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COVID-19, community trials, and inclusion
The COVID-19 pandemic has changed the research 
landscape with the emergence of platform trials. Platform 
trials are adaptive clinical trials in which patients with 
a single disease are randomly allocated to different 
treatments based on an algorithm to investigate whether 
various agents have clinical benefit.1 In The Lancet, the 
PRINCIPLE Trial Collaborative Group2 report no benefit 
of azithromycin compared with usual care (hazard 
ratio 1·08, 95% Bayesian credibility interval 0·95–1·23) 
for suspected COVID-19 in older adults in the community. 
This result is important for guiding clinical practice, not 
only for preventing unnecessary treatment of patients 
with COVID-19 but also for antimicrobial stewardship. 
Furthermore, the findings accord with the RECOVERY trial 
and the COALITION II trial of azithromycin for hospitalised 
patients with COVID-19.3,4

Randomised trials provide robust evidence for clinical 
management with random treatment allocation that 
ensures no systemic differences between treatment 
groups, maximising internal validity and reducing 
both bias and confounding. This community trial 
recruited a large sample of 2265 participants aged over 
65 years, or over 50 with comorbidity, over 6 months, 
which is remarkable. There were follow-up data for 
2120 (94%) of 2265 participants who were included in 
the Bayesian primary analysis, with 500 participants in the 
azithromycin plus usual care group, 823 in the usual care 
alone group, and 797 in other intervention groups. The 
mean participant age was 60·7 years (SD 7·8), 787 (57%) 
participants were women and 599 (43%) were men, and 
1233 (88%) of 1388 participants had comorbidities. It is 
important to remember that during this time national 
guidance and restrictions were in place in the UK, 
restricting movement of people, and this is reflected in 
1586 (70%) participants being recruited online or by 
telephone. The PRINCIPLE trial and COVID-19 vac cination 
roll-out in the UK have highlighted the importance of 
a good primary care platform to address challenges 
to health of the population. Therefore, primary care is 
needed now more than ever in the UK and globally.5

The PRINCIPLE trial goes some way to reflect groups 
that are vulnerable to the more serious complications of 
SARS-CoV-2 infection and is a step in the right direction 
for external validity. External validity can be a particular 
limitation in clinical trials, where strict inclusion and 

exclusion criteria mean that participants are usually 
younger and have fewer comorbidities than the target 
population of the intervention.6

Only 434 (31%) of 1388 participants with suspected 
COVID-19 had PCR-confirmed SARS-CoV-2 infection 
because of low availability of community testing, although 
this increased during the trial. The initial primary endpoint 
was hospitalisation or mortality within 28 days, which was 
amended to a coprimary outcome with addition of self-
reported illness duration because of lower than expected 
hospitalisation during the changing pandemic.

Although many of the challenges of conducting a 
trial during the COVID-19 pandemic were successfully 
navigated, important limitations remain. First, a lack 
of representation by people from Black and minority 
ethnic (BAME) backgrounds, which is also reflected in 
other COVID-19 clinical trials.7 Given the large trial and 
the disproportionate impact of COVID-19 on minority 
ethnic communities,8,9 it is surprising that so few 
participants from these communities were recruited—
only seven (1%) partici pants were Black and 55 (4%) were 
south Asian. The inclusion strategy is not detailed in the 
paper. However, the PRINCIPLE website states that a 
BAME expert joined the collaboration 3 months before 
the azithromycin group ended to facilitate recruitment 
from these vulnerable communities.

The reasons for exclusion of minority ethnic groups 
more generally in clinical trials are complex. These might 
be related to doctor or researcher factors, language 
barriers, and cultural and wider societal factors.10 In 
reported trials, it might not be clear what the main factors 
are—eg, planned exclusion, inadvertent exclusion, non-
participation, or a mixture of these.11 Indeed, it has been 
documented that minority ethnic communities are 
willing to participate in research if it is directly relevant 
to them, and if researchers approach them with respect 
and sensitivity and provide them with relevant and well 
defined explanations of what participation involves.12,13 
There is a need for researchers to state in their protocol 
how they will ensure inclusion of marginalised groups, 
including minority ethnic communities. Guidance 
exists, with recommendations for research funders to 
apply a checklist to assess whether research proposals 
have been codesigned with underserved groups and 
whether proposed recruitment methods are likely to 

For the PRINCIPLE trial news see 
https://www.principletrial.org/
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successfully recruit underserved groups.14 Additionally, 
it is recommended that funders ensure additional funds 
are available to research teams to support recruitment 
of underserved groups; indeed, it is incumbent on 
funders to ensure that funds are available to enable this. 
Furthermore, policy makers need to question the validity 
of results before implementation.

A second limitation of the PRINCIPLE trial2 is that 
participant deprivation was not considered, although 
participants were recruited from across the UK. 
Deprivation is a major determinant of health outcomes15 
and should be reported with baseline characteristics.

One of the many lessons of the SARS-CoV-2 pandemic 
is the disproportionate effects it has had on vulnerable 
communities, particularly those from minority ethnic 
and deprived backgrounds, further widening existing 
health inequalities.16 This pandemic provides the 
opportunity for greater equity in health for all vulnerable 
populations, with their inclusion in trials in the UK and 
globally.
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SARS-CoV-2 infections were first reported in Wuhan, 
China, in 2019,1 and quickly became a global pandemic, 
as declared on March 11, 2020.2 SARS-CoV-2 is highly 
infectious3 and COVID-19 is variable in its presentation, 
with many infected individuals, as detected by viral 
nucleic acid screening, being asymptomatic.

In The Lancet, Zhenyu He and colleagues4 report their 
cross-sectional study of serological responses of more 
than 9500 individuals from 3600 households in Wuhan, 
the early epicentre for the COVID-19 outbreak. The study 
was initiated shortly after lockdown in Wuhan ceased 
in April, 2020, with follow-up over two timepoints 

Sustained neutralising antibodies in the Wuhan population 
suggest durable protection against SARS-CoV-2

See Articles page 1075


