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The Developmental Perspective on Adult Disease
Chairs: David Linden and Valerie Voon

Early life adversity, epigenetics and the stress response in depression

Professor T Frodl Department of Psychiatry and Psychotherapy, Otto von Guericke
University Magdeburg. Prof Frodl studied medicine in Berlin and Munich. After being
trained for specialist in psychiatry and psychotherapy at the university hospital for psychi-
atry in Munich, he became consultant. From 2008 to 2014 he did work as professor for

~ | integrated neuroimaging at the department of psychiatry at Trinity College Dublin and

. was consultant psychiatrist in the attached psychiatric service. Since 2015 he is head of

A\ <FJ the department of psychiatry and psychotherapy and clinical director of the hospital for

% ¥
‘ \--...,«fr.L psychiatry at university hospital of Otto von Guericke University of Magdeburg.
¥

Abstract

There is evidence that excessive stress exposure of the brain, mediated through the neurotoxic effects of
cortisol and possibly neuroinflammation, causes damage to brain structure and function: the glucocorticoid
cascade hypothesis. Functional changes of hypothalamic-pituitary-adrenal (HPA) axis as well as alterations
in brain structures like the hippocampus have been consistently reported in major depression. However,
there has not been a lot of emphasis on bringing findings from studies on early childhood stress, HPA axis
functioning and hippocampal imaging together.

In systems neuroscience we study the function and biological underpinnings of neural circuits and systems
together. The area includes investigations to improve understanding of development and plasticity of neu-
ronal circuits and its changes during life span and disease. Moreover, of growing interest are also how brain
systems interact and how the alteration of one system also subsequently changes the function of other sys-
tems. It is thus of interest to characterize the development and molecular underpinnings of neuronal circuits
under conditions leading to depression and in vulnerable subjects at high risk. Moreover, subsequently an
aim is to investigate how these systems are altered during the disease course. In particular important are
studies that show associations between early life adversity, gene and environmental interactions as well as
epigenetics with stress response and brain function. Recently, we showed that higher methylation of
SLC6A4 gene was associated with higher BOLD response during emotion processing and lower BOLD re-
sponse during higher order cognitive processes. Thus, particular DNA methylation states that are associat-
ed with brain function during emotion processing are detectable in the periphery.

Gut microbes and brain function: The Clinical Implications

= Prof. Ted Dinan is Professor of Psychiatry and a Principal Investigator in the APC
. Microbiome Institute at University College Cork. He was previously Chair of Clinical Neu-
rosciences and Professor of Psychological Medicine at St. Bartholomew’s Hospital, Lon-
don. Prior to that, he was a Senior Lecturer in Psychiatry at Trinity College Dublin. He
has worked in research laboratories on both sides of the Atlantic and has a PhD in Phar-

- | research interest is in the role of the gut microbiota in stress related disorders. He has

] ' — also worked extensively on the regulation of the hypothalamic-pituitary-adrenal axis. In
1995 was awarded the Melvin Ramsey Prize for research into the biology of stress. His current research is
funded by Science Foundation Ireland, the Health Research Board and European Union FP7. He has pub-
lished over 400 papers and numerous books on pharmacology and neurobiology. He is on the Editorial
Boards of several journals.

Abstract

Evidence is accumulating to suggest that gut microbes may be involved in neural development and func-
tion, both peripherally in the enteric nervous system and centrally in the brain. There is an increasing and
intense current interest in the role that gut bacteria play in maintaining the health of the host. Altogether the
mass of intestinal bacteria represents a virtual inner organ with 100 times the total genetic material con-
tained in all the cells in the human body. However, a disordered balance amongst gut microbes is now
thought to be an associated or even causal factor for many chronic medical conditions as varied as obesity
and inflammatory bowel diseases.

Cont./...
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Cont./...

While evidence is still limited in psychiatric illnesses, there are rapidly coalescing clusters of evidence which
point to the possibility that variations in the composition of gut microbes may be associated with changes in
the normal functioning of the nervous system. Studies in germ-free animals indicate aberrant development
of the brain monoaminergic system together with memory deficits and autistic patterns of behaviour. These
deficits can be partially normalised if there is early gut colonisation.

Metchnikoff was the first to observe the fact that those living in a region of Bulgaria who consumed ferment-
ed food in their diet tended to live longer. He first published his observations in 1908 and this gave rise to
the concept of a probiotic or bacteria with a health benefit. That bacteria might have a positive mental
health benefit is now becoming clear. Such bacteria may influence the capacity to deal with stress, reduc-
ing anxiety, perhaps positively impacting on mood and are now called psychobiotics. Whether, they are
capable of acting like and in some circumstances replacing antidepressants remains to be seen. At atime
when antidepressant prescribing has reached exceedingly high levels, the emergence of effective natural
alternatives with less side-effects would be welcome. It will be intriguing to investigate if psychobiotics will
be beneficial in other psychiatric domains. Indeed, very recently a Bacteroides fragilis given early in life was
shown to correct some of the behavioural and gastrointestinal deficits in a mouse model of autism induced
by maternal infection.

The mechanisms of psychobiotic action are gradually being unravelled. It has been show that Lacobacillus
rhamnosus has potent anti-anxiety effects in animals and does so by producing major changes in the ex-
pression of GABA receptors in the brain. GABA is the most important inhibitory transmitter in the human
brain and these are the receptors through which benzodiazepines such as diazepam and various anaes-
thetic agents act. The changes in these receptors are mediated by the vagus nerve which connects the
brain and gut. When this nerve is severed no effect on anxiety or on GABA receptors is seen following psy-
chobiotic treatment. An impact on obsessive compulsive disorder type symptoms has also been reported
with a similar strain of psychobiotic. Interestingly, Lacobacillus rhamnosus not only alters GABA receptors
in the brain but has been shown to synthesise and release GABA. There is also evidence to support the
view that gut bacteria may influence the brain in routes other than the vagus nerve, for example by immune
modulation and by the manufacture of short chain fatty acids.

Communication between the brain and gut is bidirectional and complex. Increased understanding of this
axis and the role of the gut microbiota may aid the development of therapies not just for functional bowel
disorders but for mood disorders also.

Face, brain and behaviour influenced by genetic anomaly and prenatal environment

Professor Peter Hammond. In August 2015, Peter Hammond moved to the Nuffield
Department of Obstetrics and Gynaecology at the University of Oxford from UCL'’s Insti-
tute of Child Health where he was Professor of Computational Biology (2007-2015). His
* 1 early training in mathematics and computer science at Oxford University and Imperial
College was followed by research in pure mathematics and artificial intelligence. For the
1 past fifteen years he has focused on developing mathematical and computational tech-
niques for analysing craniofacial growth and development with particular emphasis on
eratogenic and genetic influences.

Abstract:

The face and brain develop in close proximity under the influence of many genes and environmental fac-
tors. The talk will illustrate how genetic anomalies and maternal alcohol consumption and smoking during
pregnancy affect face shape, brain and behaviour. A particular focus will be contrasting facial and behav-
ioural phenotypes arising from opposite copy number variation in several genomic regions.
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The genetics of epilepsy

Sanjay Sisodiya is Professor of Neurology at UCL Institute of Neurology and Hon-
orary Consultant Neurologist at the National Hospital for Neurology and Neurosurgery
and the Epilepsy Society. Sanjay studied medicine at the University of Cambridge and

3 i Guy’s Hospital, and trained in Neurology in Oxford and at the National Hospital for Neu-

: rology and Neurosurgery. He was awarded a PhD for working in brain magnetic reso-
nance imaging in epilepsy. His key interests are in epilepsy, difficult-to-treat epilepsy, epi-
lepsy genetics and treatment-response genetics, which are also his key research inter-
ests. He runs a specialist inpatient facility for the evaluation and management of epilepsy

in adults. He is the Chief Investigator of the EU-funded epilepsy pharmacogenomics pro-
ject EpiPGX (www.epipgx.eu).

Abstract

The genetics of the epilepsies have long been of great interest, not least because of evidence that under-
standing disease mechanisms from a fundamental perspective can have direct impact on management in
the clinic. When technology allowed molecular exploration to be undertaken, a number of discoveries were
made, mainly in familial epilepsies. As technologies advanced and became capable of delivering genome-
wide data, and as advances were made in other disease areas that began to illustrate the types of genetic
architecture in human diseases more broadly, larger collaborations began also to work on genome-wide
analyses in the epilepsies. Over the last few years, massively-parallel sequencing efforts have been applied
and have begun to reveal more and more genetic causes in the epilepsies, with the most impressive pace
of discovery mainly in the rare, severe epilepsies. We are now developing a better impression of the broad
outline of genetic contribution to the epilepsies, though important details are still missing. In parallel with
studies of causation, investigation has also taken place into other aspects of phenotype in the epilepsies,
for example looking at traits, pharmacogenetics and outcomes. In a few rare instances, additional functional
work has enabled ‘precision medicine’ to be realised, with notable benefits for individuals with epilepsy. But
the impact of genetics on the epilepsies is still largely unknown, with much more work needed. Such work
will prove challenging, but is also likely to make important contributions to understanding and treatment.
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ADHD: the effects of childhood ADHD and adult ADHD on adult psychiatric status

P Philip Asherson is Professor of Psychiatry working in the department of Social,
Genetic and Developmental Psychiatry at the Institute of Psychiatry Psychology and
Neuroscience, King’s College London. He completed his PhD on molecular genetic stud-
ies of schizophrenia. In 1996 he started to work alongside Prof Eric Taylor and European
and American collaborators to develop the International Multicentre ADHD Genetics
(IMAGE project). He was among the first senior consultants in the UK to specialize in the
diagnosis and treatment of ADHD in adults. Since 1996 he has developed a program of
research on clinical, quantitative and molecular genetics of ADHD, with a particular focus

- on adults with ADHD. Recent work identified a key role of mood lability in adult ADHD
and aims to understand the processes that lead to co-occurring psychiatric disorders. He currently leads a
project investigating the effects of methylphenidate on aggression in young adult offenders. He was a mem-
ber of the guideline development group for the National Institute of Health and Clinical Excellence (NICE),
the British Association of Psychopharmacology and European Network Adult ADHD. He is president of the
UK Adult ADHD Network (UKAAN), a professional organisation that supports clinical developments within
the UK.

Abstract

For many years ADHD was thought to be a childhood onset disorder that has limited impact on adult psy-
chopathology. However the symptoms and impairments that define ADHD often affect the adult population,
with similar responses to drugs such as methylphenidate, dexamphetamine and atomoxetine, as well as to
psychosocial interventions, to those seen in children and adolescents. As a result there has been a rapidly
increasing awareness of ADHD in adults and an emergence of new clinical practice across the world. De-
spite this, treatment of adult ADHD in Europe and many other regions of the world is not yet common prac-
tice and diagnostic services are often unavailable or restricted to a few specialist centres. Yet this is re-
markable given the strong evidence base for safe and effective treatments. Here we address some of the
key conceptual issues surrounding the diagnosis of ADHD relevant to practicing health care professionals
working with adult populations. We conclude that ADHD should be recognised in the same way as other
common adult mental health disorders, and that failure to recognise and treat ADHD is detrimental to the
wellbeing of many adult patients seeking help for common mental health problems.
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Journal of Neurology, Neurosurgery & Psychiatry Guest Speaker I&ErnUaRBLOGY NEUROSURGERY
Chair: Alan Carson & PSYCHIATRY with Practical Neurology

Autism

Francesca Happé is Professor of Cognitive Neuroscience at the MRC Social, Ge-
netic and Developmental Psychiatry Centre at the Institute of Psychiatry (King’'s College
London). She studied Experimental Psychology at Oxford, and did her PhD on autism at
UCL. Her research interests centre on autism and Asperger Syndrome. She has conduct-
ed research into the nature of social understanding in typical development, and ‘mind-
reading’ impairments in autism spectrum conditions. She is also actively engaged in stud-
ies of abilities and assets in people with autism, and their relation to detail-focused per-
- ceptual and cognitive style. As well as cognitive methods, her research involves function-
al imaging studies, exploration of acquired brain lesions and, most recently, behaviour genetic methods.
She is the author of numerous research papers, and a book on autism for general readers. She won the
Telegraph’s Young Science Writer award, and has taken part in many documentaries, as well as being the
subject of a Channel 4 programme for schools. The British Psychological Society awarded her the Spear-
man Medal, and the Experimental Psychology Society named her as the recipient of the 7th EPS Prize. Her
best known research within A-Level psychology is her Strange Situations research.

