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Fast tracking informative clinical trials: lessons for mental 
health  

The COVID-19 pandemic has put clinical research and 
how it is organised, implemented, and disseminated 
under scrutiny, and has revealed not only capabilities, 
but also shortcomings and inefficiencies. Many of these 
observations reflected or magnified problems that 
preceded the pandemic in many areas of medicine and 
are likely to remain relevant in the years that follow. 
For example, it has been highlighted that more than 
95% of clinical trials on COVID-19 were underpowered 
or poorly designed and thus had no possibility of providing 
meaningful evidence.1 This problem sounds familiar to 
anybody observing the clinical trials landscape in psychiatry.

Overcoming such issues in pandemic prepared ness has 
been a key aspect of policy initiatives such as the World 
Health Assembly’s Resolution to Strengthen Clinical 
Trials and the Independent Pandemic Preparedness 
Secretariat’s 100 Days Mission. We argue that similar 
efforts to improve the clinical research landscape are 
needed for non-communicable diseases in general and 
mental health in particular. 

Although the mental health crisis might not dominate 
the headlines in the same way that a novel viral infection 
would, the silent pandemics of depression and other 
mental health conditions pose a major threat to health 
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15 years, which could limit the understanding of the 
current state of cultural adaptation for mental health 
interventions among Chinese populations. Although 
Chinese mental health practitioners are often trained 
in Western-style psychology and psychiatry, cultural 
differences in symptom manifestations of depression 
have been noted among Chinese people, although 
studies are limited and have had mixed findings.10 It is 
essential to specifically examine Chinese characteristics 
of common mental disorders to inform culturally 
compatible psychiatric practice. 

Overall, Li and colleagues showed that culturally 
adapted interventions are efficacious in addressing 
common mental disorders among people of Chinese 
descent. Further efforts are needed to understand 
what contributes to effective cultural adaptation and 
what culturally adapted psychological interventions 
are available for Chinese people, especially 
among disadvantaged communities, such as ethnic 
minorities, as well as children and adolescents. 
Rigorous assessment tools and guidelines for cultural 
adaptation should be developed to ensure the quality 
of culturally adapted interventions for mental health, 
which would be beneficial to achieving mental health 
equity among Chinese populations. Finally, the 
development of unique interventions that centre 
Chinese knowledge and experience is needed as 
the field of psychological intervention continues to 
mature in China.
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and wellbeing globally.2 Furthermore, the limitations 
of our evidence base are in many ways reminiscent of 
the methodological shortcomings observed during the 
COVID-19 pandemic. Indeed, clinical trials in psychiatry 
often fail to inform clinical practice,3 and systematic 
analyses of clinical trials for psychological and 
pharmacological mental health interventions showed 
that most trials are dramatically underpowered to detect 
the effect sizes that one could reasonably expect from 
them.4

Big wins (ie, new interventions with large effects) seem 
unlikely for many health conditions, including mental 
disorders.5 An intervention with a modest benefit on a 
common cause of disease would have a much greater 
public health impact than an intervention with a large 
impact on a rare cause. Given the high prevalence of 
mental disorders and the enormous disease burden,2 
socioeconomic costs,6 and effects on morbidity and 
mortality,7 even moderate to small treatment effects 
would be highly relevant. Thus, we have to ensure that 
trials are sufficiently powered to reliably detect such 
modest, but relevant, treatment effects.

Here, the mental health field can learn important 
lessons from the few exceptional trials that rapidly 
transformed the evidence base during the COVID-19 
pandemic, such as the RECOVERY trial done in the UK. 
This trial was pragmatic in nature (eg, it had broad 
inclusion criteria and was open label), fully embedded 
in routine care (ie, it imposed a minimal additional 
burden for front-line health-care staff and patients), and 
sufficiently large to detect modest but clinically relevant 
effects. The trial produced the first guideline-changing 
result within 100 days of the protocol first being drafted,8 
and it has since provided answers for ten additional 
treatment options, definitively showing what works and, 
equally important, what does not.9

Of course, one cannot translate all aspects of trials 
such as the RECOVERY trial8 directly into randomised 
controlled trials (RCTs) in mental health. However, trials 
such as RECOVERY have shown practical ways in which 
to produce more efficiently and at higher speed clinically 
meaningful results that have immediate implications 
for the standard of care worldwide. 

