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HUNTINGTON’S DISEASE
Differential Diagnosis in relation to Huntington’s Disease
Davide Martino, Honorary Clinical Lecturer in Neurology, PhD, MD
University of Bari, Italy: MD 1999 Medicine; Specialist Training 2004 Neurology; PhD in Neuroscience 2008, Clinical
Neuroscience
Email: davidemartino@nhs.net; davide_martino@hotmail.it
Research/professional experience:
1993-1994: Internship, Institute of Biological Chemistry, Medical Faculty, University of Bari, Italy
1996-1999: Internship, Neurological University Clinic, Policlinico Hospital, Bari, Italy
1999-2004: Specialist Registrar in Neurology, Neurological University Clinic, Policlinico Hospital, Bari
Apr’03-Oct’03: European Marie Curie Research Fellow, Department of Neuroimmunology, Institute of Neurology, UCL,
London, UK (Supervisor: Dr. Gavin Giovannoni).
Oct’03-Jun ’04 and Apr’05-Jun’06: Research Fellow, Department of Neuroimmunology, Institute of Neurology, UCL,
London, UK (Supervisor: Dr. Gavin Giovannoni).
Apr’03-Jun ’04 and Apr’05-Jun’06: Honorary Clinical Assistant, National Hospital for Neurology & Neurosurgery, London, UK (Supervisors: Prof. Kailash P, Bhatia, Prof. Niall P. Quinn).
Apr’05-Jun’06: Research Fellow, Sobell Department of Motor Neuroscience, Institute of Neurology, UCL, London, UK
(Supervisors: Prof. Kailash P, Bhatia, Prof. Niall P. Quinn).
2004-2008: PhD in Applied Neuroscience, Department of Neurological and Psychiatric Sciences, University of Bari,
Italy (Supervisor: Prof. Giovanni Defazio).
July 2008 to July 2010: Grantee of a Research Assistant Bursary, Department of Neurological and Psychiatric Sciences, University of Bari, Italy
September 2010-May 2011: Winner of comparative evaluation in September 2010 for a Senior Lecturer position
(Ricercatore) in Neurology at the University of Bari, Italy (post currently held in standby, due to financial restrictions
imposed by the central Italian government to public universities). Temporary contract as post-doctoral research fellow
and clinical assistant at the Department of Neurological and Psychiatric Sciences, University of Bari.
May 2011 - present: Honorary Clinical Lecturer, Neuroscience & Trauma Centre, Barts and The London School of
Medicine and Dentistry, Queen Mary University London. Locum Consultant in Neurology, Neurology Department, Princess Royal University Hospital (Farnborough Common, Orpington).
Abstract
The history of Huntington’s disease-like (HDL) syndromes begins with the identification of the Huntington’s disease
(HD) gene in 1993, one of the first major achievements in molecular neurogenetics. Between 1 and 8% of patients with
a clinical phenotype of HD, however, do not have the typical causative IT15 gene expansion. These conditions may
represent look-alikes of the typical young adult-onset phenotype of HD, hence manifesting with generalized chorea,
personality and behavioural changes, and cognitive decline; however, another relevant group of HD phenocopies is
more commonly overlooked, which resembles the akinetic-rigid (Westphal) variant of HD, typically starting in childhood
or peripuberal years. In the first group, spinocerebellar (SCA)-17, or HDL-4, is probably the most common in our
geographical areas, accounting for 0.5-1.8% of all HD-like presentations. Despite similarities in the pattern of
inheritance to HD and the heterogeneity of clinical presentation, SCA-17 may be distinguished from HD by the marked
cerebellar involvement, concurrent epilepsy, and a different pattern of eye movement abnormalities. Other HDL
syndromes include HDL-2, secondary to junctophilin-3 gene mutations, which represent a quantitatively important
cause of HD-like presentation among people of African ancestry and one of the most phenomenologically similar to HD,
and HDL-1, which is caused by mutation in the prion protein gene. The most important HD phenocopies is
characterized by dentatorubropallidoluysian atrophy, which may have a choreic, a myoclonic or an ataxic prevalent
presentation. Benign hereditary chorea is a genetically heterogeneous and complex entity, often associated with lung
and thyroid involvement, and in rarer adult-onset forms it may be a possible cause of the controversial concept of
‘senile chorea’. Among phenocopies of the young adult-onset phenotype of HD of recessive inheritance, Friedreich
ataxia is probably the most commonly encountered. Neuroacanthocytosis syndromes should also not be overlooked,
primarily chorea-acanthocytosis and the X-linked McLeod syndrome (the latter characterized by a remarkably slower
course). Despite the difficult confirmatory diagnosis of neuroacanthocytosis syndromes, the co-occurrence of raised
creatine kinase and liver enzymes plasma levels and the presence of a peculiar movement disorder are helpful clues.
Other autosomal recessive conditions that enter the differential diagnosis are ataxia with oculomotor apraxia type 1 and
ataxia-teleangectasia. The phenocopies of the Westphal variant of HD include primarily autosomal recessive dystoniaparkinsonism syndromes, in most instances associated with brain metal accumulation. These comprise iron
accumulation syndromes, e.g. pantothenate kinase-associated neurodegeneration, PLA2G6-associated
neurodegeneration, neuroferritinopathy and aceruloplasminemia, or copper accumulation as in Wilson’s disease.
Sporadic, non-degenerative causes of chorea occasionally mimicking HD are high in number and often are associated
with systemic illnesses.
The aim of this presentation is to provide an overview of the HD phenocopies, highlighting their peculiar clinical
features, and then, using an inverse approach, starting from the specific clinical symptom, trying to underscore the main
aspects useful in the differential diagnosis.
www.bnpa.org.uk
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TRACK-HD and TRACK-ON HD – yielding new insights in Huntington’s disease
Professor Sarah Tabrizi is Professor of Clinical Neurology at UCL Institute of Neurology, and an
Honorary Consultant Neurologist at the National Hospital for Neurology and Neurosurgery. After
undergraduate degrees in Biochemistry and Medicine at the University of Edinburgh, Sarah undertook her PhD at UCL as an MRC Clinical Training Fellow studying the role of mitochondrial dysfunction in cellular neurodegeneration. After clinical training in Neurology, in 2002 she was awarded a 5year MRC/DH National Clinician Scientist Fellowship, enabling her to establish her own research
group, studying cellular mechanisms of neurodegeneration, concentrating on protein misfolding diseases, particularly prion disease and Huntington’s disease. In 2006, she was awarded one of the first HEFCE New
Blood Senior Lectureships; in 2007 she was promoted to Reader and in 2009 to Professor at UCL. In addition to bench
science which focuses on cellular mechanisms of neurodegeneration, Sarah also leads a large translational research
programme in Huntington’s disease working towards finding treatments for this disease. Sarah is PI of TRACK-HD, a
major international research initiative aimed at understanding the neurobiology of the neurodegenerative changes in
premanifest and early stage HD gene carriers, which is essential for the development of disease-modifying therapies to
