedure that
ensures that a determinative clinical preference is respected—see below), of designing a
SOC PCT in which the source of risk is clinical, not research. For our purposes, the key
ethical point is that the doctor and patient can easily override the randomized default even
If neither has any idea a research study is being conducted, this preserves the priority of
individualized clinical reasoning—any dyad with a determinative clinical preference can opt
for their intervention of choice. As shown in Table 1, in DART, when patient and doctor
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have a determinative clinical preference for either A or B (Group | or I11), the patient will
receive their intervention of choice. This is because the doctor (and patient) can go with
the nudge if it aligns with the clinical preference (e.g., the dyad has preference for A and
electronic healthcare record nudges to A) or can choose to override the nudge if not. In
this way DART preserves individualized, clinically motivated decision-making even if there
is randomization. There is therefore no research risk involved for persons in Groups | and
I11. Group |1 patients in DART have clinically determinative preferences such that A and B
are equally acceptable. Thus, as in our analyses of SOC PCTs with and without informed
consent, there is no added research risk even if the nudge is ‘effective’ in that P opts to
receive A instead of B when nudged to A, since even if they would have received B were
it not for the PCT, that choice between the two would not have been for any clinical reason
and, further, the decision to accept B in the PCT will be based on a determinative clinical
preference.

In a DART trial, no decision for P needs be made on grounds other than P’s clinical best
interest. As such, patients in DART trials take on clinical risk of the intervention only,

not research risk. Provided there is no other source of research risk, DART meets the
minimal risk criterion. (We do not here address the ethics of hudging per se, a topic that
has been given ample consideration by many authors.12-16 We assume that nudges that do
not constrain choice and are very easy to override are ethically acceptable. However, one
may disagree with this, or with the acceptability of DART in general, without negating our
argument, as DART is just an example of our principle at work.)

Individualized clinical decisions as the key ingredient

We have seen that traditional informed consent can change the research risk of a SOC PCT
not because it reduces the quantity of risk but because it shifts the source of risk, from
research to clinical. By use of the DART example, we also saw that the active ingredient is
the incorporation of individualized clinical decision for every patient and that incorporating
that ingredient in a SOC PCT does not require traditional informed consent. Finally, we
saw that individualized clinical decision-making is in fact compatible with randomization,
meaning that it is possible to design and conduct a PCT whose sole research intervention is
randomized assignment to A or B without introducing any additional research risk beyond
what clinical consideration for that particular patient demands.

Waiver versus alteration of informed consent

Our analysis also suggests a way to address the perennial question of whether minimal risk
SOC PCTs should be done with a waiver or an alteration of informed consent. This is a
complex topic that cannot be fully addressed here,17 18 but there is one implication of our
analysis that suggests a natural way to determine when one or the other should be used.

We answer this question by looking at how exactly the individualized, clinically motivated
decision will be made in the proposed SOC PCT. If the assignment of the intervention

(A or B) would ordinarily, i.e., in the clinical setting, involve some expectation of patient
involvement or agreement—i.e., at least some minimal level of patient-doctor interaction
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and dyadic decision-making—oprior to the patient receiving the intervention, then a complete
waiver of consent needs to address three concerns.

First, it would involve a deliberate refraining from transparency; this is so because in
ordinary clinical setting, transparency about how a treatment is chosen is expected. The only
way to withhold that information is to engage in complicity of opacity, i.e., to actively hide
how the decision is really made.1® This seems disrespectful.

Second, the resulting lack of transparency is obviously incompatible with individualized
clinical decision-making. Thus, the active ingredient that shifts the source of risk to

clinical is lacking, so we cannot assume that the minimal risk assumption holds. When

the possibility of shifting the source of risk from research to clinical is tied to transparency, a
complete waiver puts into question whether the study has minimal research risk.

Third, a full waiver is not necessary to maintain the pragmatism of the PCT. These are
situations where there are expectations of patient-doctor communication about the treatment
decision. Since the ultimate decision is about which of the two interventions (both in
clinical use, both reasonable indications) is to be chosen, as long as altered consent is
sufficient to allow an individualized clinically oriented decision, the study poses minimal
research risk. For instance, we have proposed elsewherel® that an integrated consent be
used for SOC PCTs, where a brief verbal consent with clinical documentation would be
ethically sufficient; such a procedure would ensure that the study has no research risk from
the randomized selection of the intervention and it also ensures that in a situation where
transparency is expected, respect is maintained.® This kind of proposal is gaining traction
internationally and has been incorporated into the Health Research Authority’s guidance on
proportionate consent in the UK.20

On the other hand, where there is no expectation of patient involvement, as in the ICU
where many clinical interventions are made unilaterally by doctors, it is possible to ensure
individualized clinical decisions in PCTs if each randomized assignment by the research
protocol is accepted or rejected by the patient’s clinician based on individualized, clinical
decision-making.?!