Abstract

It is more than 60 years since autism was first described and named by Leo Kanner and Hans Asperger,
and almost 50 years since it entered the standard diagnostic systems. Over that time, our clinical concept
of autism has broadened significantly, and more people receive the diagnosis now than ever before. More
researchers than ever are studying autism; trying to understand the origins of the social and communication
difficulties, and rigid, repetitive behaviours and interests. Like Kanner and Asperger, we are drawn to the
fascinating combination of strengths and weaknesses that autism presents. What have we learnt over the
last half century, and how has this been put in to practice to improve the lives of people with autism ? This
presentation will reflect on what is and isn’t known about autism spectrum disorder, some obstacles to re-
search, and some priorities for future work.
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Impulsive action, but not impulsive choice, is linked to levels of anterior cingulate GABA

Authors (presenter first): Nils Muhlert N, Naomi Warne, C John Evans, Andrew D Lawrence School of Psy-
chological Sciences, University of Manchester.

Objective: The ability to inhibit impulsive behaviour and delay gratification is a core everyday skill; high
levels of trait-impulsivity are generally considered to be dysfunctional. Recent animal studies have linked inter-
individual variation in impulsivity to levels of gamma-aminobutyric acid (GABA) in the anterior cingulate cortex
(ACC). It is however unclear whether GABA in humans relates to specific aspects of impulsivity, such as impul-
sive action (failure to inhibit an inappropriate choice to prepotent stimuli), versus impulsive choice (preference for
immediate rewards to the detriment of long-term outcomes). Here, we assessed the associations between differ-
ent forms of impulsivity (action, choice) and ACC GABA, as measured using magnetic resonance spectroscopy
(MRS).

Method: We studied 25 healthy female participants (mean age: 24.2 years, SD: 7.1). All participants com-
pleted a validated measure of impulsive action, the immediate-delayed memory test (IMT). Impulsive choice was
measured using the Delayed Gratification Inventory-10 (DGI-10), a 10-item questionnaire that measures partici-
pants’ ability to delay gratification (e.g. ‘I cannot be trusted with money’). All participants underwent MRS at 3 T.
We acquired MEGA-PRESS sequences either with macromolecules (which are typically co-edited with GABA,
GABA+), or without macromolecules (GABA-mm). GABA+ and GABA-mm were acquired in the ACC, and GABA-
mm was also acquired in the occipital cortex as a control region. GABA was internally referenced to Creatine (Cr)
and Gannet was used for analysing GABA and Cr. All measures were corrected for cerebrospinal fluid fraction.
Results: Higher levels of impulsive responding on the IMT were significantly correlated with more GABA-
mm/Cr in the ACC (rs=.55, p=0.01). This correlation was significantly stronger than the correlation between im-
pulsive action and GABA+/Cr in the ACC (Steiger test, p0.2).

Conclusion: We demonstrate that impulsive action, but not impulsive choice, is associated with GABA-
mm within the ACC, such that those who were more impulsive had more GABA. This finding provides a mecha-
nism linking altered ACC GABA to a variety of clinical disorders associated with impulsivity. Our results also sug-
gest that these findings are regionally specific, and stronger for GABA, than for GABA+macromolecules.
Additional Information: This work was supported by a Wellcome Trust ISSF fellowship, and a Welsh
Government NISCHR Health Research Fellowship (HF-14-21) awarded to NM.

Trait autonomic prediction error: neural correlates and relevance to anxiety

Authors (presenter first): Jessica A Eccles, Andrew P Owens, Cassandra D Gould, Sarah N Garfinkel,
Nicholas G Dowell, Neil A Harrison, Hugo D Critchley. CISC University of Sussex .

Objective: To determine the clinical and neurobiological relationship between anxiety symptoms and trait
autonomic (orthostatic) prediction error, i.e. the mismatch between signs and symptoms of orthostatic intoler-
ance, to test the hypothesis that anxiety may arise from differences between observed and expected internal
bodily state. Anxiety disorders are the most prevalent form of psychiatric illness. Anxiety symptoms are prominent
across psychiatric and stress-sensitive medical disorders, with high levels of associated morbidity. One theory
proposes that anxiety symptoms have a basis in the representation of unpredicted changes in physiological
arousal of the body, detected through specific brain regions, notably insular cortex (Paulus and Stein 2006). More
generally, the predictive representation of internal bodily (interoceptive) state is implicated in aspects of con-
sciousness including self-integrity, presence and continuity of subjective experience (Seth, Suzuki and Critchley,
2011). Disruptions in interoceptive predictions are thus predicted to underlie psychiatric illness (Barrett and Sim-
mons 2015).

Method: 53 adults (26 healthy volunteers and 27 patients with generalised anxiety disorder) were recruit-
ed to the study at Brighton and Sussex Medical School. Participants completed rating scales for anxiety (Beck
Anxiety Inventory) and symptoms of orthostatic intolerance (orthostatic intolerance sub-scale of ASQoLS). They
then underwent brief autonomic testing before functional brain imaging (fMRI) while performing an emotional face
processing task. Between-group analyses tested for differences in autonomic function; autonomic symptoms;
‘trait autonomic prediction error’ (computed from difference between subjective and objective symptoms of or-
thostatic intolerance) and task-evoked patterns of brain activation. All imaging results are reported at a threshold
of FEW.

Results: Anxiety correlated with negative trait autonomic prediction error (r=-0.319, p=0.02), i.e. anxiety
levels were higher in individuals showing greater mismatch between symptoms and signs of orthostatic intoler-
ance. Within brain, activation within lateral orbitofrontal cortex correlated positive trait autonomic prediction error
(associated with less anxiety). This frontal activity partially mediated the relationship between anxiety and auto-
nomic prediction error. Insula and amygdale activity correlated with negative autonomic prediction error
(associated with greater anxiety), and activity within insula correlated strongly with autonomic prediction error in
anxiety patients and not but not healthy controls (significant interaction).

Conclusion: Together, these findings suggest a model for understanding physiological contributions to
anxiety, encompassing a heightened sensitivity to autonomic prediction error signals within amygdala and insula,
alongside compromised prefrontal capacity for prediction and self-regulation of arousal. These observations pre-
sent potential target mechanisms for the personalization of pharmacological and psychological approaches to
treating anxiety.
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Impairments in intention awareness in functional neurological disorder

Authors (presenter first): Yeoh SY, Baek K, Donamayor N, Strelchuk D, Mitchell M, Banca P, Zandi M,
Phillips W, Jenaway A, Walsh C, Voon V. Department of Psychiatry, University of Cambridge Ad-
denbrooke's Hospital

Objective: Functional neurological disorders (FND), also known as conversion disorder, are unexplained
neurological symptoms unrelated to a neurological cause. The disorder is common, associated with marked
dysfunction and limited prognosis, yet is poorly understood. The symptoms are experienced as involuntary
but have marked physiological similarities to voluntary processes. Here we assess the neural correlates of
awareness of motor intention as tested using Libet’s clock in FND.

Method: Subjects watch a hand rotating around a clock and make a voluntary spontaneous button re-
sponse paying attention in separate blocks to either the urge to move (W, or intention) or the movement (M)
itself in the scanner. They then report the time of the urge to move and the movement itself.

Results: 26 FND and 25 matched healthy volunteers were tested. FND patients had delayed awareness
of the intention to move relative to the movement itself. The reporting of intention was both delayed and
more precise relative to healthy controls, suggesting these findings are reliable and unrelated to non-
specific attentional deficits. The findings were more prominent in subjects with aberrant positive functional
movement symptoms rather than negative symptoms.Attention towards intention relative to attention to
movement was associated with lower right inferior parietal cortex activity in FND, a region early in the pro-
cessing of intention. During rest, aberrant functional connectivity was further observed with the right inferior
parietal cortex and regions implicated in motor intention.

Conclusions: The results converge with previous observations of low inferior parietal activity in comparing
involuntary with voluntary movement in FND, emphasizing possible core deficiencies in intention. These
findings highlight impairments in the network underlying voluntary motor intention at an early processing
stage.
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NEUROPSYCHIATRY RESEARCH UPDATE
Chair:

The efficacy and effectiveness of new treatments for epilepsy

Professor Tony Marson has been a consultant neurologist at The Walton Centre
since 2003. He leads the Liverpool Epilepsy Research Group and is also Director of the
UK Epilepsy Research Network; Deputy Director of the MRC North West Hub for Trials
Methodology Research; Coordinating Editor of the Cochrane Epilepsy Group; and leads
the National Audit of Seizure Management in Hospitals.

Abstract

There are currently more than 20 antiepileptic drugs (AEDs) available to prescribe for people with epilepsy,
and the paradigms for assessing the efficacy and effectiveness of these drugs has changed very little over
the past 30 years. New AEDs are usually assessed as ‘add-on’ treatments in placebo controlled trials that
recruit adults with treatment refractory focal epilepsy who are typically having at least one seizure per week.
Lacosamide and perampanel are recent examples. Once a treatment is licensed as an add-on treatment it
is then assessed as monotherapy, with differing routes to gaining a license in the EU and the US. The EU
requires head to head trials, with a treatments most recently licensed based on evidence for non-inferiority.
The latter highlighting the fact that we have not yet developed a drug with greater efficacy than standard
treatments such as carbamazepine. The incremental benefit of developing more ‘anti-seizure drugs’ using
current development paradigms, both clinical and economic, needs to be carefully considered.

One of the challenges of focusing drug development on adults with focal epilepsy is the delay in gaining
evidence about efficacy in generalised epilepsies and other specific epilepsy syndromes as well as delay in
gaining evidence about efficacy in children. Work and consultation is currently ongoing to consider extrapo-
lation of data from adults to children for licensing purposes, and to speed up gaining an indication for use in
children.

Current drug development paradigms provide scant evidence about the comparative efficacy of treatments
in order to inform clinical decision making. Perhaps more importantly there is also insufficient evidence
about the longer term clinical and costs effectiveness of available treatments. This will come from trials as-
sessing outcomes such as 12 month remission as well as quality of life and economic outcomes. One of the
challenges is that such trials take years to complete such that drug patents usually expire before data are
available. Such trials are therefore unattractive to industry and are usually funded by the public purse.

The NHS needs this evidence about clinical and cost effectiveness to help unsure that heath service re-
sources are used as efficiently as possible. SANAD | provided evidence about the cost effectiveness of
gabapentin, lamotrigine, topiramate and oxcarbazepine. SANAD Il is ongoing and assess levetiracetam and
zonisamide compared to the standard treatments lamotrigine and valproate. The design and progress with
SANAD Il will be discussed.

One cautionary note is that services need to be configured such that patients can access them and get ac-

cess to appropriate treatment options. The National Audit of Seizure Management in Hospitals shows that
the NHS has much to do to ensure that this can happen.
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Sleep disorders as a risk factor for suicide

Hugh Selsick graduated with a BSc in Physiology, BSc Honours in Experimental
Physiology and MBBCh from the University of the Witwatersrand, Johannesburg. He is
the Lead Psychiatrist at the Insomnia Clinic at the Royal London Hospital for Integrated
Medicine/University College London Hospitals and also works in the Sleep Disorders

¥ Centre at Guy’s Hospital. He runs the Sleep Working Group in the Royal College of Psy-
chiatrists. His special interests are insomnia and the relationship between sleep and
psychiatric disorders.

Abstract

Reducing suicide rates is a key goal for all psychiatrists. Given the difficulty in predicting which patients are
most at risk of suicide, any potential predictive signs could be useful. Sleep disorders are common comor-
bid conditions in patients with psychiatric disorders. The relationship between sleep and psychiatric disor-
ders is bidirectional and so it stands to reason that the coexistence of a sleep disorder could lead to more
severe psychiatric outcomes and this may include suicide. In this talk | will summarise the evidence for the
relationship between sleep disorders and suicide incorporating the most recent research in this area. | will
discuss some of the potential mechanisms giving rise to these associations, possible therapeutic applica-
tions, and future research directions. Finally, | will suggest a practical, clinical application for our current
knowledge on this topic.

Unfortunately, there have been relatively few studies looking at the relationship between suicide and sleep
disorders other than insomnia and nightmares. Both insomnia and nightmares appear to be associated with
suicidal ideation, though when depression severity is controlled for only the association with nightmares
consistently remains. It is easy to fall into the trap of assuming therefore that insomnia does not increase
suicide risk and that it is simply a marker of depression severity. However, it is equally likely that insomnia
increases the severity of depression, and may in fact be the precipitating cause of the depression; in other
words insomnia may increase suicide risk via the intermediary disorder of depression. It should also be not-
ed that not all studies have found that the insomnia-suicide association disappears when depression sever-
ity is controlled for.