treat this disorder. She also first described the role of the immune system as a modifier of Huntington’s disease pathogenesis, and has an ongoing research interest in this area. Professor Tabrizi has had funding from the MRC, Wellcome
Trust, CHDI/High Q Foundation, EU Framework 7, UK HD association, Brain Research Trust, Dementia and Neurodegenerative Diseases Network (Dendron) and the UCL/UCLH BRC for her research.
Abstract
Huntington’s disease (HD) is a neurodegenerative condition characterized by deterioration of motor and cognitive function as well as neuropsychiatric disturbance. The mean age of onset is 40y, and progression is slow and inexorable,
with death occurring typically 15-20 years later. It is inherited in an autosomal dominant manner, causing devastation to
affected families. Currently there are no treatments available which modify disease progression. However, novel therapeutic agents specifically targeting HD pathology are now on the horizon1. TRACK-HD is an ongoing, large multinational observational study which aims to investigate a range of potential biomarkers in premanifest HD gene carriers
and early HD subjects which may have utility in clinical trials. Standardised data collection of state-of-the-art 3 Tesla
MR imaging and novel cognitive, quantitative motor, oculomotor, and neuropsychiatric assessments across four international sites has been achieved, with minimal dropout of subjects over a three year period. Baseline analysis of 123
controls, 120 premanifest gene carriers and 123 early HD subjects identified measures which were able to detect disease effects several years prior to symptom onset2. Follow-up analysis found that imaging measures were the most
sensitive to change at all stages of the disease from premanifest to early HD3; these techniques were able to identify
subtle changes over just one year in this slowly progressive, heterogeneous condition and consequently show promise
as potential biomarkers for future therapeutic trials. TRACK-HD is also undertaking genetic, biochemical and epigenetic
profiling of all subjects to help identify key modifiers of the pathogenic disease process. Data from TRACK-HD has
been presented at meetings of the European Medicines Agency and FDA (8th Nov 2010 Expert meeting in familial neurodegenerative disorders London) as an example of how international collaborative studies can set the benchmark towards identifying outcomes measures to test novel therapies in subjects many years before symptom onset, or with
very early disease. TRACK-HD has advanced our understanding of both the clinical manifestation and underlying
pathobiology of HD in the earliest phase of the neurodegenerative disease process, such that we are now betterequipped to enter disease-modifying clinical trials and offer hope to the families affected by this devastating disease.
References
Ross CA and Tabrizi SJ. Huntington's disease: from molecular pathogenesis to clinical treatment. Lancet Neurology 2011;10
(1):83-98
Tabrizi SJ, Langbehn DR, Leavitt BR et al. Biological and clinical manifestations of Huntington's disease in the longitudinal
TRACK-HD study: cross-sectional analysis of baseline data. Lancet Neurology 2009; 8(9):791-801
Tabrizi SJ, Scahill RI, Durr A et al. Biological and clinical changes in premanifest and early stage Huntington's disease in the
TRACK-HD study: the 12-month longitudinal analysis. Lancet Neurology 2011;10(1):31-42.
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Studying and managing the behavioural phenotypes of Huntington’s Disease
Dr David Craufurd
Honorary Consultant in Neuropsychiatric Genetics
david.craufurd@man.ac.uk
David graduated in Medicine from London University (St. Bartholomew’s) in 1976 and moved to Manchester to study
Psychiatry in 1979. After completing his training in general psychiatry , he arranged a temporary secondment to Clinical
Genetics in 1986 to pursue an interest in the genetic aspects of psychiatric disorders, and ended up 'going native'. He
is now a senior lecturer and honorary consultant in neuropsychiatric genetics. His research interests are concerned
mainly with the neuropsychiatric aspects of Huntington's disease (HD), and with the psychological and social impact of
predictive DNA testing for late-onset genetic disorders. He set up the UK’s first multidisciplinary management clinic for
HD, currently the largest contributing site to the European HD Network (EHDN) case registry, and is actively involved in
a number of European and World-wide research projects and clinical trials. He is a member of the Scientific Review
Committee of the EHDN, leads the EHDN Behavioural Phenotype Working Group and is a former Secretary-General of
the World Federation of Neurology Research Group on HD. He is co-Director of the MSc programme and teaches on
the Clinical Genetics and Advanced Genetic Counselling modules.
Abstract
Behavioural symptoms have been recognised as a key component of the clinical phenotype of HD ever since the first
description by Huntington in 1872, but remain a relatively under-researched aspect of the condition. Depression has
received more attention than other psychiatric symptoms, but factor analysis of several large datasets has revealed that
apathy and irritability are more common, and arguably cause more distress and disability. Longitudinal analysis of behavioural symptoms has confirmed that these three symptom clusters follow different trajectories over time, suggesting
that each has a different neurobiological basis, and recent imaging studies lend some support to this hypothesis.
It has long been recognised that many affected individuals display characteristic behavioural changes for some years
before the onset of motor symptoms, and there has been considerable recent interest in the possibility of using these
early manifestations as end points for clinical trials of disease-modifying interventions in known gene carriers prior to
diagnosis. However, it has proved difficult to detect substantial changes in well-conducted longitudinal studies of premanifest subjects such as PREDICT and TRACK-HD. One reason may be the emergence of impaired insight (or denial) as the behavioural symptoms begin to occur, a phenomenon which has been noted by clinicians for many years;
another is likely to be the use of concomitant medication for symptomatic treatment. Mood disturbances, anxiety, irritability and perseveration all respond to treatment with serotonin reuptake inhibitors, but apathy may be exacerbated by
the use of neuroleptic medication for symptomatic treatment of involuntary movements or aggressive behaviours.
Development of disease modifying therapies in Huntington’s Disease
Dr. Gillian Bates is Professor of Neurogenetics and Head of the Division of Genetics and Molecular Medicine at King’s College London School of Medicine. Gillian.bates@kcl.ac.uk
Her research interests are focussed on understanding the molecular pathogenesis of Huntington’s
disease (HD) and the development of therapeutic interventions. Her basic science projects include
the proteolytic processing of huntingtin; huntingtin aggregation; chaperones, the heat shock response and impairment of protein homeostasis in HD. She uses a combination of pharmacology
and genetic manipulation to validate therapeutic targets in mouse models of HD. She has been
elected to the Royal Society (2007), EMBO (2002) and the Academy of Medical Sciences (1999).
Abstract

