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serum NMDAR antibodies in patients with schizophrenia.
In this study, NMDAR IgG antibodies were detected in
19% of patients using a live CBA.” Antibodies were found
only in serum (not in CSF), had substantially lower titres
in comparison with samples from patients with anti-
NMDAR encephalitis, and were directed against different
glutamate receptor ionotropic NMDA 1 epitopes, as
shown using immuno-competition assays. However,
NMDAR antibodies from patients with schizophrenia
modified surface dynamics and the nanoscale organi-
sation of NMDARs and its anchoring partner, the
ephrinB2 receptor, suggesting a pathogenic role of these
antibodies.

The meta-analysis by Cullen and colleagues identified
disease stage as significant effect in cross-sectional
studies, but this analysis was limited by incomplete
primary data with poor reporting of patient characteristics
in the studies included. As the authors state, it is also
concerning that low-quality case-control studies yielded
significantly higher ORs than high-quality studies. For
most studies, inadequate clinical information led to
these low-quality scores. These two points illustrate
the importance of increasing the quality of reporting in
studies—from the recruitment strategy to the analysis
plan—to allow a solid interpretation of results and to
enable robust meta-analyses.

In summary, this meta-analysis identifies the pain
points in the analysis of serum NMDAR antibodies in
patients with psychosis, namely assay types, disease
stage, and reporting quality. Further studies are now

COVID-19 and psychiatry: can
provide the answers?

The COVID-19 pandemic has posed unprecedented
challenges for health-care professionals, researchers,
and policy makers, particularly in the area of serious
mental illness. From the beginning of the pandemic,
psychiatric symptoms have complicated medical
care and contributed to morbidity and mortality.*
Conversely, individuals with serious mental illness
are known to have a high prevalence of comorbid
conditions associated with symptomatic COVID-19,
including obesity, hypertension, smoking, and
diabetes.? Many individuals with psychiatric disorders
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needed that compare NMDAR antibody frequencies using
different assays (live vs fixed CBAs) in both patients and
controls, preferably in serum and CSF. Such studies should
also assess differences in the clinical presentation between
antibody-positive and antibody-negative patients, for
example by regarding the clinical spectrum of psychotic
symptoms and additional symptoms such as cognitive
impairment, and they should follow the temporal
dynamics of symptoms in longitudinal study designs.
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electronic medical records

also live in social conditions that result in high
exposure to respiratory viruses, including seasonal
coronaviruses.> The sheer size and changing nature
of the pandemic poses problems for investigators
and policy planners investigating COVID-19 exposure
and psychiatric disorders. This is particularly true in
the USA, where the response to the pandemic has
been hampered by the lack of a national medical care
system and a patchwork of state and local public
health agencies responsible for data collection and
disease surveillance.
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The electronic medical record has become a part
of many medical practices in the USA. Although
this system has been approached with trepidation
by many US health-care providers,* data generated
by electronic medical records has proven a useful
tool for the analysis of somatic and mental health
outcomes.® In The Lancet Psychiatry, Maxime Taquet
and colleagues® report data collated from electronic
medical records by the TriNetX Analytics Network from
more than 69 million individuals who received care at
54 US health-care organisations between Jan 20, and
Aug 1, 2020. This report provides evidence for what
the authors characterise as a bidirectional association
between COVID-19 and psychiatric disorders.® The first
association relates to an increase in newly recognised
psychiatric disorders in individuals with COVID-19, with
relative risks in the range of 2-3 for anxiety disorders,
insomnia, The other
characterises an increase in COVID-19 in individuals
with pre-existing psychiatric disorders, with an overall
relative risk of 1.65.° The latter results are largely
congruent with a previous study based on another
electronic medical record database,” although there are
some differences in the reported relative risks associated
with different psychiatric diagnoses and populations.

Although potentially valuable for population-based
studies, data derived from electronic medical records

and dementia. association

in the USA have limitations, most of which are noted
in the report. Distinct from datasets based on national
health-care systems, data derived from available
electronic medical record-derived databases only
capture events that occur in participating health-care
organisations. Since the identity of participating health-
care organisations and their relative contributions to
the dataset are not disclosed, the generalisability of data
derived from this population is difficult to assess. In this
regard, although the 62354 COVID-19 cases presented
in this report is a large study population,® they represent
only a fraction of the number of cases reported in
the USA during the same time period.? In terms of
psychiatric disorders, it is possible that the first entry
of a diagnosis into the database might not represent
the first occurrence of the condition, but rather the
first time it is recognised by a health-care provider
at a participating health-care organisation, making
the timing of symptom onset relating to COVID-19
difficult to evaluate. Furthermore, data from electronic

medical records are often lacking in information
relevant to COVID-19. These data include detailed
information relating to housing density, family size,
current employment and immigration status, specific
geographic location, and contact with others with
COVID-19. Therefore, it is imperative that data derived
from electronic medical records be supported by cohort
studies that prospectively collect relevant information
and biological samples

The changing nature of the COVID-19 pandemic
presents a moving target for clinicians, investigators,
readers of medical literature, and the general public.
Infection rates in different areas are frequently
changing. Additionally, new cases, clinical data, and
analytic functionalities are being added to available
databases. Conclusions based on any one dataset thus
require frequent re-examination and re-interpretation.
The recent retraction of articles on COVID-19 based
on another database® highlights the necessity of data
sharing and transparency.