Another area of interest is whether changes in sleep architecture can be predictive of suicidal ideation and
behaviour. While this has been demonstrated in a few studies, it is as yet impossible to make any definitive
statements in this regard due to the large number of confounders.

Perhaps the most important question is whether treating the sleep disorder reduces the suicide risk. Prelim-
inary data suggest that this may be the case but clearly more work needs to be done in this area.

While there is much we do not know about the relationship between sleep disorders and suicide, the accu-

mulated evidence thus far indicates that psychiatrists should at the very least inquire about sleep disorders
in all our patients and should include the treatment of these disorders in the patients’ care plans.
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Language
Chairs: Niels Detert and Kieran O’Driscoll

An Overview of Language

Professor Thomas Bak. Born and raised in Cracow (Poland), Professor Bak gradu-
ated in medicine from the University of Hamburg and obtained his doctorate from the
University of Freiburg in Breisgau (Germany). He then worked clinically in psychiatry,
neurology and neurosurgery in Bern (Switzerland), Berlin and Cambridge. In 1995 he

_ joined the cognitive neurology research group led by Prof. John Hodges at the MRC
Cognition and Brain Sciences Unit in Cambridge. There, he specialised in the interaction
between motor and cognitive functions (including language and memory). In 1996, he
established in Cambridge a clinic for the disorders of movement and cognition.

Since 2006 he has been working in the Department of Psychology, the Centre for Clinical Brain Sciences
and the Centre for Cognitive Aging and Cognitive Epidemiology at the University of Edinburgh. Apart from
research and clinical work, he has been teaching undergraduates and graduate courses in neurosciences,
medicine and psychology as well as courses for laymen. In 2008 he established the Edinburgh Interdiscipli-
nary Seminars in Philosophy, Psychology and Language Sciences.

In 2010 he was elected as the president of the World Federation of Neurology Research Group on Aphasia
and Cognitive Disorders (WFN RGACD). Within this group he established the “Cognitive Clinics Worldwide”
Initiative and has been organising teaching courses in cognitive neurology in India, China and South Ameri-

ca.

Abstract

The aim of this talk is to set the scene for the subsequent presentations, which will discuss in more detail
language disorders in schizophrenia, progressive aphasia and stroke. The topic is broad: changes in lan-
guage functions can occur in a wide range of neurological and psychiatric diseases, from psychosis to de-
mentia, from multiple sclerosis to manic-depressive illness, from stroke to motor neuron disease. Is there
an overarching theme to such a plethora of different etiologies and phenotypes? | will argue that such a
central theme is the relationship between language and other mental functions, cognitive as well as motor.
For much of the second half of the 20th century, under the powerful influence of Fodor's modularism and
Chomsky’s generative linguistics, language has been conceptualised as an autonomous, “informationally
encapsulated” tool, independent from other mental abilities. However, the discoveries and insights of the
last decades have led to a dramatic change of perspective.

The interaction between language and other cognitive functions plays an important role in many areas. One
of them are neurodegenerative diseases, where a strict division between dementias and aphasias has been
called into question as much as the distinction between motor and cognitive disorders. To give just a few
examples: semantic dementia can be conceptualised as a disorder of language, memory or even percep-
tion, depending on the theoretical framework with which it is approached.

Apraxia of speech occupies a borderland between “peripheral”’, motor dysarthrias and “central” disorders of
phonology, and can move, depending on the perspective, towards one or the other end of the spectrum.
Language dysfunction is increasingly recognised as an important component of diseases traditionally de-
scribed as motor, such as motor neuron disease and corticobasal degeneration. Indeed, specific deficits of
action and verb processing in these disorders have played an important role in the emergence of the con-
cept of “embodied cognition”. In psychiatry, the traditional concept of schizophasia as a thought disorder
has been enriched by a linguistic

analysis of schizophrenic language output. Finally, a recent line of research investigates the relation be-
tween language and executive functions by exploring potential effects of bilingualism on cognitive ageing,
age of onset of dementia and stroke outcome.

| propose that all these findings can be integrated into a larger narrative of language as a central system

connecting different cognitive and motor functions, in line with a general shift in emphasis in cognitive neu-
rosciences from isolated centres to complex,interactive networks.
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Formal thought disorder in schizophrenia

Professor David Linden read medicine, classics and philosophy in Germany. He
obtained a DPhil from the University of Oxford for his work on medical ethics in antiquity
and a PhD in neuroscience at the Max Planck Institute for Brain Research. He trained in
psychiatry and has applied structural and functional magnetic resonance imaging (MRI)
and neurophysiological techniques to psychiatric research for the past 18 years. His ear-
lier work has included mapping the neural correlates of auditory hallucinations in schizo-
phrenia and the sources of the P300 component of the event-related potential. He has

' also worked extensively on the neurophysiology and brain structure of schizophrenia
and other mental and neurodevelopmental disorders. Since 2011 he has been Professor of Translational
Neuroscience at Cardiff University. He is also an Honorary Consultant Psychiatrist at Cardiff and Vale Uni-
versity Health Board with special interest in neuropsychiatry (Welsh Neuropsychiatry Service). Current re-
search interests include functional imaging of psychopathology, neural substrates of social cognition, genet-
ic imaging, emotion — cognition interactions, cognitive coordination in working memory, treatment and train-
ing effects on the brain, and neurofeedback.

David Linden is the author of “The Biology of Psychological Disorders” (2012) and “Brain Control” (2014)
and over 100 scientific papers in the fields of biological psychiatry, functional brain imaging, visual and so-
cial cognitive neuroscience, and neurofeedback. He is currently coordinating trials of functional MRI-based
neurofeedback in depression (funded by the Medical Research Council) and Parkinson’s disease. He is
also the coordinator of the European Consortium “BRAINTRAIN”, funded by the European Commission
under the 7th Framework Programme, which develops and evaluates imaging-based neurofeedback meth-
ods for a range of mental disorders. David is a member of the steering committees of the Mental Health
Research Network Cymru and the Neurodegenerative Disorders and Dementia Network (Neurodem) and a
PI of the National Centre for Mental Health. He has a keen interest in links between academic psychiatry
and the NHS and is fostering research collaborations with clinicians across Wales in the areas of neuroim-
aging and cognitive neuroscience. He would like to expand these activities across the UK through the work
of the BNPA.

Abstract

Thought disorder is one of the key features of psychosis and often has disabling and distressing conse-
quences. Formal thought disorder refers to alterations of the structure and speed of thought and speech, in
contrast to delusions, which are mainly characterised by abnormal content of thoughts, although the bound-
aries are fluid. Flight of ideas, perseveration and loosening of associations describe the main components
of formal thought disorder. Flight of ideas describes a state in which people jump from topic to topic without
properly concluding any argument. Perseveration is characterised by fixation on particular themes, repeti-
tive answers and inability to change the mental set. Loosening of associations is observed when patient’s
link topics in their conversation that only have a peripheral semantic relation to each other. Grammatical
structure of their speech is often also affected; in extreme forms (“word salad”) the grammatical relationship
between words can be lost altogether, or speech can become completely stereotypic.

Flight of ideas is often associated with mania, loosening of associations with schizophrenia and persevera-
tion with schizophrenia, autism or dementia, but none of these associations is pathognomonic, and aspects
of formal thought disorder can occur as part of a wide range of neuropsychiatric syndromes. They can also
be induced by certain drugs, particularly ketamine. In this talk | will discuss the definition and clinical
presentation of formal thought disorder, its prevalence and clinical significance and commonly used phar-
macological and psychological treatment approaches. | will present some of the cognitive models that at-
tempt to capture the neuropsychology of perseveration and loosening of associations, for example reversal
learning and associative semantic network dysfunction. Finally | will review the recent debate on the rela-
tionship between loosening of associations and creativity.
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A Clinical approach to Primary Progressive Aphasia

Dr Jonathan Schott MD FRCP, is Reader in Clinical Neurology at the UCL Institute
of Neurology and Honorary Consultant Neurologist at the National Hospital for Neurology
and Neurosurgery, Queen Square, London.

j.schott@ucl.ac.uk

His research interests are centered on translational research in the dementias, and in-
clude: atypical and young onset dementia; genotype/phenotype correlations in neuro-
degeneration; the development and application of imaging and cerebrospinal fluid bi-
omarkers in the degenerative dementias for early, specific diagnosis and disease track-
ing; clinical trials; autoimmune dementia syndromes; and normal and abnormal ageing. He has >140 peer
reviewed papers in the dementia, and edits the Oxford Textbook of Cognition and Dementia. He has grant
funding exceeding £5 million from amongst other Alzheimer's Research UK, the Medical Research Council,
and Engineering and Physical Sciences Research Council. He supervises seven PhD students and is ac-
tively involved in medical education including as NIHR Queen Square Dementia BRU Training Lead, and
member of the RCP Neurology Specialist Certificate Examination Standard Setting Board. He is a member
of the European Academy of Neurology Dementia Panel, deputy chair of the Association of British Neurolo-
gists Cognitive Disorders Advisory Group, and serves on the Advisory Council for the Alzheimer’s Associa-
tion International Society to Advance Alzheimer’'s Research and Treatment (ISTAART). He was awarded
the 2011 Alzheimer's Association de Leon prize in Neuroimaging.

Abstract

Primary Progressive Aphasia (PPA) is a term used to describe a group of degenerative disorders present-
ing with initial progressive language impairment, and is usually considered within the frontotemporal de-
mentia spectrum. PPA is conventionally divided into three major subtypes. Progressive non-fluent aphasia
(PNFA) is typified by hesitant, effortful speech with grammatical errors. Semantic dementia (SD) is charac-
terised by impairments of word-meaning resulting in fluent but progressively empty speech and anomia.
Logopaenic aphasia (LPA) is associated with word finding pauses and impaired repetition of longer phrases
or sentences. In practice however there may be overlap between these syndromes and it may not always
be easy to classify individual patients into one of these three categories; and over time some patients de-
velop behavioural symptoms, motor features constant with a corticobasal syndrome or progressive supra-
nuclear palsy, or rarely motor neuron disease. Whilst MR imaging findings can give important clues to the
diagnosis there is not always a one-to-one correlation. Depending on the clinical phenotype, the underlying
pathology and chance of there being an underlying genetic cause can be established with varying degrees
of certainty. In this talk, an approach to the patient with PPA will be provided, with the focus on how a clini-
cal assessment backed up by imaging and other biomarkers can be used to guide patient management.
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Predicting language outcome and recovery after stroke (PLORAS)

Cathy Price is an expert in the use of structural and functional brain imaging for
understanding cognitive processing in the neurologically healthy and damaged brain. Her
basic training was in Physiology and Psychology and she has a PhD in cognitive neuro-

{ psychology. During her postdoctoral training, she worked on the design and analysis of
the earliest functional neuroimaging studies of language and reading. Since 1997, she
has been funded by the Wellcome Trust to build a functional anatomical model of auditory
and visual word processing that will predict language outcome after brain dam-

age. Cathy has published more than 200 papers in high profile journals and her work
has been very highly cited Her main contributions are in the development of nov-

el methodologies for understanding brain damage and brain activation with these methodologies leading
to novel neuroscientific insights into the neural mechanisms sustaining language and reading. Currently,
her focus is on the clinical translation of her science. In particular, she is developing a clinical tool that will
predict outcome and recovery after stroke on the basis of a structural brain scan.

c.j.price@ucl.ac.uk

Abstract

In recent decades, it has become increasingly clear that the effect of brain damage, after stroke, largely
depends on which parts of the brain have been damaged. Most of the evidence has been gleaned from
neuroimaging studies that have searched high resolution magnetic resonance images (MRI) for brain re-
gions that are damaged in patients who have particular symptoms/functional loss. The results of these
studies, using increasingly sophisticated techniques to overcome age-old challenges, are important for
identifying “structure-function relationships” and functional specificity in the human brain. However, they
are not useful for predicting outcome after brain damage because the structure-function mappings only
arise when effects are averaged over patients; and they are not predictive of outcome at an individual pa-
tient level.

| will describe how we developed a set of procedures that identified lesion-deficit mappings that were con-
sistent across patients. The results show how the time course of recovery can be predicted after stroke for
many patients. Importantly, we are able to identify which individual patients we can make predictions for
(i.e. those whose lesion sites meet the criteria for predictions) and those that we cannot yet make predic-
tions for (i.e. those whose lesion sites have inconsistent outcomes). To improve our predictions for all pa-
tients, we need to consider even larger sample sizes, other sorts of lesion information, as well as metabolic,
demographic and mechanistic markers of recovery potential. The predictions we do have now can be used
to assess the effects of novel therapies where the goal is to show that a new therapy resulted in a faster or
more substantial improvement than expected in the absence of the therapy.