Huntington’s disease (HD) is a devastating neurodegenerative disorder for which there are no diseasemodifying treatments. Since the Identification of the mutation as a CAG repeat expansion in 1993, a wide
range of single cell (yeast and mammalian cell culture), invertebrate (D. Melanogaster) and C. Elegans)
and mammalian (mouse and rat) models have been developed to better understand disease pathogenesis
and identify targets for disease modification.
and allowed is a protein folding disease caused by a CAG/polyglutamine expansion in the huntingtin protein
(HTT) and we are employing genetic and pharmacological approaches to evaluate mechanisms by which
protein homeostasis might be restored.
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Epilepsy in adults with bipolar disorder
Authors: Rhys Thomas, Liz Forty, Nick Craddock, Ian Jones. Wales Epilepsy Research Network, Institute of Life Science, Swansea University Rhys.Thomas@swansea.ac.uk
Objective: It is known that people with epilepsy are at an increased risk of depression, anxiety, completed suicide, bipolar symptoms and personality disorders. What is not known is what effect comorbid epilepsy has on the natural history of bipolar disorder.
Method: 1242 adults with bipolar disorder were recruited into a genetic cohort study and undertook a structured interview and a number of scaled tests. Data were also collected for self-declared comorbid conditions including epilepsy.
Results: Thirty nine people had co-existing epilepsy (3.14%) representing a relative risk of 4.2 for epilepsy in bipolar
disorder. This increased to an RR of 38 if there was a family history of epilepsy. People with epilepsy and bipolar disorder are more likely to have more mixed episodes, worse depression, as measured by BDI, BADDS and GAS, worse
current manic symptoms, as measured by AMS and less likely to have rapid cycling of attacks.
Conclusion: Epilepsy does not affect the onset of the first bipolar episode, nor the frequency of affective events. However, depressive symptoms are more severe during a relapse and ongoing mood has many hypomanic characteristics.
The origins of hypomanic and depressive symptoms may underpin the shared genetic causes of bipolar disorder and
some epilepsies. They represent an attractive tool for endophenotyping in both bipolar disorder and epilepsy.
An fMRI study of autobiographical memory deficits in transient epileptic amnesia.
Authors: Fraser Milton, Chris R. Butler, A. Benattayallah, Adam Zeman. Washington Singe Labs., Perry Road, University of Exeter, Exeter, Devon, EX4 4QG f.n.milton@ex.ac.uk
Objective: To identify the neural basis of autobiographical memory deficits in transient epileptic amnesia (TEA).
Method: 11 people (mean age: 65.91; SD = 7.63) diagnosed with transient epileptic amnesia, all of whom complained
of extensive autobiographical memory loss, and 17 age and IQ matched controls were recruited. Participants were
matched on standard measures of anterograde memory. Participants recalled 32 previously identified autobiographical
memories, specific in time and place, from four different time periods (childhood, young adult, middle aged and recent),
during fMRI scanning. Activations were analysed using SPM8 software, effective connectivity using dynamic causal
modelling (DCM). Post-scan ratings of the subjective vividness, level of detail, pleasantness, personal significance and
frequency of retrieval of the memories were recorded.
Results: Both patients and controls activated core regions of the autobiographical memory network. However, patients
had reduced activation in the right posterior parahippocampal gyrus (pPHG), particularly for more recent memories,
together with decreased engagement of the right temporoparietal junction and the right cerebellum. In addition, we
found reduced effective connectivity in patients between the right pPHG and the right middle temporal gyrus. There
were no differences in the subjective ratings of memories between patients and control participants.
Conclusion: The reduction of activity in the right pPHG is consistent with other evidence that TEA is a disorder of the
medial temporal lobes (MTL) and further implicates the pPHG as a key region for contextual information. These MTL
differences were most marked for recent and mid-life periods suggesting that, at least at the neural level, remote
memories are more robust than recent memories. We also found reduced effective connectivity in patients between the
right pPHG and the right middle temporal gyrus. This may reflect persisting effects of the seizures, the continued presence of sub-clinical epileptiform activity or the sequelae of subtle structural changes in the MTL in our patient group.
The Basal Ganglia in Perceptual Timing: Timing Performance in Multiple System Atrophy and Huntington’s
Disease
Authors: Thomas E Cope, Grube, M., Singh, B., Burn, D.J., Griffiths, T.D. Auditory Group, Institute of Neuroscience,
Medical School, University of Newcastle NE1 7RU thomas.cope@ncl.ac.uk
Objective: This work tests the specific role of the basal ganglia in the perceptual timing of auditory events. Previous
studies of the perception of acoustically presented time intervals and rhythms at and above the millisecond level implicate areas distinct from auditory cortex (Cope et al., 2011). Recent studies investigating the effects of cerebellar degeneration (Grube et al., 2010a) and transcranial magnetic stimulation (Grube et al., 2010b) imply an obligatory role for the
cerebellum in absolute, duration-based timing of perceptual events, but not in relative timing based on a regular beat.
Functional imaging studies support the cerebellum as one constituent of a central timing network, but demonstrate preferential activation of the striatum for relative, beat-based timing (Grahn & Brett, 2007; Teki et al., 2011).
Method: Six perceptual timing tasks were carried out to assess absolute duration discrimination for sub- and suprasecond time intervals; detection of beat-based regularity and irregularity, detection of a delay within an isochronous
sequence, and the discrimination of sequences with metrical structure. Test groups comprised of individuals with Multiple System Atrophy, a disorder in which similar pathology can produce clinical deficits associated with dysfunction of
the cerebellum (MSA-C) or striatum (MSA-P (Burn & Jaros, 2001)), early symptomatic Huntington’s disease (HD), and
a control group of individuals with chronic autoimmune peripheral neuropathy.
Results: All three patient groups exhibited impairments in performance in comparison with the control group for all of
the timing tasks, and severity of impairment was overall associated with disease duration.
Conclusion: Patients with Multiple System Atrophy and Huntington’s disease display global impairments in their ability