Driven partly by the lessons learnt from the pandemic 
response, the Good Clinical Trials Collaborative, 
with support from the Wellcome Trust and the 
Bill & Melinda Gates Foundation, brought together and 

drew on the expertise and experiences of a diverse, multi-
disciplinary, global community, to identify and describe 
five fundamental principles that are required to deliver a 
good RCT; the full guidance is now available online. The 
principles, taken together, capture the necessary qualities 
of a well planned, well run, and clinically relevant RCT. The 
guidance recognises that the methods and approaches 
needed to achieve these qualities will differ in small 
or large ways from trial to trial, but that their validity 
is universal. These principles can be readily applied to 
mental health to make sure that future trials do not repeat 
the errors of the past and instead become increasingly 
informative (by making sure that each trial answers 
definitively an important question) and more relevant for 
clinical practice. In future, it will be important to elaborate 
what these fundamental principles of informative 
and relevant clinical trials mean for the mental health 
field with regard to, for example, proportionate risk 
management in clinical trials (in comparison with routine 
care) or appropriate inclusion and exclusion criteria (eg, 
with regard to comorbidities or suicidality). To achieve 
this improvement, the mental health field will need a 
collaborative conversation between people with lived 
experience, clinicians, researchers, ethics commissions, 
research funders, industry, regulators, and other key 
stakeholders.
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Changing approaches to treating opioid withdrawal in the 
USA 

In 2020, an estimated 91 799 people in the USA died 
of substance-related overdose—75% were related to 
opioids, and 85% of these opioid deaths were related 
to fentanyl.  In 2021, overdose deaths increased 
to over 108 000 and provisional data from 2022 
show a further increase.1 The presentation of opioid 
withdrawal in hospitals is sometimes overlooked or 
even ignored, both of which are unacceptable. Possible 
reasons for overlooking or ignoring opioid withdrawal 
in hospitals include: implicit bias, poor knowledge 
regarding approaches to the management of opioid-
related presentations, or a misunderstanding of the 
implications of unmanaged opioid use disorder (OUD). 
If we, as a society, do not change our pedagogical and 
practical approaches to opioid withdrawal in the USA, 
we fear that we will continue to see a rise in these 
preventable deaths.

In the USA, societal attitudes towards the use of 
drugs and towards people who use drugs must be 
adjusted before meaningful change can be made. A 
shift to viewing the problematic use of drugs as a public 
health issue rather than a moral issue is necessary to 
improve outcomes. Stigma associated with recreational 
drug use, on both individual and policy levels, is a 
tremendous burden and discourages help-seeking 
behaviour in this vulnerable population. Restructuring 
drug-scheduling laws and eliminating jail time as a 
consequence of possession of small quantities of illegal 
drugs might be the most direct way to address this bias. 
Implementation of government-funded initiatives 
to reduce use-associated harms would provide much 
benefit to people who use drugs; ideally, in conjunction 

with decriminalisation. Drug-checking services (which 
test the safety and chemical content of the drugs), 
syringe service programmes, naloxone distribution and 
training on its administration, and increased access 
to public health and social services are common harm 
reduction measures that are underutilised in the USA. 
The only two sanctioned overdose prevention centres, 
or safe consumption sites, in the USA, both in New York 
City, have been operating since November, 2021, and 
have been used by thousands of people with no deaths 
on site, and hundreds of reversed opioid overdoses.2 
Increased use of these approaches might be the best 
option to decrease deaths and provide crucial points 
of intervention to engage people who use drugs in 
discussions about medications for OUD, physical health, 
and mental health.

Marginalised racial groups are facing the brunt of this 
crisis, as illustrated by the disproportionate increase in 
overdose death rates for Black and Hispanic people in 
the USA during the COVID-19 pandemic.3 This increase 
is indicative of the existence of various social and health 
inequities which must be addressed. Elimination of 
disparities is essential, if we aim to reduce harms, such 
as incarceration and death, in these populations.

Legal implications of mismanagement of OUD, 
including possible violations of the Emergency Medical 
Treatment and Labor Act, the Americans with Disabilities 
Act, the Rehabilitation Act, or Title VI of the Civil Rights 
Act, were outlined in a 2021 report from the Legal Action 
Center.4 Unfortunately, not much has changed since the 
release of this report, and violations of these acts are 
difficult to track and seldom disclosed. Knowledge of 
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