The procedures we have generated will be useful for realistic goal setting, management of patient and carer
expectations, interpreting intervention effects and selecting the right therapy in the future. For example, the
most appropriate therapy might need to take into account the likely longevity of the impairment and the
availability of preserved brain regions to support the recovery process. With an increased sample size, con-
fident individual prognoses could be made for more patients. Our novel methodology can also be used to
identify lesion sites that predict a wide range of functional outcomes after stroke or other types of brain
damage.
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BNPA Medical Lecture
Chair: Adam Zeman

Why two (or more) minds are better than one

Chris Frith is Emeritus Professor of Neuropsychology at the Wellcome Centre for
Neuroimaging at University College London and Research Fellow at the Institute of Phi-
losophy, University of London. Since completing his PhD in 1969 he was funded by the
Medical Research Council and the Wellcome Trust to study the relationship between the
mind and the brain. He was Niels Bohr Visiting Professor in the Interacting Minds project
at Aarhus University in Denmark from 2007-11 and a Fellow of All Souls College Oxford
from 2011-2013. He has published several books, including The Cognitive Neuropsy-
chology of Schizophrenia (Psychology Press, 1992, classic edition 2015) and Making up

“ the Mind: How the Brain Creates our Mental World (Wiley-Blackwell 2007). He is a pio-
neer in the application of brain imaging to the study of mental processes. He has contributed more than 400
papers to scientific journals and is known especially for his work on agency, social cognition, and under-
standing the minds of people with mental disorders such as schizophrenia. For this work he was elected a
Fellow of the Royal Society in 2000 and a Fellow of the British Academy in 2008. c.frith@ucl.ac.uk

Abstract

In 1907 Galton showed that the average of all the guesses for a ‘weight of the ox’ competition was better
than the best individual guess. Such advantages for group decisions are not unique to humans. They are
also observed in insects, fish and birds. The advantage arises from a processing of signal averaging,
through which weak individual signals are enhanced by cancelling out the noise. But how is this achieved
when there is no Galton to do the averaging?

In most cases the averaging emerges spontaneously from a process of automatic alignment. Humans,
however, can achieve a similar result by talking to each other about their perceptual experiences and ac-
cepting the decision of the more confident individual on a trial-by-trial basis. Such discussions rely on an
explicit form of metacognition. We can reflect on our mental processes and report them to others. This is a
two-way process. What we learn about mental processes from others can change our experience and be-
haviour.

In addition to enhancing group decisions, explicit metacognition enables the creation of cultural consen-
sus about aspects of decision-making such as freedom and responsibility. Studies of explicit metacognition
could increase our understanding of the nature of schizophrenia. The lack of insight and resistance to the
opinions of others that are such striking features of psychosis reflect a disorder of this process.
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THE DEBATE
Chair: Adam Zeman

There is room for a soul in the modern concept of the psyche

Rev Dr Alasdair Coles’ position is that we should take seriously that humans have a spiritual life, and that
it is possible to have spiritual disorders masquerading as psychiatric disorders, and likewise that psychiatric
and physical disorders can affect the spiritual life

Anil Seth will argue that we should take peoples’ experiences of selfhood very seriously, in health and
in psychiatric disease (and also when describing spiritual experiences) but that when explaining these ex-
periences we should not appeal to non-physical entities like a soul.

Rev Dr Alasdair Coles is alecturer in neuroimmunology (study of the nervous and
immune system together) at Cambridge University and an honorary consultant neurolo-
gist to Addenbrooke’s and Hinchingbrooke Hospitals. He is involved in research into new
treatments for multiple sclerosis (a disease that causes damage to the nerves). His ama-
teur research interest, in the neurological basis for religious experience, came from man-
aging a small cohort of patients with spiritual experiences due to temporal lobe epilepsy

: "’E"'...E (seizures in the parts of the brain that are involved in speech, memory and hearing). He

=25 has given lectures on this subject at several universities. Alasdair was ordained in the

Church of England in 2008 and is now a curate at St Andrews Church, Cambridge, alongside his medical
and scientific work.

Anil Seth is Professor of Cognitive and Computational Neuroscience at the Univer-
sity of Sussex (since 2012), where he is also Co-Director (with Prof. Hugo Critchley) of
the Sackler Centre for Consciousness Science. He is Editor-in-Chief of Neuroscience of
Consciousness (Oxford University Press), was Conference Chair of the 16th Meeting of
the Association for the Scientific Study of Consciousness (ASSC16, 2012), and is hon-
oured to be on the steering group and advisory board of the Human Mind Project as well

- as member 'at large' for the ASSC. He has a multidisciplinary scientific training, holding
‘" d } degrees in Natural Sciences (BA/MA, Cambridge, 1994), Knowledge-Based Systems

- (M.Sc., Sussex, 1996) and Computer Science and Artificial Intelligence (D.Phil./Ph.D.,

Sussex, 2001). He was a Postdoctoral and Associate Fellow at the Neurosciences Institute in San Diego,
California (2001-2006). He is Editor and Co-Author of 30 Second Brain (lvy Press, 2014), Consultant for
Eye Benders (lvy Press, 2013; winner of the Royal Society Young People’s Book Prize 2014) and contrib-
utes regularly to a variety of media including the New Scientist, The Guardian, and the BBC. He writes the
popular blog Neuro-Banter. His research is (and has been) supported by the Dr. Mortimer and Theresa
Sackler Foundation, the EPSRC (Leadership Fellowship), the ERC, and the Motor Neurone Disease Asso-
ciation.
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1. Cognitive Outcomes for Children Exposed to Valproate In Utero as a Result of Maternal Epilepsy: A System-
atic Review

Authors: Michael Soward. University of Birmingham

Objective: Sodium valproate, otherwise termed valproate, has been suggested in the literature to be associat-
ed with a wide variety of congenital abnormalities. These abnormalities can occur in children as a result of intrauterine
exposure due to maternal epilepsy. Some of these deficits are cognitive in nature. The purpose of this systematic litera-
ture review was to provide evidence of a search that was undertaken in order to gain an understanding of these cogni-
tive deficits. The aim was to assess the quality of the evidence and to draw as concrete conclusions as it permits.
Method: This systematic literature review was performed with adherence to the PRISMA checklist and search
flow. Database searching involved Medline, Embase, PsycINFO, as well as Google Scholar, ClinicalTrials.gov, and
Web of Science.

Results: Results indicate that valproate exposure in utero can lead to deficiencies in intelligence quotient (1Q),
language abilities, cognitive fluency, and originality. Findings also suggest that valproate-exposed children require more
special educational assistance, experience more developmental delay, and are more prone to autism than non-
exposed children and children exposed to other antiepileptic drugs in utero.

Conclusion: The literature provides compelling evidence for cognitive impairment due to valproate exposure
in utero. One advantage of the evidence is that most of the included studies are prospective in nature. However, the
data that they provide should be interpreted with some degree of discretion. Due to ethical considerations and the na-
ture of the topic under investigation, studies can at best provide evidence of an association and cannot show true cau-
sation. Finally, the ethics of prescribing valproate to pregnant epileptics and possibilities for future research are dis-
cussed.

2. The ethics of (mis)representation of functional neurological disorders in public media

Authors: Alistair Wardrope, Markus Reuber. University of Sheffield

Objective: To describe two different cases of misrepresentations of functional neurological disorders in mass
media (television) and review ethical issues faced by the health professional on viewing these.

Method: Case series, narrative review and conceptual analysis

Results: In the first case, a documentary shows emergency management of an individual in apparent status
epilepticus who receives intensive invasive management. Follow-up in the documentary suggests the patient retains a
diagnosis of epilepsy. However a viewing clinician believes the attack displayed to be non-epileptic in nature. The sec-
ond case concerns the talk show appearance of a woman experiencing functional neurological symptoms including
memory loss and weakness. During the course of the interview, several incorrect statements regarding the aetiology,
management and prognosis of functional neurological disorders are made that may lead to inappropriately catastrophiz-
ing interpretations of the condition. A viewing clinician is concerned about the effect of these misleading statements on
others who may experience similar symptoms.

Such cases raise challenging questions regarding clinical workers’ professional responsibilities in ‘informal’ contexts
outside established professional-patient relationships, and their relationship with health journalists in mainstream me-
dia. The clinician must deliberate whether and how to engage with: the patients involved; the teams responsible for
their care; the media outlets producing the content; and the viewing public. We find neither internalist approaches to
professional responsibility (such as virtue ethics or care ethics), nor externalist ones (such as the ‘social contract’ mod-
el) are able adequately to engage with such situations — the former invoking norms grounded in pre-existing profession-
al-patient relationships, the latter’s guidance being too abstract. We explore these questions through an instrumental-
ised virtue ethics, emphasizing the non-complacency and practical wisdom of virtue ethics, but grounding the normative
authority of virtue in a physician’s wider responsibility to serve public health.

Conclusion: Health workers’ caring responsibilities extend beyond established professional-patient relationships to
informal encounters, but must be acted on in a way sensitive to the concrete particulars of the individual case, and to
the limitations of the health worker’s knowledge. Health workers can also promote better health through working toward
public understanding of conditions in their field, and should engage with healthcare journalists to convey how specific
vulnerabilities of patients experiencing conditions they are expert in lead to moral hazard.
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3. Non-epileptic seizures in the emergency department: an audit

Authors: Sophie Fitzsimmon, Lisa Page, Julia Aram. Cardiff University

Objective: Non-epileptic seizures (NES) commonly present via the emergency department (ED) and may lead to inap-
propriate and/or costly treatment. This baseline audit aimed to determine the prevalence of NES presenting to the ED
of the Royal Sussex County Hospital, a tertiary centre in Brighton, over the course of one year. It also recorded whether
these patients were being flagged on the electronic patient records (EPR) system and what management they received.
Method: A list of all patients presenting to the ED over a 1-year period with any of the keywords ‘seizure’ fit’
‘epilepsy’ in the presenting complaint was generated using the EPR system. We classified the seizures as epilepsy,
NES, mixed, secondary, or awaiting diagnosis by: searching electronic discharge summaries and electronic psychiatry
patient records, cross-checking with neurology and neuropsychiatry services, and notes review. Once the NES patients
were identified, we quantified the number who had been flagged on the EPR and recorded the management they re-
ceived during their hospital admission.

Results: Out of 1242 presentations of seizures to the ED over the course of a year, 101 were NES (8.1%). This
accounted for 42 of 908 patients who presented with seizures (4.6%). 13 of these patients were flagged on the EPR
system. 43% of this group of NES patients attended the ED more than once over the course of the year. There were 31
admissions of NES patients over the year (45.2% with a known diagnosis of NES at admission, 54.8% without a firm
diagnosis), ranging from 1 to 33 days in length. Those with a firm diagnosis of NES at the time of admission had an
average length of stay of 2 days and had no emergency calls put out; those without a firm diagnosis had an average
length of stay of 6 days and 3% had between 1 and 4 medical emergency calls during their admission.

Conclusions: Non-epileptic seizures make up an important proportion of seizure presentations to the ED, and these
patients commonly re-present. It is important that such patients are flagged with a clear management plan in place if
the diagnosis of NES is established, and if needed neurological and neuropsychiatric assessment is not delayed in or-
der to minimize harmful interventions and length of stay.

4. A new era in psychiatry: ECT and/or plasmapheresis? A new case of anti-NMDA antibodies with isolated
psychiatric

Authors: Dr Jessica Gough, Dr Jan Coebergh, Dr Brunda Chandra, Dr Naji Tabet, Dr Ramin Nilforooshan, Brain
Science Research Unit, I, Lyne, Chertsey, Surrey KT16 OAE, United Kingdom

Objective: To present a new case of anti-NMDAR positive autoimmune encephalitis treated with electroconvulsive
therapy and to review the recent literature and published case reports.