to perform tasks of perceptual timing. These difficulties correlate with duration of symptoms and, in HD, severity of motor disease. HD caused the most striking deficit in both absolute and relative timing despite being a pure striatal disorder, unlike MSA which also affects the cerebellum. The study therefore demonstrates that the basal ganglia form an
obligatory part of the brain timing network, and are necessary for both absolute and relative timing, irrespective of duration.
www.bnpa.org.uk
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INTERNATIONAL NEUROPSYCHIATRIC ASSOCIATION
The aging brain and creativity
Moises Gaviria, Distinguished Professor of Psychiatry, University of Illinois - Chicago, Director of
Neuropsychiatry, Advocate Christ Medical Center
Abstract
The development of the brain and its interaction with the mind could be understood by studying the
effect of music on humans. The findings of such studies on musicians can have implications on the
treatment of neurological disorders and even in teaching children. Music played an important role in
the evolution of the human mind, and was instrumental in selection of mates, social cohesions (in group efforts such as
pulling heavy objects), conflict reduction and trans-generational communication to convey useful information to future
generations. Almost all parts of the brain were involved in the appreciation of music, and studies on the effect of music
on humans helped understand how the brain integrated complex perception and behaviour tasks, exploring the links
connecting music, neurology and psychiatry. Neuroscientists are starting to address questions regarding the brain and
its plasticity by studying changes in the brain structures of musicians. For instance, it was found that merely playing
melodies in the mind could activate sections of the brain. Certain parts of the brain were more developed in musicians
who had started learning music at an early age. Explaining the emotive aspect of music, studies had revealed that music activated the same pathways in the brain that were triggered by pleasurable activities, such as eating and sex. Even
people with dementia or Alzheimer's Disease - conditions that disconnected them from reality - were moved to tears if
they heard voices of close relatives or tunes that reminded them of their past.
This presentation will review some of the new concepts regarding the ageing process and the adaptation of the brain to
perform the same cognitive tasks but using a reorganization of hemispheric functions and neural networks. Epidemiological, clinical and neuroimaging data will be presented to explain the process of adaptation to old age. The centuries
study as well as the nun's follow up study will be discussed.
The concept of creativity will be discussed. We will portray Pablo Casals to illustrate the process of creativity in old age.
Sleep - from symptoms to substrate
Dimitris G. Dikeos is an Associate Professor of Psychiatry at the 1st Department of Psychiatry of
Athens University Medical School, Athens, Greece and a Visiting Research Associate at the Division
of Psychological Medicine, Institute of Psychiatry, King’s College London, London, UK. His research
activities have focused on psychiatric genetics, sleep research, psychopharmacology and clinical
studies in psychiatry. He has participated in various Multicentre Research Programmes in Europe
and the U.S.A. such as: European Science Foundation, European Collaborative Studies of Affective
Disorders, Johns Hopkins Genetic Epidemiology Schizophrenia Program, Meta-analysis of Sleep
Laboratory Studies on Tolerance and Rebound Insomnia with Rapidly Eliminated Hypnotics, Maudsley Family Study,
European Collaborative study by the Group for the Study of Resistant Depression, International Multicentre Study
“FACTOR”, etc. He is or has been member of various scientific and professional Societies and Boards, as well as member of the Executive Committees of the Hellenic Sleep Research Society (President), the International Neuropsychiatric
Association (President-elect), the Athens Medical Society, the Hellenic Society for the Advancement of Psychiatry and
Related Sciences. He has also served as member of the Editorial Board of the “Archives of Hellenic Medicine” and is a
reviewer in many international Journals. Dr. Dikeos is the author or co-author of more than 100 full publications, out of
which 50 articles in SCI Journals, among which: American Journal of Medical Genetics, British Journal of Psychiatry,
Current Opinion in Psychiatry, International Clinical Psychopharmacology, Journal of Psycho-somatic Research, Molecular Psychiatry, Nature Genetics, Psychiatric Genetics, and Science.
Abstract
Sleep is a condition characterised by behavioural inactivity, but on the neurophysiological level there are significant
changes which allow the distinction of discrete sleep stages. These stages have specific electrophysiological
(especially EEG) characteristics and are accompanied by particular endocrine changes. Various characteristics related
to normal sleep or to sleep-related symptoms and electrophysiological characteristics are being studied to provide
better insight not only to sleep disorders, but also to normal brain function and to the neurophysiology of various other
pathological conditions. Major depression is a leading example of a condition associated with the shortening of REM
latency and disturbance of slow-wave-sleep patterns. Cortico-thalamo-cortical systems pathology associated with
dementias is reflected to specific changes in the structure and occurrence of certain electroencephalographic features.
Such a feature are sleep spindles, a characteristic recurring waveform which is a defining parameter of stage 2 sleep.
Work will be presented on the development of sleep spindle identification algorithms and on ongoing research
regarding sleep spindle characteristics in various dementing conditions.
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Dementia: perspectives from developing countries
Dr Mathew Varghese is Professor of Psychiatry at the National Institute of Mental Health & Neurosciences (NIMHANS), Bangalore, India email: mat.varg@yahoo.com
He did his training in Medicine at the St John's Medical College, Bangalore and specialized in Psychiatry at NIMHANS in 1984. Since then he has been a faculty at the Department of Psychiatry, NIMHANS for over 25 years. His work at NIMHANS involves clinical services, postgraduate teaching,
research and administration. At present he heads an Adult Unit, the Geriatric Clinic and Services and
the Family Psychiatry Center at the Department.
Dr Varghese's areas of interest are psychogeriatrics, family psychiatry and rehabilitation. He has developed family intervention manuals for WHO projects for use with caregivers of persons with dementia and schizophrenia. He has been