This short discussion of alteration versus waiver of consent has three caveats. First, our
goal here is not a comprehensive analysis and there are other considerations that need to
be brought in to fully answer when a waiver versus alteration is appropriate, depending on
the specific type of research. For instance, a cluster-cluster design where there is no way to
individualize the randomized intervention (e.g., either because the intervention affects the
entire setting, or because the intervention is clinically delivered in a protocolized manner)
will surely need additional analysis.

Second, if research risk can in fact be eliminated, leaving only clinical risk as we suggest,
then it is possible that trials with endpoints of serious morbidity or even mortality may
qualify as minimal risk. This may seem counterintuitive and even shocking, but it follows
from our analysis. /t is crucial, however, to note that our analysis is primarily focused

on laying out a conceptual framework and does not address every factor that may affect
research risk. For instance, the analysis depends on the assumption that the quality of
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clinical reasoning in reaching a determinative clinical preference is reasonable. If it is
threatened, there could be research risk. One obvious example is if the clinician in charge
of making the individualized decision has a strong competing interest, e.g., if the clinician
is also the principal investigator. Such conflicts of interest could affect clinical reasoning
so that the source of risk could be shifted back from clinical to research. Another threat to
individualized clinical reasoning which could shift the source of risk back to research is if
the nudge in a DART trial is far too strong, such that clinicians may fail to override it even
when their clinical judgment would otherwise dictate that they should. Additional review
considerations, therefore, will surely be needed.

Finally, there is a broader question about whether a healthcare system that routinely
conducts SOC PCTs, sometimes with complete waivers of consent, owes its patients
transparency regarding the fact that such studies are taking place, with or without giving
patients an opt-out option. Our own example of DART studies, for instance, can occur in the
background without knowledge of patients or doctors; it may be that patients are owed some
notification regarding the practice. We are inclined to think such transparency is required,
but this is a general issue regarding routinized waivers of consent in a learning health care
system, not a specific issue for the risk analysis we discuss here.

Conclusions

Research and care are distinct concepts, with distinct aims and standards to guide them.
But they need not be mutually exclusive, as though part of a zero-sum game. The main
reason we need research ethics for clinical trials is to ensure that the aims and practice of
research do not expose patients to unnecessary risks or risks that patients have not agreed
to. Although research and care can conflict and we need rules to govern our practice when
that happens, some types of clinical trials comparing ‘within standard of care’ interventions
allow an integration of research and care: individualized clinical decisions can take place
even within a randomized clinical trial. Recognizing this is key to avoiding over-regulation
of and disproportionate regulatory burdens on such trials.
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Table 1.
The relationship between determinative clinical preferences and intervention assignment in three SOC PCT
designs ™
SOC PCT w/IC SOC PCT wioIC DART
Group |: Unlikely to participate. 50% will be randomized to A and 50% will be randomized to A nudge and

Deter minative Clinical
Preference for A

100% receive A but outside
the PCT.

will receive A.
50% will be randomized to B and
will receive B.

will receive A.
50% will be randomized to B nudge and
override to receive A.
100% receive A.

Group I1:
Deter minative Clinical
Preferencefor A or B
(Both Acceptable)

50% will be randomized to
A and will receive A.
50% will be randomized to B
and will receive B.

50% will be randomized to A and
will receive A.

50% will be randomized to B and
will receive B.

50% will be randomized to A nudge.
50% will be randomized to B nudge.
Some receive A, some receive B.

Group I11:
Deter minative Clinical
Preference for B

Unlikely to participate.
100% receive B but outside
the PCT.

50% will be randomized to A and
will receive A.

50% will be randomized to B and
will receive B.

50% will be randomized to A nudge and
override to receive B.
50% will be randomized to B nudge and
will receive B.
100% receive B.

*
SOC PCT = standard of care pragmatic clinical trial; DART = decision architecture randomization trial; IC = informed consent.
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