Method: Autoimmune encephalitis is a poorly understood condition that can present with a combination of
neurological and psychiatric symptoms, either of which may predominate. There are many autoantibodies associated
with a variety of clinical syndromes — anti-NMDAR is the commonest. Currently, the most widely used therapy is prompt
plasmapheresis and steroid treatment (and tumour resection if indicated), followed by second line immunosuppression
if this fails. Given the growing awareness of autoimmune encephalitis as an entity, it is increasingly important that we
consider it as a potential diagnosis in order to provide timely, effective treatment. We discuss several previously pub-
lished case reports and one new case. These reports examined the effects of ECT on patients with autoimmune en-
cephalitis, particularly those in whom psychiatric symptoms are especially debilitating and refractory to standard treat-
ment. We also discuss factors predicting good outcome and possible mechanisms by which ECT may be effective.
Results: Numerous cases, such as those presented by Wingfield, Tsutsui, Florance, Sansing, Braakman and
Matsumoto, demonstrate effective use of ECT in anti-NMDAR encephalitis patients with severe psychiatric symptoms
such as catatonia, psychosis, narcolepsy and stupor who had failed to respond to standard treatments alone. We also
present a new case of a 71 year old female who presented to a psychiatric unit initially with depression, which escalat-
ed to catatonia, delusions, nihilism and auditory hallucinations. After anti-NMDAR antibodies were isolated, she was
treated by the neurology team with plasmapheresis and steroids, with a partial response. She received multiple ses-
sions of ECT and her psychiatric symptoms completely resolved and she returned to her premorbid state.
Conclusions: In conclusion, there is a growing body of evidence that ECT is effective in treating neuro-
psychiatric symptoms of autoimmune encephalitis. Hence, it is reasonable to suggest that it should be considered as an
alternative or adjunct to standard immunosuppressive therapies. There is a difficulty in differentiating between
‘functional’ causes of psychosis and the psychosis seen in anti-NMDAR encephalitis which may lead to some patients
being treated inappropriately with anti-psychotics for possible schizophrenia or mood disorder rather than immunomod-
ulatory treatments. It is, therefore, crucial for clinicians to be aware of the potential for patients to present to either psy-
chiatry or neurology services so that timely diagnosis is made and appropriate treatment administered promptly.
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5. A pilot group intervention to treat chronic functional conditions

Authors: Dr. Nikki Scheiner, Dr. Sarah Cohen, Amanda Agyare, Mica Rosen, Shrodells Unit, Watford General
Hospital, United Kingdom

Objective: To improve affect regulation, increase physical and social functioning, and reduce health care utili-
zation in patients with functional motor, sensory, and physical disorders, and/or chronic health anxiety.

Method: Following a biopsychosocial assessment at The Persistent Physical Symptoms Clinic, patients were
invited* to enroll in a 12 week group therapy programme (the Programme). Designed on principles of CBT and ACT
(Acceptance & Commitment Therapy), the Programme combined psycho-education, behavioral experiments, cognitive
reframing and Mindfulness. Pre-group and weekly validated measures (EQ-5DL, WEMS, SEPS) were collected, togeth-
er with data about health care utilization in the previous year. Patients with Health Anxiety additionally completed the
Health Anxiety inventory (HAI).Individuals’ health beliefs and behaviors were recorded, along with historical and recent
stressors (childhood/adult trauma, family physical and mental health status, financial worries). Alexithymia - a trait impli-
cated in the impaired development of emotional neural structures, (Kano & Fukudo, 2013; Shibata et al, 2014) — was
assessed using the TAS-20. Discussion of individual conditions (including NEAD, Conversion, Movement, Gastro-
intestinal, Pain, and Respiratory disorders) was discouraged during the sessions, both to avoid iatrogenic perpetuation
through fostering a ‘competitive’ ethos and to keep participants recovery-focused. Expanding psychological flexibility
was encouraged in order to enhance acceptance and facilitate change. Learning to identify and name emotions related
to their experience of illness helped patients establish links between affect and behavior (e.g. anger with self, health
professionals, and family, lack of exercise, isolation). Role play developed assertiveness skills, whilst experiential exer-
cises - guided-relaxation and compassionate mindfulness - aimed to reduce somatosensory amplification ((Derakshan,
Eysenck & Myers, 2007; Edwards & Bhatia, 2012). Patients drew on their own values to design goal-based behavioral
experiments for inter-session practice. Dysfunctional cognitive styles implicated in both low mood and the exacerbation
of functional conditions - dichotomous thinking, catastrophizing and over-generalizing (Lumley, Neely, & Burger, 2007)
were challenged, using humor as appropriate. Resilience skills were inter-woven with relapse-prevention techniques.
An individual review was offered half-way through the Programme. *Non- English speakers &/or patients currently ex-
periencing psychotic symptoms were excluded.

Results: Participants who completed the group recorded decreases in health utilization, isolation and anxiety,
and an improvement in perceived control over their symptoms , quality of life, and inter-personal skills.

Conclusion: Preliminary results include reduced hyper-vigilance and symptomatology. Narcissistic traits are barri-
ers to progress. OT physiotherapist input would enhance the Programme.

6. Brain injury Rehabilitation: Audit of a Neuropsychiatry Liaison Service

Authors: Dr Moira Graham (ST4 General Adult Psychiatry, Paul James (Clinical Nurse Specialist), Dr Kevin Foy
(Consultant Neuropsychiatrist)

Objective: Since 2013, rehabilitation after brain injury has been coordinated in Cheshire and Merseyside
through a rehabilitation network. The network consists of four rehabilitation units: a Level One hyper-acute ward and
complex rehabilitation unit within the Walton Centre and two Level Two spoke rehabilitation units within Liverpool and
St Helens, in addition to a Community Rehabilitation Team. An inpatient Liaison Neuropsychiatry service consisting of a
Consultant Neuropsychiatrist and a Clinical Nurse Specialist cover the units.

Method: Electronic patient records were searched for information pertaining to Neuropsychiatry reviews un-
dertaken on patients in the rehabilitation units. Data were collected on the number of reviews, diagnoses, previous psy-
chiatric history, number of injuries due to suicide attempts, capacity assessments performed and number of subsequent
referrals to Community Mental Health Teams (CMHT).

Results: Over a twelve month period, a total of 174 patients were reviewed by the Neuropsychiatry Liaison
Service. 29.9% (52) of those patients had a past psychiatric history and indeed 4 of them had sustained their brain inju-
ry due to a suicide attempt. The patients were reviewed an average of 5 times during their stay on the rehabilitation
unit. Capacity assessments were performed on 20 patients. The most common diagnoses seen were adjustment reac-
tion, depression, delirium and anxiety. Of the patients reviewed, 11.5% (20) were subsequently referred on to CMHT.
Conclusion: This study shows the importance of Neuropsychiatry provision within Inpatient Rehabilitation
units and the high level of psychiatric conditions within patients who suffer an acquired brain injury.
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7. Psychogenic non-epileptic seizures and functional motor symptoms: a common aetiopathology?

Authors: Benedetta Demartini, Diana Goeta, Valentina Barbieri, Lucia Ricciardi, Maria Paola Canevini, Kathe-
rine Turner, Armando D’Agostino, Luigi Romito, Orsola Gambini, Milano, Italy

Objective: Recently, few studies have tried to compare patients affected by psychogenic non-epileptic seizures
(PNES) and patients affected by functional motor symptoms (FMS) from a demographic, clinical and psychological an-
gle. Nevertheless, as far as we are aware, no previous study has compared those two groups from an aetiopathological
point of view. The aim of our study was to assess levels of dissociation and its subcomponents (detachment and com-
partmentalization), alexithymia and interoceptive sensitivity in patients with PNES and in patients with FMS.

Method: We conducted a cross-sectional study recruiting 20 patients with PNES, 20 patients with FMS and 20
healthy subjects as a control group. All subjects underwent: Dissociative Experience Scale (DES), Somatoform Dissoci-
ation Questionnaire SDQ-20), Cambridge Depersonalization Scale (CDS), Toronto Alexithymia Scale (TAS-20), Hamil-
ton Rating Scale for Depression (HAM-D), Hamilton Rating Scale for anxiety (HAM-A), heart beat detection task.
Results: Our data suggest that PNES group scored significantly higher than the healthy control group on a
measure of detachment CDS). As a result also the DES score, which is a measure of psychoform dissociation, was
significantly higher that the healthy control group. On the other hand patients affected by FMS scored significantly high-
er than the healthy control group on a measure of compartmentalization but were no more likely to report experiences
of detachment on the CDS. Our data suggest that patients affected by PNES and FMS are significantly more alexi-
thymic than healthy controls, with a third of them patients reaching full criteria for alexithymia.

Conclusion: We propose a model where a different stressor (psychological for PNES and physical for FMS)
leads to the development of the specific symptom through specific aetiopathological mechanisms.

8. Cognitive and Psychiatric Comorbidities in Patients with Vestibular Disorder.

Authors: L. J. Smith (The University of Kent), D.T. Wilkinson (The University of Kent), S. Surenthiran (Medway
NHS Foundation Trust), M. Bodani (Kent and Medway NHS and Social Care Partnership Trust), School of Psychology,
The University of Kent, Canterbury, CT2 7NP, United Kingdom

Objective: It is becoming increasingly clear from a variety of clinical and laboratory approaches that the hu-
man vestibular system not only regulates autonomic activity but also influences higher level processes. To help under-
stand the nature of these higher-level interactions, we investigated the prevalence of cognitive, psychiatric and fatigue
disturbances in a sample of 100 patients with primary vestibular disorder. The nature of this relationship and the varia-
bles influencing it were also explored.

Method: A comprehensive neuropsychological assessment battery, including measures of depression, anxie-
ty, depersonalization, fatigue, sleep, memory, attention and executive function was completed by patients at their initial
neuro-otology appointment. Neurological questionnaires and balance function tests were also administered.

Results: Unexpectedly, nearly all patients showed evidence of clinical impairment on most tests. Symptoms of
fatigue, anxiety and working memory impairment were especially prevalent in the sample (over 50% fell outside the
normative cut-off). Age, visual dominance, and previous access of psychological support were all significant predictors
of the presence of these comorbidities.

Conclusion: These finding suggest that the vestibular system exerts a much wider influence on cognition and
affect than previously indicated, and underlines the need for broader clinical diagnosis, assessment and management
in patients who present with balance complaints.

9. Screening of neuropsychiatric symptoms in patients with Parkinson’s disease in a UK general practice
Authors: Thomas Cronin, Sean Gallagher

Objective: Neuropsychiatric symptoms are common in Parkinson's disease (PD) and have important conse-
quences for quality of life and daily functioning. Amongst the most frequent are dementia, depression, anxiety and psy-
chosis. By contrast with the motor symptoms of PD, these problems are often poorly recognized and inadequately treat-
ed. The first step towards their management is identification. Therefore, a service evaluation was undertaken, at a UK
general practice, with the aim to identify the proportion of patients who are screened for the common neuropsychiatric
manifestations of PD.

Method: The electronic medical records of 12 915 registered patients at one UK general practice were searched
for read codes relating to PD and dopaminergic drug use. This identified twelve patients with a diagnosis of idiopathic
PD. The notes of these patients were then reviewed to determine whether any form of screening had taken place in the
last year regarding dementia/cognitive impairment, depression, anxiety, sleep disturbance and hallucinations.

Results: In the last year, 83% (n=10) of identified patients had seen a GP. For these patients, the average num-
ber of visits was 5.4 range 2-11). Screening in relation to dementia was documented in 1 patient, to depression in 2
patients, to anxiety in patients, to sleep in 2 patients and to hallucinations in 1 patient.

Conclusion: In patients who had visited their GP in the last year, there was a low proportion of documented
screening for the common neuropsychiatric symptoms occurring in PD. Although these patients may not be consulting
about issues relating to PD, given the significance of neuropsychiatric symptoms, opportunistic screening should be
considered. A presentation of these results has been delivered to the GPs at this practice and a service evaluation will
be performed again next year.
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10. Retrospective survey of epilepsy and anticonvulsant usage in patients with Acquired Brain Injury (ABI) at a
National Rehabilitation Hospital.

Authors: Dr. Aaisha Khan, Dr. Paul Carroll, National Rehabilitation Hospital, Rochestown Avenue (NRH), Dun
Laoghaire Co. Dublin, Ireland

Objective: There is alack of data with regard to the epidemiology of epilepsy in patients admitted to the NRH.
Developing the knowledge base is likely to help inform prescribing practice, risk discussion, education of patients and
staff thereby improve care and clarity of communication both to people with epilepsy and those involved in supporting
them.