involved with research on dementia and since 1998 is one of the founding members of the International 10/66 Dementia Research Group and a member of the World Federation of Neurology Dementia Research Group. He was an investigator on the World Mental Health survey in India. At present he has many ongoing research projects supported by
international and national agencies like the Fogarty International Center, the Wellcome Trust, the Department of Science and Technology and Dept of Biotechnology, India. He has over 70 publications in journals, monographs and
books.
Besides work at the NIMHANS he is a visiting faculty and examiner to other postgraduate courses in mental health. He
is on the governing board of the World Association for Psychosocial Rehabilitation (India), the Alzheimer’s Disease
International, the ARDSI and rehabilitation centers like the Richmond Fellowship Society (RFS) and the Medico Pastoral Association. He was the President, Indian Psychiatric Society (Karnataka State Branch) and is the Vice President,
ARDSI (Bangalore) and the Secretary-General of the RFS India. He has also helped organize many conferences, symposia and workshops and was the Organising Secretary of the World Association for Psychosocial Rehabilitation World
Congress 2009 at Bangalore. He is the National Coordinator for the National Dementia Strategy of the ARDSI and author of the Dementia India Report 2010.
Abstract
With demographic changes around the world, developing countries like India, China, and Latin America would have the
largest elderly population in the world. As a result the number of persons with dementia the world over would increase
in the next 10-20 years. As per the Dementia India Report 2010, it was estimated that there were 3.7 million persons
with dementia in India in 2010 and that this number would double in the next 20 years. India would overtake most other
countries in number of persons with dementia by 2020. The societal costs in 2010 was estimated as US$ 3.42 billion
and set to triple in the next 20 years. The main carers are family members and they need support and training to deal
with this problem due to the sparse services available in the country. About 40-50% of family carers of persons with
dementia have some psychological problems like depression and anxiety. Family carers also face problems as a result
of absent public services for dementia, having out of pocket expenses in visiting private doctors and hiring paid carers
or cutting back on work.
Despite the large numbers, the prevalence of dementia in most of the developing world is less than the developed
world prevalence of 8-12% over 65 years. In India the dementia prevalence rates for elders over the age of 65 years is
about 3%. The reasons for the low prevalence has been postulated. The lack of culture and education fare instruments
to evaluate cognition and the shorter survival may be reasons for the underestimation. Also cognitive decline is seen as
a normal part of ageing and the deterioration in executive functions needed in diagnostic criteria like the DSM IV is not
properly evident in the developing world. Some of these problems have been addressed by the studies carried out in
developing countries by the 10/66 Dementia Research Group in the last 10 years.
Studies from the developing countries like India show that the commonest type of dementia is Alzheimer’s disease
(AD). Though the Indian general population had one of the lowest frequencies of the ApoE4 allele, this allele was significantly associated with AD in similar strength to the Western world. Similar findings of a strong association with AD
were seen also with the clusterin gene and also with diseases like diabetes mellitus and hypertension. Regional variations in the prevalence rates are likely to be due to an interaction between genes, vulnerability and environmental factors (like infective agents, chemical toxins, deficiencies, vascular risk factors, diet and lifestyle factors).
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NEUROPSYCHIATRY RESEARCH UPDATE
Conversion Disorder
Dr Alan Carson MBCHB, MPHIL, MD, FRCPSYCH, BNPA Committee member
Consultant Neuropsychiatrist, Robert Ferguson Unit, Royal Edinburgh Hospital and Department of
Clinical Neurosciences, Western General Hospital, Edinburgh
My interest in neuropsychiatry began during a spell working in Kenya as a Wellcome Research Registrar conducting a study on the psychiatric and cognitive effects of HIV infection. I then completed
my higher training in Edinburgh, under the guidance of Professors Michael Sharpe and Charles Warlow, where I developed an interest in functional neurological symptoms. I currently work as a Consultant Neuropsychiatrist in Edinburgh split between the brain injury units at the Astley Ainslie Hospital and the Regional Neurosciences Unit
at the Western General Hospital. My collaboration with Michael and Charles has continued and I hold a post as part
time Senior Lecturer at Edinburgh University where, along with Dr Jon Stone, we are engaged in the Scottish Neurological Symptoms Study a multi-centre, prospective cohort study of 4000 new neurology outpatients examining the outcome of functional neurological symptoms
Abstract
This brief review of recent scientific papers on conversion disorders aims to describe some key contributions to the
literature over the last 5 years across a range of disparate investigatory techniques. I hope to provide an account of the
most recent findings of relevance to diagnosis, underpinning mechanisms, risks factors and treatment. A reference list
of papers described will be posted on the BNPA website.
Conversion Disorder
Dr Christopher Butler, BNPA Committee member
Christopher Butler is Academic Clinical Lecturer in Neurology at the University of Oxford.
His research interests centre on mechanisms of human memory and their disruption in brain disease,
particularly epilepsy. He trained in medicine at the Universities of Cambridge and Edinburgh and obtained his PhD for work conducted on the syndrome of Transient Epileptic Amnesia under the supervision of Adam Zeman. Together with Adam Zeman, he helps to coordinate the nationwide TIME
(The Impairment of Memory in Epilepsy) Project. He runs a multidisciplinary Cognitive Disorders
Clinic at the John Radcliffe Hospital in Oxford.
Abstract
Over the last decade, there have been major advances in our understanding of frontotemporal dementia (FTD) syndromes. In this update, I will briefly review research findings relating to clinical assessment and diagnosis, neuroimaging, histopathology, genetics and treatment of behavioural variant FTD. The emphasis will be on research that has
implications for the clinical practice of neurologists and psychiatrists.
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Evening Reception
The Foundling Museum

