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Background
Undoubtedly, all sexes, races, ethnicities, and sexual 
orientations need representation in clinical trials. To 
increase health in a diverse population, the medical 
research supporting the development of new and exist-
ing medical therapies and diagnostics needs to be investi-
gated in subsets of the target end users.

Within the last decade, the focus on diversity in pre-
clinical and clinical research has spread. Journals, gov-
ernmental agencies, and funding bodies increasingly 
require that relevant groups are included in the (planned) 
research before publication or approval. This has led to 
health benefits for less favoured groups; e.g. in 2018, 
the Food and Drug Administration (FDA) in the USA 
required the manufacturers of zolpidem-containing 
insomnia drugs to reduce the recommended dose for 
women to half of that for men because new data—
that had not been available during drug development 
20  years previously—showed a slower drug metabolism 
in women than in men [1]. Currently, the FDA is working 

on implementing requirements for a diversity plan for 
late-stage clinical research [2]. This is good news for the 
health of under-represented groups, such as the elderly 
and different ethnic groups [3].

Main text
While we welcome the increasing number of initiatives to 
diminish unbalanced diversity in clinical trials, we would 
like to highlight situations where diversity is not neces-
sarily desirable. In our research centre, we conduct—
among other studies—small, exploratory, physiology 
studies. These studies can be difficult to power properly 
since the exploratory nature involves uncertainty regard-
ing the variance of the data points. Thus, increasing the 
diversity of the study population in this type of study 
might increase the noise-to-signal ratio uncontrolla-
bly and unnecessarily. To compensate for an increased 
noise, more participants would be needed, thus, demand-
ing more time and resources spent on the study, in turn 
requiring more money raised, and most importantly, 
more participants enduring the procedures and poten-
tially associated discomfort related to such studies. In our 
opinion, this would be a waste of resources.

The point of the small, exploratory studies that we con-
duct is to test a scientific hypothesis in a limited sample 
size, which can then be followed up by larger studies if the 
initial study shows relevant results. If such exploratory 
studies were required to include four times the number 
of participants (younger and older, and of both biologi-
cal sexes), very few would be performed given the lim-
ited availability of resources and the increasing practical 
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and administrative work associated with such studies. 
However, it is important to highlight that recruiting par-
ticipants from a selected group potentially may result in 
biased or incomplete findings, which limits their gen-
eralizability. This is not a problem in itself, but authors 
and reviewers of publications of early-phase clinical trials 
should address the limitations associated with this issue. 
Hence, we recommend that authors clearly state the fol-
lowing points in their publications, if applicable:

1. The nature of the research (pilot, exploratory, small 
scale)

2. Whether the participants were recruited among a 
relevant population for the (patho)physiology, inter-
vention, or diagnostic under investigation (including 
the recruitment of relevant controls)

3. Which groups to include in later stage clinical trials 
to appropriately cover all relevant groups whom this 
research concerns

4. Whether the findings of the study are generalizable 
to the wider population

In our experience, an increasing number of reviewers 
for scientific journals question and criticise the limited 
diversity of some of our small-scale whole-body human 
(patho)physiology studies. We expect this to be a conse-
quence of the generally raised awareness of diversity in 
phase 3 clinical trials. However, in the context of small, 
explorative physiology studies, we find the critique inap-
propriate and misunderstood for the reasons laid out 
above. Thus, we believe that by addressing the inher-
ent issues of the limited diversity among participants in 
small, exploratory trials in publications authors can high-
light both the merits and limitations of such studies more 
appropriately.

Conclusion
In conclusion, as much as the increased focus on diversity 
in participant populations of phase 3 and 4 clinical trials 
in general is long overdue, we advocate for a less strict 
approach towards diversity in small, exploratory studies 
taking the nature of this type of study into account.
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