More than 100 years have passed since the worldwide
influenza pandemic that resulted in a markedly increased
rate of neurological and psychiatric sequelae.” Despite
great advances in medical science, we are faced with
some of the same issues relating to the characterisation
of a rapidly changing pandemic occurring in different
geopolitical environments. Learning to use new tools,
such as electronic medical records efficiently should
provide some of the essential information needed to
understand and control the psychiatric consequences of
this pandemic and plan for future ones. In these efforts,
we should keep in mind the words of Sir William Osler
that, “the best preparation for tomorrow is to do today’s
work superbly well.”
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The shrouded visibility of eating disorders research

Eating disorders affect up to 5% of the population at
any point in time, and place an enormous physical,
psychological, and financial burden on individuals who are
affected and their families. On average, only 50% of people
with an eating disorder make a full recovery," and anorexia
nervosa has one of the highest mortality rates of all
psychiatric disorders.” Eating disorders cost between
£3-9 and £4-6 billion per year to the National Health
Service (NHS) and result in losses of between £6-8 and
£8 billion to the economy.? To address this major public
health problem, the cause and triggers of eating disorders
need to be identified and evidence gathered to aid in the
development of effective treatments. However, research
on eating disorders is remarkably scant. The most recent
National Institute for Care Excellence (NICE) guidelines
on the recognition and treatment of eating disorders*
find that the evidence-base for both psychological and
pharmacological therapies used to treat eating disorders
relies on a few small studies, and that many areas remain
under-researched.

To quantify the magnitude of the disparity between
research on eating disorders and other mental illnesses,
we searched Web of Science for papers mentioning
eating disorders in their title (“anorexia nervosa”
OR "bulimia nervosa” OR "binge eating disorder” OR
"binge eating” OR “eating disorders” OR “disordered
eating”) and found that, in 2018, only 1390 studies
were published. This figure stands in stark contrast
to 9064 studies on mood disorders (“depression”
OR “depressive symptoms”); 6121 on psychosis
(“schizophrenia” OR  “psychosis” OR “psychotic
symptoms” OR “psychotic experiences” OR "negative
symptoms”); 4596 on neurodevelopmental disorders
("ADHD" OR "“attention deficit hyperactive disorder” OR
“ASD” OR "autism spectrum disorders” OR “autism” OR
"autistic traits”), and 1610 on bipolar disorder (“bipolar
disorder” OR "mania” OR “hypomania”).
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An additional factor hindering progress in under-
standing and treating eating disorders is that the
available research base lacks visibility. To quantify
this, we explored how often eating disorder research
is featured in the highest impact factor psychiatry
journals. We found that high impact factor journals
publish fewer papers researching eating disorders
than papers on other psychiatric conditions, both in
absolute and relative terms, despite having featured
several letters and articles calling for more research
in this field.>® We (FS, ECL) hand-searched all 2018
issues of the top five psychiatry journals by impact
factor (JAMA Psychiatry, Molecular Psychiatry, The
American Journal of Psychiatry, The Lancet Psychiatry,
World Psychiatry) yielding a total of 443 new research
articles. Of these, only three (1%) featured research
focused solely on eating disorders, as opposed to
89 (20%) on schizophrenia, 79 (18%) on depression,
26 (6%) on bipolar disorder, and 36 (8%) on
neurodevelopmental disorders. Of all the 1390 papers
on eating disorders published in 2018, only 0-2% were
published in the top psychiatry journals, compared
with 0-9% of those on depression, 1.5% of those on
schizophrenia, 1.-6% of those on bipolar disorder, and
0-8% of those on neurodevelopmental disorders.

The lower number of eating disorder research
papers published annually than for other conditions
might reflect the low levels of funding they receive,
documented in the recent MQ reports on research
funding in mental health.” However, these low levels
of funding are unlikely to explain the lower relative
number of eating disorder studies published in major
journals. We believe that this disparity is indicative of
the marginalisation of eating disorders among mental
health researchers and professionals. Eating disorders
are more common in women and are characterised
by the presence of intense body image concerns and
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