This study aimed to gather data on:

1,Epidemiology of seizures/epilepsy relating to in-patients at the

2, NRH, Anticonvulsant prescribing practice

Method: .A proforma was developed identifying key factors pertaining to epilepsy/seizures. This was piloted on 5 cases
and amendments made. .Discharge letters of all patients with ABI, discharged between 1/1/14-31/12/14 were analyzed
retrospectively using this proforma and data extracted.

Results: A total of 279 discharge letters were examined (181M, 98F). 52 patients had a diagnosis of epilepsy at
the time of admission. 42 patients (36M, 16F) had a diagnosis of secondary epilepsy and 10 a diagnosis of primary
epilepsy. Of the 42 cases, 23 had had neurosurgical intervention post brain injury. Secondary epilepsy occurred with
greater frequency in patients with traumatic brain injury (n= 20), haemorrhagic stroke n= 7), brain space occupying le-
sion (n=7) as compared to ischemic stroke patients (n =3). 43% % (n=120) individuals were on anticonvulsants at ad-
mission for diverse reasons, mostly seizures 15.8 % (n= 44) and neuropathic pain 10 % (n= 28). In 33 patients out of
120, no clear indication was evident for their anticonvulsant prescription. Most frequently prescribed anticonvulsants
were levetiracetam 21% (58), pregabalin 7.52 % (21), sodium valproate 4.65 % (13) , and gabapentin 2.86% (8). Elev-
en patients had seizures during admission and in three, seizures occurred during weaning of anti-convulsants. Seizure
rescue medication i.e. buccal midazolam was prescribed for 7 of 279 on discharge.

Conclusion: Secondary epilepsy is common in this population examined. It was more prevalent in those who
underwent neurosurgical intervention. Seizures and neuropathic pain were main reasons to be on anticonvulsants. Le-
vetiracetam was the most commonly prescribed agent. Weaknesses of the study were the retrospective study design,
the poverty of detail on seizure type, reasons for prescription of anticonvulsants and reliance on accuracy of discharge
letters. Qualitative work is needed to look at experience of epilepsy in this group with long term follow up to help inform
education, discussions and treatment.

11. Forensic issues in adult attendees to a specialist Tourette syndrome service

Authors: Michael D. Moore, Jeremy S. Stern, Katerina Fernandova, Kavetha Sundaram, Helen Simmons

Department of Neurology, St George's Hospital, Blackshaw Road, London SW17 0QQ, United Kingdom

Objective: To examine the frequency of forensic issues in patients attending a Tourette’s syndrome (TS) clinic
in relation to comorbid conditions and other possible risk factors.

Method: Clinical notes of 223 attenders over the age of 17 to the Tourette syndrome clinic at St George’s Hospi-
tal were analysed. The information recorded for each patient included diagnoses (including co-morbidities), illicit drug
usage, forensic history, family history of criminality. For the purposes of this study ‘forensic issues’ included any formal
interactions with the police, including cautions.

Results: Of the 223 patients, 71% were male, 39 had forensic Issues (17.5%) of which 8 had received prison
sentences, including 2 suspended sentences. Tic severity was not recorded in a uniform way for all patients, but 79%
were rated on a clinicians’ global impression, as severe in 19% of forensic cases v 10% of controls (NS). Comorbid
conditions were more prevalent in the presence of forensic issues: Oppositional Defiant Disorder (ODD) (31% v 13%
*significant), Conduct Disorder diagnosed as a child (CD) (18% v 2% *), Attention Deficit Hyperactivity Disorder (ADHD)
(67% v 41% *), Obsessive Compulsive Disorder (40% v 27% NS) and depression (26% v 22% NS). Personality disor-
der was recorded in only 5/223 (2.2%) patients as a whole and was almost certainly clinically under-ascertained. Sub-
stance misuse was seen in 59% of the forensic group v 22% of controls * including cannabis (n=54) ,MDMA (21), co-
caine (18), amphetamine (10), prescription drugs (4), LSD (3), “acid” (3), ketamine (2), “mushrooms” (2), solvents (1).
Those receiving prison sentences all had multiple co-morbidities. A family forensic history was seen in 21% v 11% of
controls (NS).

Conclusion: These data showed that 17.5% of this predominantly male patient group had had forensic issues.
It is difficult to assess the significance of this figure as there could be important psychosocial factors that have not been
included in the analysis and in some cases police involvement was in a phase of life earlier than the clinical assess-
ment. We included a wide range of seriousness of offences/alleged offences. We found significantly increased ODD
and CD (childhood diagnoses), ADHD and substance misuse in the forensic group but not a significantly higher propor-
tion of severe tic disorders. In common with the general forensic literature, these are risk factors that could be actively
addressed in the younger age group eg parenting programmes, CBT for impulsivity and multisystemic therapy.
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12. Self-Help for Medically Unexplained Symptoms: a Systematic Review and Meta-Analysis

Authors: Anne van Gils, Robert A. Schoevers, Irma J. Bonvanie, Jeannette M. Gelauff, Annelieke M. Roest, Ju-
dith G.M. Rosmalen, University Medical Center Groningen, PO Box 30001, Groningen 9700 RB, Netherlands
Objective: Medically unexplained symptoms (MUS), which are highly prevalent in all fields of medicine, are
difficult to treat. Psychological treatments have shown modest effects, but these are costly, time consuming, and not
easily accessible. Self-help interventions might overcome these barriers. The primary aim of this systematic review and
meta-analysis was to assess the efficacy of self-help interventions for adults with MUS.

Method: Relevant studies were identified by searching electronic databases (PubMed, Embase, PsycINFO, and
CINAHL from inception to May 2014) and scanning reference lists of included articles and related reviews. Two re-
searchers independently selected randomized controlled trials comparing self-help to usual care or waiting list in adults
with MUS. Data were extracted independently by two researchers using standardized forms. Standardized mean differ-
ences (Hedges’ g) were pooled using a random-effects model. Studies were critically appraised using the Cochrane
‘risk of bias assessment tool’. Outcomes were symptom severity and quality of life directly post-treatment and at follow-
up.

Results: Out of 582 studies identified, 18 studies met all inclusion criteria. Studies were heterogeneous with
regard to patient populations, intervention characteristics, and outcome measures. Compared to usual care or waiting
list, self-help was associated with lower symptom severity (17 studies, n = 1894, g = 0.58, 95% C10.32-0.84, p
<.001) and higher QoL (16 studies, n = 1504, g = 0.66, 95% CIl 0.34 — 0.99, p <.001) directly post-treatment. Similar
effect sizes were found at follow-up. A high risk of bias was established in the majority of included studies. However,
sensitivity analyses suggested that this did not significantly influence study results. Funnel plot asymmetry indicated
potential publication bias.

Conclusion: Self-help is associated with a significant reduction in symptom severity and improvement of QoL. Due to
the suboptimal methodological quality of the majority of included studies, further research is needed to confirm the find-
ings of this study. For future studies we recommend the use of uniform and validated measurement instruments, inclu-
sion of follow-up assessments, and performance of intention-to-treat analyses.

13. Underprovision of behavioural therapies for Tourette syndrome.

Authors: Katerina Fernandova, Jeremy S. Stern, Michael D. Moore, Helen Simmons Department of Neurology,
St George's Hospital, Blackshaw Road, London SW17 0QQ, United Kingdom

Objective: To assess the unmet need for comprehensive behavioural intervention for tics (CBIT) and habit re-
versal therapy (HRT) in adults and children with Tourette Syndrome.

Method: Patients with Tourette Syndrome who attended the St George's clinic between

2004 and 2015 were selected for the study (Total 388). Basic clinical characteristics and the status of CBIT/HRT was
assessed for each case. It was classified as being: (1) recommended by the clinician, (2) directly referred for therapy,
(3) actually received therapy, (4) stated not suitable as not indicated for reasons such as significant learning difficulty or
implied lack of availability of therapists or (5) explicitly stated to be inaccessible for the patient or (6) not mentioned at
all in the notes.

Results: Of the 388 patients 24% were female and 76% male. 41% were adults and 56% were children of 17
years and under.

In total only 111 (29%) had behavioural therapy mentioned in their clinical notes. This has increased over the years with
an increase from 6% in adults in 2005 to 43% in 2015 and from 11% in children in 2005 to 78% in 2015.

23 patients (6%) were categorised as not suitable.

Behavioural therapy was recommended but not eventually provided to 31 of these patients (8%). In a further 35 pa-
tients (9%), behavioural therapy was deemed inaccessible by the clinician to begin with, before any attempt was even
made for a referral.

Only 18 (5%) patients were actually referred for behavioural therapy and 4 (1%) patients out the total 388 received be-
havioural therapy (2 children and 2 adults) although missing notes may have reduced this number.

Conclusion: Behavioural therapies are an evidence-based treatment for Tourette syndrome. The data presented
here were extracted from clinical notes and were not collected prospectively for this purpose so it was often difficult to
know if clinicians omitted explicit mention of CBIT/HRT because of lack of availability or on the basis of patient selec-
tion. Increasing interest over the years is however demonstrated here by an increasing focus in the patient notes, but
there is still very little access to this form of treatment, a national problem. Anecdotally, many more referrals have been
made for children from this clinic to another centre in the last 12 months. Under provision in the NHS of specialized
psychological services for Tourette syndrome needs to be urgently addressed.
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14. Recovery of pre-morbid levels of functioning after grade Il diffuse axonal injury following severe TBI.
Authors: Lazaro Perlado, Larrea-Urrutia A, Ojeda, N, Miranda Artieda, ZM. , Brain Injury Rehabilitation Unit; Hospital
Gorliz; Osakidetza/Basque, Health Service.

Objective: To present a case of complete functional recovery, achieving pre-morbid levels of functioning, after
sustaining a severe v TBI (GCS: 8; PTA: 9 days) with neuro-radiological evidence of grade Il diffuse axonal injury.
Method: A 32 year old, right handed manager of a shipping company was referred to our unit for neuro-
rehabilitation following a severe TBI in a road traffic accident (RTA), 13 days previously. Within 24 hours post-TBI a
brain CT Scan and a brain MRI T1, T2, FLAIR and DWI sequences) at 2 weeks were performed. The patient underwent
full neuropsychological assessment, 14 weeks post-TBI, to evaluate his premorbid IQ using the Test of Word Accentua-
tion (Spanish) and the Vocabulary subtest of the Wechsler Adult Intelligence Scale Il version (WAIS IIl). His current 1Q
was assessed using the WAIS 11l full scale. The Barcelona Test —revised version assessed his language ability. Execu-
tive function was evaluated using the Stoop Test, Trail B and the Wisconsin Card Sorting Test (WCST). He was dis-
charged with out-patient follow-up 3 weeks after the RTA. Out-patient neuropsychiatric review took place at 6, 20
weeks post-TBI and by telephone at 6 months.

Results: The patient made an excellent physical recovery with no neurological focal signs detected on dis-
charge. The initial brain CT Scan was reported within normal range. Brain MRI (T2, FLAIR, DWI) revealed bilateral
frontal hyperintensities in subcortical white matter, anterior splenium, posterior corpus callosum (CC), left internal cap-
sule extending to the cerebral peduncle and left dorsolateral mescenphalon, compatible with non-haemorrhagic diffuse
axonal damage (grade II).Pre- morbid 1Q was estimated in the “above average” range. He scored in the “high or superi-
or” range in all the rest of the tests of current cognitive performance (percentile range 77-96). Neuropsychiatric assess-
ment found no evidence of neuropsychiatric or behavioral problems, only referring mild fatigue at 20 weeks follow-up.
He gradually returned to work and was working full time at 6 months follow-up, referring improvement in his fatigue.
Conclusions: Complete recovery after grade Il diffuse axonal damage is achievable.

15. Dissociation of conceptual knowledge of social behavior and the knowledge of its consequences in fronto-
temporal lobar degeneration

Authors: Roland Zahn, Sophie Green, Helen Beaumont, Alistair Burns, Jorge Moll, Diana Caine, Matthew Lam-
bon Ralph

Objective: The objective assessment of socially inappropriate behavior in patients with frontotemporal lobar
degeneration (FTLD) is difficult and hampered by its elusive cognitive basis. Neuropsychological tests of social cogni-
tion such as complex theory- of-mind tasks are unlikely to be helpful for early differential diagnosis in the future, be-
cause patients with non-neurological disorders show impairments on these tasks and they are confounded with general
executive abilities. Here, we used a newly developed test of the knowledge of the consequences of social behavior to
investigate whether this can be impaired in patients with FTLD relative to a previously developed test of social concep-
tual knowledge.