40 Brunswick Square, London WC1N 1AZ
Thursday 9th February 7.00 pm - 10.00 pm
£30 per person inclusive of food & drinks, guided tour and music from
the String Quartet
The Committee would like to invite members of the BNPA to an evening reception at the
Foundling Museum.
The Foundling Museum was established in 1998 as a charity to care for the Foundling Hospital
Collection. When the Foundling Hospital placed its remaining children in foster homes in 1954
the charity was renamed. Continuing today as Coram, the charity aims to provide, develop
and promote best practice in the care of vulnerable children, young people and their families.
The Museum also houses the Gerald Coke Handel Collection, which is one of the largest privately-owned collections of Handel memorabilia. The Foundling Hospital Art Collection began in 1740, when William Hogarth donated his magnificent portrait of Captain Thomas Coram. Hogarth donated further artworks, as did contemporaries including Thomas Gainsborough, Thomas Hudson, Allan Ramsay, Joshua Reynolds, Louis-François Roubiliac and John
Michael Rysbrack. Although the original Hospital building was torn down in the 1920s, the
Foundling Museum contains many elements of the original interiors. These include the fully
restored Court Room with its glorious rococo plasterwork; recreations of the Committee Room
and the Picture Gallery; the oak staircase from the Hospital’s West Wing and two altarpieces,
the font and pews from the Hospital’s Chapel. Integral to the Court Room’s design are four
large scale biblical paintings by Hogarth, Francis Hayman, Joseph Highmore and James Wills
and between them, roundels depicting topographical scenes of London Hospitals by artists
including Gainsborough, Samuel Wale and Richard Wilson.
We look forward to seeing you there.

