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Platform trials and the future of
evaluating therapeutic behavioural

Stefan M. Gold
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adopting more efficient platform trials.

Many disciplines in psychology, including clinical psy-
chology, aim to improve well-being by deploying behavi-
oural interventions such as psychotherapy, educational
programmes and dietary interventions. Clinical trials,
where the effect of an intervention of interest is com-
pared to a control condition, are used to evaluate whether
interventions are safe and effective.

These trials are typically set up to answer a specific
question about one intervention and are registered in
trial registries accordingly, with specific start and end
dates. Consequently, the infrastructure for recruitment,
intervention delivery and outcome assessment is usually
set up for every trial and dismantled at its end. Although
this is effective in the sense that a ‘one intervention, one
trial’ approach will eventually determine whether an
intervention works and is safe, the process is inefficient.

Furthermore, there is no regulatory oversight for
behavioural interventions, so binding guidance on
design factors such as the measures used, timing of
assessments, intervention duration and intensity, parti-
cipant inclusion and exclusion criteria, and control
condition used, is minimal. As a result, comparability
across trials is hampered.

By contrast, platform trials use a shared infrastruc-
ture, in which several interventions are deployed under
the same ‘master protocol’ and tested against a shared
control condition (FIG. 1). Platform trials have known
potential for drug development'. The COVID-19 pan-
demic accelerated the development and implementa-
tion of platform trials’. For example, the RECOVERY
platform trial quickly established an effective treatment
for patients hospitalized with SARS-CoV-2 (the use
of dexamethasone) that immediately changed clinical
practice’. Although platform trials are becoming more
accepted, this discussion has been largely limited to the
drug development space. However, the recent successes
of platform trials offer opportunities to leverage these
advances for other areas, such as psychology.
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Therapeutic interventions are typically evaluated in individual, parallel group trials, which are
time consuming and provide limited information on comparative efficacy. Clinical psychology
should leverage advances in other fields to improve and accelerate the evaluation process by

Benefits

Compared with traditional trials, platform trials improve
the comparability of observed treatment effects. First, the
shared control arm minimizes heterogeneity in compar-
ator groups. This is important in psychology, in which
true placebo conditions do not exist and treatment as
usual, a common comparator, can have a wide range of
meanings in different settings*. Second, platform trials
generate comparative evidence from several active
arms rather than relying on indirect comparisons of
effect sizes obtained from individual trials with different
control groups.

Platform trials are also more efficient than traditional
trials in terms of the required sample size (FIC. 1), and
therefore the time needed for full recruitment. Further-
more, the shared control condition enables a larger pro-
portion of participants to be assigned to experimental
arms than in traditional trials. This is particularly rele-
vant for trials of behavioural interventions, in which
wait-list control groups that receive no treatment are
frequently used™*.

To further increase efficiency in platform trials, pre-
set interim analyses can be used’ to determine whether
treatment arms should be terminated early (for example,
if an interim analysis suggests an effect with a low prob-
ability of success if tested in a subsequent confirmatory
trial). Similarly, more participants can be assigned to
more promising experimental arms while poorly per-
forming experimental arms receive fewer participants.
These measures can also be considered more ethical:
they reduce the number of patients assigned to treatment
arms that turn out to be ineffective.

Challenges

Platform trials typically run over a longer time period
than an individual trial. This can lead to chronological
bias, resulting in time trends in the outcome measure.
These trends might be caused by changes in the standard
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of care, adding or dropping of participating centres,
shifts in the patient population, systematic variations
in participants’ responses to the control condition or
changes in expectancy effects when a new treatment
that is perceived as particularly promising enters or
leaves the trial. Such time trends have to be adjusted for
in the analysis.

Platform trials also rely on the assumption that all
interventions are equally acceptable to patients, which
might not be the case. If certain treatments are more
(or less) acceptable to participants, this might influence
their decision to enrol or lead to systematic differences in
attrition between trial arms, undermining comparability.

Researchers must conduct comprehensive pre-trial
simulations to estimate how the platform trial will per-
form under different scenarios. This is necessary because
platform trials have many adaptive features and it is
important to model their implications for trial feasibility.

However, considerable experience is needed to run these
simulations. Thus, platform trials require specialized
statistical expertise.

Finally, platform trials require a shared infrastructure
that must be established, maintained and governed by
some entity. Government ministries or agencies, health
insurers or charities might be interested in serving in
this capacity, but might not have the means or experi-
ence necessary. Moreover, platform trial design is often
a compromise and not ‘tailored’ to one specific interven-
tion. Intervention ‘owners’ may therefore be reluctant to
join such a trial, as it would mean relinquishing control
of the experimental parameters to this entity.

Outlook

Platform trials might be particularly well suited to digital
mental health interventions (DMHIs)®. As they are more
resource efficient, platform trials for DMHIs could be
implemented in settings with limited resources, such as
low-income and middle-income countries’. This could
have a substantial effect on improving mental health care
globally. Moreover, the speed of platform trials might
help to overcome the intrinsic problems of keeping
up with the rapid pace of DMHIs, where the features
being tested have to be frequently updated because of
technological progress'’.

Platform trials could have a transformative effect
on clinical psychology more broadly by increasing the
speed with which treatment effects are estimated, getting
effective interventions into clinical care more quickly,
and providing much needed comparisons between
different interventions for the same condition. This
would ultimately enable patients, care providers and
payers to make better informed decisions and achieve
better outcomes.
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