Method: We included 19 consecutive patients with features of bvFTD or SD. Based on their background neuro-
psychological tests and neuroimaging features, we classified patients into those with primary neurodegeneration of the
anterior temporal lobes (ATL group, n=12), those with primary neurodegeneration outside the ATL (non-ATL group,
n=5) and those with global impairment or atrophy (n=2).

Results: As predicted, we found conceptual knowledge of social behavior to be impaired in the primary ATL
group whilst knowledge of its long-term consequences was relatively preserved compared with the non-ATL group. In
contrast, the non-ATL group showed impaired performance on the task probing knowledge of long-term consequences
with relatively better conceptual social knowledge compared with the ATL group.

Conclusions: This shows that conceptual and sequential knowledge of social behavior are dissociable and are
likely to independently contribute to socially inappropriate behavior. Short versions of these social conceptual and se-
quential knowledge tests are therefore promising tools for improvement of differential diagnosis when added to stand-
ard test batteries.

www.bnpa.org.uk




British Neuropsychiatry Association 29th AGM - Royal College of Surgeons, Lincolns Inn Fields, London

Members’ Posters

16. Post-surgical psychopathology after epilepsy surgery: a follow-up study

Authors: Ana Velosa, MD , Bruno Sillva, MD, Bernardo Barahona-Corréa, MD, PhD, Hospital Egas Moniz - Depar-
tamento de Psiquiatria e Saude Mental, Rua da Junqueira 126, Lisbon 1349-019, Portugal

Objective: Adults with refractory epilepsy proposed for elective ablative surgery have a high prevalence of in-
terictal psychopathology, mostly due to mood and anxiety disorders. Most studies show post-surgical remission of de-
pressive and anxiety symptoms in a significant percentage of patients, although de novo psychopathology after surgery
has also been described: affective disorders (4-18.2% of the cases), anxiety disorders (7-13%) and psychotic symp-
toms (1-5%). In the present study we assessed the incidence of the novo psychopathology and the evolution of pre-
existing psychopathology in a sample of epilepsy patients submitted to ablative surgery.

Method: 13 consecutive adult patients with refractory epilepsy, eligible for ablative surgical treatment, were
assessed pre-operatively (unstructured psychiatric interview and Mini International Neuropsychiatric Interview) and on
repeated occasions post-operatively for a variable period of time.

Results: We followed up 4 men and 9 women. Mean age at the time of surgery was 40,7 £+ 3,7 years. We divided
the post-surgical follow-up period in three phases: immediate (first 4 weeks), intermediate (2-12 months) and late (> 12
months). Psychopathology was a frequent occurrence in the immediate (53.8% of cases), intermediate (41.7%) and
late (85.7%) post-operative period. We found no association between pre-surgical psychopathology and surgery out-
come in terms of epilepsy remission. We found an association between female gender and psychopathology in the first
year post-surgery (p= 0,038; x2=4,29). No gender effects were found in terms of pre-surgical psychopathology or psy-
chopathology in the immediate or late post-surgical period. Hippocampectomy plus amygdalectomy was associated
with a higher incidence of psychopathology in the first month and in the first year after surgery (6/8 vs 1/5, x2=3,75; p=
0,053 and 5/7 vs 0/5, x2=6,12; p= 0,013, respectively). None of the four patients submitted to amygdalectomy with hip-
pocampus sparing developed any psychopathology in these two post-surgical periods (x2=6,74; p= 0,009 e x2=4,29;
p= 0,038, respectively). Left hemisphere interventions were also associated with increased risk of late (i.e., >12 months
post-surgery) depression in this sample (2/2 vs. 1/5, x2=3,73; p= 0,053). Preoperative psychopathology was significant-
ly associated with psychopathology in the first 12 months post-surgery (3/3 vs 2/9, p= 0,018; x2=5,6), but not in the
immediate or late post-surgical periods. Pre-surgical psychopathology was associated with a higher incidence of major
depression in the first year post-surgery, but not in the late post-surgical period. We found no association between post-
surgical persistence of epileptic seizures and depressive psychopathology. Severe mental disorders following epilepsy
surgery occurred in two distinct presentations: hyper-acute, short-lived severe syndromes that occurred in the first 4
weeks post-surgery, with psychotic symptoms, dysphoria and suicidal or homicidal ideation (3 cases); late psychotic
syndromes with insidious development more than 12 months after surgery (3 cases, two of them with no previous histo-
ry of mental iliness), with predominantly depressive psychotic symptoms. We found no association between the former
and the latter cases. One of the immediate post-surgery cases had a history of psychosis prior to the surgical interven-
tion. All three cases developing in the immediate post-surgery period had been submitted to left Hippocampectomy plus
amygdalectomy (x2=3,34; p= 0,067). These patients were also younger than the remaining sample (32+3 vs. 43+14,6,
t=2,3; p=0,043). Two of the 3 cases with pre-surgical psychotic syndromes remitted after surgery.

Conclusion: The relation between psychopathology and surgical treatment of epilepsy is difficult to establish
or to predict, and differs amongst individuals. Literature shows that anxiety/depressive disorders are the most frequent
psychopathologic occurrence in all post-surgical phases; that previous existence of psychopathology predicts its occur-
rence within a year from surgery; and that in some patients surgery was followed by epilepsy remission and previous
psychopathology. In contrast with some of the previous literature on this subject, we observed that the type of interven-
tion influences psychopathology evolution; and that hippocampectomy plus amygdalectomy is associated with higher
incidence of psychopathology within a year from surgery. Left-hemisphere intervention may be associated with a higher
risk of late depression, which is in line with the results of the abundant research on the relation between left-
hemisphere lesions and depressive psychopathology. On the contrary, hippocampus sparing may have protecting ef-
fects in what concerns post-surgical psychopathology.

The first four weeks seem to be a risk period for the occurrence of severe hiper-acute psychopathology, an observation
that has not been described in literature. Such syndromes are unsystematized, self-limited, and potentially dangerous.
Their occurrence is difficult to predict, in spite of the possible association with more extensive interventions
(hippocampectomy plus amygdalectomy) and younger age.

Conclusions are limited by small sample size. The incidence of late psychopathology may have been overestimated
due to referral bias. It seems advisable that epilepsy surgery patients without psychopathology are observed in neuro-
psychiatry at least twice within a month from surgery, monthly within a year, and at least every six months after the first
year.
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17. Depressive symptoms in Tourette syndrome: A controlled study

Authors: Andrea E. Cavanna, John C.P. Piedad, Department of Neuropsychiatry, BSMHFT and University of
Birmingham, The Barberry National Centre for Mental Health, 25 Vincent Drive B15 2FG, United Kingdom

Objective: Affective symptoms are frequently reported by patients with tic disorders and Tourette syndrome in
particular. Depression in the context of Tourette syndrome is likely to be aetiologically multifactorial and phenotypically
heterogeneous. Despite the known impact of depression on health-related quality of life of patients with neuropsychiat-
ric disorders, little research has been conducted on the clinical aspects of affective symptoms associated with Tourette
syndrome. We set out to assess the clinical phenomenology and severity of depressive symptoms in adult patients with
Tourette syndrome compared to adult patients with major depression and healthy controls.

Method: The Beck Depression Inventory (BDI) was used to collect self-report ratings of depressive symptoms
from 65 patients with Tourette syndrome (BDI-Il), 293 healthy controls (BDI-IA) and 696 patients with a lifetime diagno-
sis of recurrent major depressive disorder (BDI-IA). All clinical diagnoses were validated by DSM criteria and direct
comparisons were possible for 14 out of the 21 BDI items. Patients with Tourette syndrome were recruited at a special-
ist tertiary referral clinic, whereas patients with a primary diagnosis of depression and healthy controls were extracted
from a large multicentre research database developed for the investigation of genetic and non-genetic determinants of
affective disorders.

Results: Patients with Tourette syndrome reported significantly higher total BDI scores than healthy controls
Conclusion: Depression is confirmed as a major clinical issue in patients with Tourette syndrome. Self-report
ratings of overall depression severity in this patient population are similar to those reported by patients with a primary
diagnosis of recurrent major depressive disorder. There are however specific differences in the clinical phenomenology
of depressive symptoms, as irritability is a more prominent feature in patients with Tourette syndrome. Routine screen-
ing for affective symptoms with particular focus on the assessment of irritability symptoms is warranted in order to im-
plement effective treatment strategies as appropriate. Future research is needed to better understand the relationship
between tic symptoms, irritability and depression in Tourette syndrome.

18. What information is provided to patients with Tourette syndrome?

Authors: Andrea E. Cavanna, Olivia Hale, Department of Neuropsychiatry, BSMHFT and University of Birming-
ham, The Barberry National Centre for Mental Health, 25 Vincent Drive B15 2FG

Objective: Information about medical disorders should be provided to patients in a standardized way in order
to ensure that key information about their conditions is appropriately conveyed. This is particularly relevant for neuro-
psychiatric disorders for which misconceptions are widespread, such as Tourette syndrome. We set out to identify and
critically appraise the most commonly used Patient Information Leaflets (PILs) about Tourette syndrome worldwide.
Method: A computerised search was carried out using the web search engine Google, which ranks web pages
by relevance using the PageRank algorithm. The search terms “Tourette*” AND “leaflet” OR “fact sheet” OR
“information sheet” were used to identify PILs developed by a named source in English language with the purpose to
provide an overview of Tourette syndrome. The contents of the PILs were subsequently screened for inclusion of the
eight key facts identified by Tourettes Action-UK as the gold standard of essential information about Tourette syndrome
to be communicated to patients. Each PIL was given a quality score from 0 to 1 for each key fact (total score 0-8): 0
points if the fact was not addressed, 0.5 points if the fact was partially addressed, and 1 point if the fact was fully ad-
dressed.

Results: A total of 18 PILs were identified, with quality scores ranging from 4 to 6.5. There were considerable
discrepancies in the amount and accuracy of information provided by each PIL. The key facts about the range of severi-
ty of Tourette syndrome and the presence of co-morbidities such as ADHD and OCD were adequately covered by all
PILs. Key information about the definition of Tourette syndrome and the existence of dedicated charities/support
groups was present in 14/18 PILs . (78%) The majority of PILs (13/18; 72%) clearly stated that involuntary swearing as
a tic (coprolalia) is present only in a subset of patients with Tourette syndrome. Four PILs (22%) mentioned pharmaco-
logical options outside neuroleptics, such as clonidine, and only one PIL (6%) covered behavioral, pharmacological and
surgical treatment options. Finally, the recommendation of referring patients with Tourette syndrome to a specialist in
neuropsychiatry was not explicitly mentioned in any of the PILs.

Conclusions: There is a wide selection of PILs available on Tourette syndrome, however the information pro-
vided in these PILs vary considerably in quality and comprehensiveness. Inclusion of key facts on Tourette syndrome
would improve the delivery of care for this clinical population by ensuring that patients have access to more accurate,
consistent and useful information.
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19. Impact of co-morbid attention-deficit and hyperactivity disorder on cognitive function in male children with
Tourette syndrome: A controlled study

Authors: Andrea E. Cavanna, Chiara Luoni, Stefania Fontolan, Claudia Selvini, Livia Perego, Francesca
Pavone, Giorgio Rossi, Umberto Balottin, Cristiano Termine, Department of Neuropsychiatry, BSMHFT and University
of Birmingham, The Barberry National Centre for Mental Health

Objective: Neuropsychological studies have highlighted the presence of specific cognitive deficits in two neu-
rodevelopmental disorders affecting more commonly male children and often presenting in co-morbidity, Tourette syn-
drome (TS) and attention-deficit and hyperactivity disorder (ADHD). It is estimated that over 60% of children with TS
present with co-morbid ADHD and the assessment of the relative contribution of tic symptoms and ADHD symptoms to
cognitive problems in this patient population poses considerable challenges. We set out to determine the impact of co-
morbid ADHD on cognitive function in male children with TS by conducting a controlled study with a comprehensive
battery of neuropsychological tests.