The Foundling Museum
40 Brunswick Square, London WC1N 1AZ
T: +44 (0)20 7841 3600

Getting Here
Rail: Euston, St Pancras, King’s Cross (10 mins walk)
Tube: Russell Square (2 mins walk) , King’s Cross, St Pancras
Bus: 59, 68, 91, 168, 188 to Southampton Row or Russell Square
17 (not evenings), 45, 46 to Gray’s Inn Road
10, 18, 30, 73 to Euston Road; 19, 38, 55, 243 to Theobalds Road
Parking: Metered parking (free after 13:30 on Sundays) or at the National Car Park at the Brunswick Centre (entrance on Marchmont
Street).

DAY 2 Friday 10th February
CLINICAL NEUROSCIENCE FOR THE 21st CENTURY - NETWORKS AND RHYTHMS IN HEALTH
AND DISEASE
Chair: Adam Zeman/Chris Butler
0900

Registration

0930

Networks in the brain
Marcus Raichle (US)

1000

Disruption of brain connectivity in schizophrenia
Ed Bullmore (UK)

1030

Refreshments

1100

The physiological role(s) of brain rhythms
Pascal Fries (De)

1130

Abnormal brain rhythms in Parkinson's Disease
Peter Brown (UK)

1200

BNPA AGM (Members only) Lunch and poster viewing

1300

Meet the author at Wisepress Bookshop

WHAT THE EYE DOES NOT SEE
Chair: Eileen Joyce
1400

The illusion of seeing
Kevin O’Regan (Fr)

1500

Psychology of Magic
James Freedman (Magic Circle, UK)