Method: Participants included four groups of unmedicated age- and gender-matched children (mean age 10-12
years, range 6-15 years; 85-100% male gender): TS group (n=13 children with a diagnosis of uncomplicated or ‘pure’
TS), TS+ADHD group n=8 children with TS and co-morbid ADHD), ADHD group (39 children with ADHD in the absence
of tics) and controls n=66 healthy children). All patients had a DSM-validated diagnosis and were recruited from the
Child Neuropsychiatry Unit, Varese, ltaly, whereas healthy controls were randomly selected from a pool of research
volunteers from local schools. Following clinical assessment, each participant completed a standardized battery of neu-
ropsychological tests: the Wechsler Intelligence Scale for Children-IIl (Block Design test, Vocabulary test), Italian Bat-
tery for ADHD (Walk-Don’t Walk test, Sustained Auditory Attention test, Stroop test, Sentence Completion test, Match-
ing Familiar Figures test, Sustained Visual Attention test), Tower of London test, Corsi test, and Digit Span test.
Results: All patient groups reported significantly lower scores than healthy controls across the neuropsycho-
logical tests involving executive functions. A specific pattern in cognitive performances emerged, showing that the
TS+ADHD group was the most severely affected, followed by the ADHD group and the TS group. This was particularly
evident from the results of the tests assessing planning ability (Block Design test, Matching Familiar Figures test, Tower
of London test), inhibitory function (Walk-Don't Walk test, Stroop test, Matching Familiar Figures test), working memory
(Sustained Auditory Attention test, Corsi test, Digit Span test) and visual attention (Walk-Don’t Walk test, Matching Fa-
miliar Figures test, Sustained Visual Attention test), but not auditory attention (Sustained Auditory Attention test).
Conclusion: Although problems in executive functions are more common in all patient groups than healthy
controls, deficits in planning ability, inhibitory function, working memory and visual attention reported by children with
TS appear to be more strongly related to the presence of co-morbid ADHD symptoms.

20. Mazindol effect on cerebral response to nonverbal affective vocalization in healthy individuals: An fMRI
study

Authors: Michihiko Koeda 1, Yumiko Ikeda 2, Amane Tateno 1, Hidenori Suzuki 2, and Yoshiro Okubo 1. 1De-
partment of Neuropsychiatry, Nippon Medical School, Tokyo, Japan

2Department of Pharmacology, Nippon Medical School, Tokyo, Japan

Background/Aims: Mazindol is known as one of the anorexiants for morbid obesity. According to previous
study, the pharmacological property is similar to amphetamine, and this drug has an augmenting role of dopamine and
serotonin by the inhibition of presynapse transporter. However, the neural basis of how mazindol acts on affective pro-
cessing has been unclear. We investigated the cerebral response to nonverbal affective vocalization to clarify the effect
of mazindol by functional magnetic resonance imaging (fMRI).

Methods: 20 healthy subjects (11 males, 9 females: mean age: 28.2 years, SD = 6.4) participated in this study.
The study protocol was approved by the ethics committee of Nippon Medical School, and all subjects provided their
informed consent. This experiment was performed by randomized controlled trial.

Each subject underwent two fMRI experiments, taking either a placebo or 0.5 mg of mazindol 2 hours before the scan.
For each subject, the two experiments were separated by at least 2 weeks. Event-related fMRI experiments were per-
formed in this study. The subjects listened to 3 types of emotional sounds: happy, sad, and neutral sounds. Each sub-
ject judged whether the emotional valence was positive, negative, or neutral. Data analysis was performed by statistical
parametric mapping (SPM8).

Results: As for fMRI accuracy, two-way repeated ANOVA (3 emotions x 2 medications (placebo/mazindol)) showed
no significant difference both in main effect of emotion (F (2, 76) = 1.22, p > 0.05), and in main effect of medication
(placebo/mazindol: F (1, 38) = 2.01, p >0.05). The fMRI experiment according to two-way repeated ANOVA showed
significant difference both in main effect of emotion (F (2, 76) = 60.7, p < 0.001), and in main effect of medication
(placebo/mazindol: F (1, 38) = 11.82, p < 0.001).

In cerebral response, two-way repeated ANOVA showed significant difference in main effect of emotion at the bilateral
superior temporal gyrus, and left prefrontal gyrus (p < 0.001, uncorrected). In main effect of medication, significant acti-
vation was observed at the bilateral medial frontal cortex, bilateral putamen, left superior frontal gyrus, and anterior
cingulate (p < 0.001, uncorrected). Further interaction effect (emotion x medication) was observed at bilateral caudate
(p < 0.001, uncorrected).

Conclusion: According to these results, cerebral function in vocal affective processing was changed by the
action of madindol, especially in the area associated with dopaminergic neuron including medial frontal cortex and ante-
rior cingulate.
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21. The Renaissance of a Specialty, Defining the Realm of Neuropsychiatry — A Scoping Review (Pilot)
Authors: Hugh A. Mirolo, MD, Heather S.D. Watkins, B.Sc., Melissa M. Lannon, B.Sc., P.O. Box 369, 19 Ryan's
Lane, Apt. #4 AOA 1C, Canada

Objective: BACKGROUND: Neuropsychiatry is a branch of medicine that comprises a wide variety of patients,
varying degrees of severity and numerous etiologies. Neuropsychiatry encompasses, but is not limited to, symptoms in
the “gray area” between Neurology and Psychiatry: impairment of attention, alertness, perception, memory, language
and intelligence, sleep and headaches, among others. Unfortunately, there is currently a lack of a clear and universally
accepted definition of ‘Neuropsychiatry’ in the literature.

AIM: To determine whether, and in what circumstances, Neuropsychiatry can be practiced as a distinct, independent
Medical Specialty. This is a pilot to more comprehensive research aiming to describe the development of Neuropsychi-
atry over time from conception to present, including definition, scope and required training.

Method: A relatively new methodology quite similar to the long established systematic review, scoping re-
views ‘map the key concepts underpinning a research area as well as clarify working definitions, and/or the conceptual
boundaries of a topic.” This methodology endeavours to identify gaps in evidence, clarify key concepts, or report on the
evidence types addressing and informing practice in a given area. The pilot phase of this project utilized the database
PubMed, searching for articles that utilize the word ‘Neuropsychiatry’ in the title (i.e. neuropsychiatry[ti]). Charting re-
sults of this project will provide readers a logical and descriptive summary aligning with the study’s objectives and re-
search questions. Data abstraction forms were used and resulting information organized so as not to require further
review of the same article. Information on the scope and definition of Neuropsychiatry was collected from articles where
the discipline of Neuropsychiatry was the main focus.

Results: The frequency of published articles on a subject may reflect the amount of interest at any given time;
there are large numbers of Neuropsychiatry-related articles published between 1940-1970, followed by a decrease from
1970-1990 when the divergence of Neuropsychiatry into Neurology and Psychiatry became apparent. In recent dec-
ades, interest in Neuropsychiatry has re-emerged, pointing toward a need for Neuropsychiatry as a Specialty in con-
temporary medicine.

Conclusions: By analyzing Neuropsychiatry literature throughout recent history, this study explores the prac-
tice of Neuropsychiatry as well as publication trends to highlight the importance of Neuropsychiatry as a Specialty in
Medicine. This project has the potential to change the practice of not only neuropsychiatrists, but also practitioners from
every field, providing a better understanding of Neuropsychiatry and offering innovative knowledge to the future of med-
icine.

Additional Information: For further details concerning Dr. Mirolo’s academic and professional pursuits, please
refer to LinkedIn: https://www.linkedin.com/in/hughmirolomd.

22. ‘Sorry - | didn’t catch your name’ — Parkinson’s and learning proper nouns.

Authors: Dr S. B. G. MacAndrew’ & Dr T. Oliver?

"Division of Psychology, School of Social and Health Sciences, Abertay University, Dundee, Scotland, DD1 4HG
230cial Dimensions of Health Institute, University of Dundee, Dundee, Scotland, DD1 4HJ

Objectives/aims: Do people with Parkinson’s experience more difficulty learning names than their typically ageing
peers and younger people? If so, what speech production mechanism accounts for the phenomenon? We compared
name learning in young and older adults and people with Parkinson’s. Learning new names in children relies in part on
phonological awareness and we hypothesised this would also be the case in older people. Phonological processing is
carried out in working memory which is associated with the integrity of frontal areas.

Methods: We created names using the General Registry of Scotland database. All three groups learned phono-
logically familiar (Fraser Hunter) and unfamiliar (Esther Haughton) names in response to faces from the Stirling Univer-
sity Psychological Image database. We performed 3x2 ANOVA for groups and name type with the dependent variable
of number of correctly recalled names. We assessed degree of frontal change using the Psycholinguistic Assessment
of Language Processing in Aphasia battery and the Wisconsin Card Sort Test. We performed correlations with these
variables and our name learning scores.

Results: People with Parkinson’s learned significantly fewer low frequency names than the other groups. Perfor-
mance correlated with digit span on the Psycholinguistic Assessment of Language Processing battery and persevera-
tion on the Wisconsin test. Conclusions: Problems in name learning are provoked by decline in phonological ability and
working memory possibly underscored by changes in frontal circuitry in Parkinson’s.
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23. Audit of functional neurology inpatient care on Kent Ward in 2014/15

Authors: Tom Bucknall (Medical Student), Dr Robert Fung (Associate Specialist in Neuropsychiatry) and Dr Jan
Coebergh (Consultant Neurologist and Honorary Senior Lecturer)

Aims: We aimed to review care of those who received treatment on Kent ward for functional neurological
symptoms between 08/02/2014 and 30/03/2015. The type of admission, management, outcomes and other characteris-
tics of patients were highlighted. This information can be used in the development of patient services offered. Introduc-
tion: St George’s Hospitals Kent ward is a specialist acute neurological care unit. It is a tertiary regional unit for pa-
tients from South West London and Surrey that require treatment for complex neurological conditions. Functional neu-
rological symptoms (FNS) is described as one or more symptoms of altered voluntary motor or sensory function. Symp-
toms that can lead to admission are for example: weakness or paralysis, abnormal movements, speech symptoms,
attacks or seizures, anaesthesia or sensory loss and other sensory symptoms (visual, hearing etc.) (1) It has been
demonstrated that a specialized multidisciplinary inpatient care programme can be beneficial to patients. (2) St
George’s Hospital Kent ward has frequent admissions of patients with FNS undergoing inpatient treatment and a dedi-
cated programme for the treatment of these patients is planned. Methods: A retrospective analysis of patient records
was performed for patients who were admitted to Kent ward during 2014/15. The patients were selected from a neuro-
psychiatry database. 26 patient records were reviewed electronically and others in paper form (a transition period in
record keeping). Age, Sex, Length of Stay (LoS), Health professionals involved, inpatient investigations, main diagno-
sis, secondary diagnoses and other psychiatric diagnoses were recorded for each patient. Diagnoses were categorised
into: Functional Motor/Sensory, Non-Epileptic Attack Disorder (NEAD), Pain and Other. Patient origin, prior LoS in dis-
trict general hospital (DGH), time taken to transfer from DGH to Kent ward were recorded when available.

Results: Out of the 26 patient records reviewed there was a 2.25:1 female to male ratio. The mean patient age
was 43 (Range: 20-90). The median LoS was 5 days (IQR: 3,11). The LoS for specific diagnoses:

92% of patients had a co-morbid diagnosis, including neurological, musculoskeletal, endocrine and developmental dis-
orders. 40% of those diagnosed with NEAD had a previous epilepsy diagnosis. 46% of those diagnosed with functional
symptoms also had a co-morbid psychiatric diagnosis; a third of these was of depression.

For 15 patients, the patient origin was recorded; Home-40%, A+E-40%, Ashford St Peter’'s Hospital-20%.

Discussion: The patient characteristics demonstrated fit those described previously: Higher incidence in fe-
males, peak age of onset in 4" decade and presence of co-morbid neurological and psychiatric disease as a risk factor.
(1) The treatment of patients, shown in figure 3, generally involves a multidisciplinary team. This has been shown to be
beneficial to patient outcomes (2-5). Patients with functional neurological symptoms frequently have relatively short LoS
but do require investigations in an acute inpatient unit. Expert acute multidisciplinary care provision might be beneficial
to outcomes but the role of acute inpatient care and consideration for transfer to specialised physiotherapy based and
the role and timing of multidisciplinary specialised care needs to be investigated. Limitations: There may have been a
selection bias due to the patient list originating from a neuropsychiatry database although they do see almost all patient
with functional neurological symptoms. This may have affected results. No data on outcome were routinely available.
Conclusions: St George’s Kent ward receives a wide spectrum of patients with different FNS and virtually all also
have co-morbid diagnoses. Length of stay is acceptable and investigations are often needed. Future research regard-
ing best pathways for diagnosis and treatment is needed.
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