1530

Poster Prize Giving/Book Signing

1600

Refreshments/Close
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CLINICAL NEUROSCIENCE FOR THE 21st CENTURY - NETWORKS AND RHYTHMS IN HEALTH
AND DISEASE
Networks in the brain
Marcus E. Raichle, a neurologist, is a Professor of Radiology, Neurology, Neurobiology and Biomedical Engineering at Washington University in St Louis. He is a member of the National Academy
of Sciences, The Institute of Medicine and the American Academy of Arts and Sciences and a Fellow
of the American Association for the Advancement of Science. He and his colleagues have made outstanding contributions to the study of human brain function through the development and use of positron emission tomography (PET) and functional magnetic resonance imaging (fMRI). Their landmark
study (Nature, 1988) described the first integrated strategy for the design, execution and interpretation of functional brain images. It represented 17 years of work developing the components of this strategy (e.g., rapid,
repeat measurements of blood flow with PET; stereotaxic localization; imaging averaging; and, a cognitive subtraction
strategy). Another seminal study led to the discovery that blood flow and glucose utilization change more than oxygen
consumption in the active brain (Science, 1988) causing tissue oxygen to vary with brain activity. This discovery provided the physiological basis for subsequent development fMRI and caused researchers to reconsider the dogma that
brain uses oxidative phosphorylation exclusively to fuel its functional activities. Finally seeking to explain task-induced
activity decreases in functional brain images they employed an innovative strategy to define a physiological baseline
(PNAS, 2001; Nature Reviews Neuroscience, 2001). This has led to the concept of a default mode of brain function and
invigorated studies of intrinsic functional activity, an issue largely dormant for more than a century. An important facet
of this work was the discovery of a unique fronto-parietal network in the brain that has come to be known as the default
network. This network is now the focus of work on brain function in health and disease worldwide. In summary, the
Raichle group has consistently led in defining the frontiers of cognitive neuroscience through the development and use
of functional brain imaging techniques.
Abstract
Traditionally studies of brain function have focused on task-evoked responses. By their very nature such experiments
tacitly encourage a reflexive view of brain function. While such an approach has been remarkably productive it ignores
the alternative possibility that brain functions are mainly intrinsic involving information processing for interpreting, responding to and predicting environmental demands. I shall argue that the latter view best captures the essence of
brain function, a position that accords well with the allocation of the brain’s energy resources. Remarkably this intrinsic
activity exhibits spatial patterns of coherence that emerge from the analysis of spontaneous fluctuations in fMRI BOLD
signal. From these fluctuations it is possible to delineate the cortical systems of the human brain and their subcortical
connections. We have dubbed this activity a ‘default mode of brain function’. Of particular interest is one system that
resides at the top of this organization and has come to be known as the brain’s default mode network. It has received
much attention with regard to psychiatric conditions because of the self-referential nature of its putative functions. Taken together, these surprising advances in our understanding of human brain function offer a rich opportunity
to more fully understand psychiatric diseases.
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Disruption of brain connectivity in schizophrenia
Ed Bullmore trained in clinical medicine at the Univ of Oxford and St Bartholomew’s Hospital in London, then worked as a Lecturer in Medicine at the Univ of Hong Kong, before specialist clinical training in psychiatry at St George’s Hospital and then the Bethlem Royal & Maudsley Hospital London.
His research career started in the early 1990s as a Wellcome Trust Research Fellow and was initially
focused on mathematical analysis of neurophysiological time series. Since moving to Cambridge as
Professor of Psychiatry in 1999, his interest in systems-level analysis of brain function and structure
has increasingly focused on using tools drawn from wavelet analysis and graph theory to investigate
complex brain networks identified in human neuroimaging data (fMRI, MRI and MEG). Since 2005, he has worked halftime for GlaxoSmithKline as Head of GSK’s Clinical Unit in Cambridge and Vice-President, Experimental Medicine. He
is Deputy Director of the Wellcome Trust/GSK funded training programme in Translational Medicine and Therapeutics,
Clinical Director of the Wellcome Trust/MRC funded Behavioural & Clinical Neuroscience Institute, and an honorary
Consultant Psychiatrist and co-director of CAMEO in Cambridgeshire & Peterborough Foundation NHS Trust. He has
published about 270 peer-reviewed articles and his h-index is 67.
Abstract
The idea that schizophrenia reflects a disruption of brain connectivity dates back to the founding fathers of neuropsychiatry. Recent neuroimaging studies have provided fresh evidence for models of psychosis as disconnexion syndromes. I will review MRI studies of abnormal brain connectivity in schizophrenia with a focus on recent work using
graph theory to measure the complex topological properties of human brain networks in healthy and psychotic individuals. These data clearly demonstrate abnormalities of the connectome in schizophrenia: they also raise questions for
future research. In particular, how can we reconcile genetic and developmental models of pathogenesis with network
abnormalities in schizophenia?
The physiological role(s) of brain rhythms
Pascal Fries Study of medicine at the University of Saarland (1991-1993) and at the Johann Wolfgang von Goethe University in Frankfurt (1993 – 1998). Doctorate at the Max Planck Institute for
Brain Research and at the Johann Wolfgang von Goethe University in Frankfurt (1993 – 1999). Postdoc in the Laboratory of Neuropsychology at the National Institute of Mental Health, Bethesda, MD,
USA (1999 – 2001). Principal Investigator at Donders Institute for Brain, Cognition and Behaviour,
Radboud University, Nijmegen, Netherlands (2001-2009). Professor of Systems Neuroscience, Radboud University Nijmegen, Netherlands (since 2008). Scientific Member of the Max Planck Society,
Director of the Max Planck Institute for Neurobiology, Martinsried, and Director of the Ernst Strüngmann Institute (ESI)
in Cooperation with Max Planck Society, Frankfurt (since 2009).
Abstract
Attention is most likely implemented by modulations in the effective connectivity among brain areas. We have proposed
that effective connectivity depends on rhythmic synchronization. We have therefore assessed neuronal activity with 252
electrodes distributed across one hemisphere between primary visual cortex and prefrontal cortex. We find that attention is subserved by strong and specific enhancements of interareal synchronization. The inter-areal influence is often
directed, typically bottom-up in the gamma-band and top-down in the beta-band. These results suggest that inter-areal
synchronization subserves effective inter-areal interactions.
Excessive synchrony in Parkinson’s disease and its implications for therapeutic brain stimulation
Professor Peter Brown obtained his medical degree from Cambridge University in 1984 and thereafter joined the Medical Research Council Human Movement and Balance Unit before moving to the
Institute of Neurology, London. He worked as a neurologist at the affiliated National Hospital for Neurology and Neurosurgery, London, and within the Sobell Department of Movement Disorders and
Motor Neurophysiology at the Institute of Neurology. He moved to the University of Oxford as Professor of Experimental Neurology in 2010.
Abstract
There is growing interest in how synchronised activity across populations of neurons might underlie impairment in some
diseases and there is now a general consensus that exaggerated oscillatory synchrony occurs within and between the
basal ganglia and cerebral cortex in patients with Parkinson’s disease. In particular, activity in the beta frequency band
(13-30 Hz) is prominent, and can be attenuated by treatment with dopaminergic drugs. The latter suggests that elevated beta activity may be a key disturbance in Parkinson’s disease (PD). Here, I will consider both correlative evidence and tests of causality that support a mechanistic link between pathologically exaggerated beta activity and stiffness and slowness of movement in PD. Questions, however, remain with regards to the quantitative importance of beta
and the role of this activity under physiological circumstances. In particular, recent studies suggest that the modulation
of beta activity may play a part in both motor and cognitive domains. Finally, I will suggest how our new understanding
of circuit-level disturbances in PD may provide a basis for the development of more sophisticated forms of therapeutic
stimulation for Parkinson’s disease, such as those using closed loop feedback control and specific temporal patterning.
Key Words: Synchronisation, Oscillations, Beta, Parkinson’s Disease, Deep brain stimulation, Resonance.
Recommended Bibliography: Jenkinson N, Brown P. (2011) New insights into the relationship between dopamine, beta oscillations
and motor function. Trends in Neurosciences. 34: 611-8.
Hammond C, Bergman H, Brown P. (2007) Pathological synchronization in Parkinson's disease: networks, models and treatments.
Trends in Neurosciences, 30; 357-64.
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The illusion of seeing
J. Kevin O'Regan, Laboratoire Psychologie de la Perception , Centre National de Recherche Scientifique, Institut Paris Descartes de Neurosciences et Cognition, 45, rue des Saints Pères, 75270 Paris
cedex 06, France
I am director of the Laboratoire Psychologie de la Perception, which specializes in human visual and
auditory perception both in babies and adults. Thanks to my co-directors Jacqueline Fagard and Andrei Gorea, and also thanks to the team leaders and technical and administrative staff, we manage to
effectively run our rather large lab: it has about 80 members, of which 25 are permanent researchers,
7 are technical and administrative personnel, plus about 45 doctoral and postdoctoral students and visitors. The lab
occupies about 800 m2 at the Institute of Neuroscience and Cognition of Paris Descartes University, at the Saints
Pères Biomedical Center. The lab also has space at the Département d'Etudes Cognitives of Ecole Normale
Supérieure. It is co-financed by the Centre National de Recherche Scientifique and Université Paris Descartes.
Abstract
Change blindness is a much studied phenomenon in experimental psychology where under certain conditions an observer will not see a very large change that occurs in a scene, in an image or in a movie. Inattentional blindness is another phenomenon which is at the root of "looked but failed to see" traffic accidents, where for example a driver is looking directly at a motorcycle driving across his field of view, but still crashes into it. I shall provide demonstrations of
these phenomena and show how they can be explained by assuming that our impression of a complete, rich, detailed
outside visual world is actually in some sense an "illusion", caused by the fact that any information we wish to obtain is
immediately attainable through a flick of the eye or of attention. Developing this idea further has led me to a theory of
visual consciousness, and indeed consciousness in general, that I have described in a recent book ("Why red doesn't
sound like a bell: Understanding the feel of consciousness", OUP 2011).
Psychology of Magic
James Freedman is a British pickpocket entertainer and magician, also known as ‘The Man of Steal.’
He has picked the pockets of the Mayor of London, The Chancellor of the Exchequer and The Governor of The Bank of England. Magicians have always used secret psychological techniques to direct
and hold attention, persuade, convince and make the impossible seem possible. It is based on the
most valuable of magicians' secrets – the psychological techniques used to affect perceptions and
beliefs. Explaining why tricks work, rather than how they work. During my career as a performer I
have won The Magic Circle Magician of the Year award, performed for some very interesting people,
including Lady Diane and Tom Cruise, as well as consulting on a few films and television shows such as Oliver Twist
and The Illusionist. I am very lucky to do something I love and I can honestly say that I don’t do it for the money. It is the
feeling of being on stage and seeing the look of amazement on peoples’ faces; that’s what it’s all about.
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POSTER ABSTRACTS

1.
Genetic and environmental contributions to suicidal ideation, and relationship with depression: a twin
study in Sri Lanka
Authors: Harriet Ball, Rina Dutta, Athula Sumathipala, Sisira Siribaddana, Matthew Hotopf, Peter McGuffin
First author: Harriet Ball, Green Templeton College, Woodstock Road, Oxford, OX2 6HG
Email: harriet.ball@gtc.ox.ac.uk
Objective: Suicidal behaviours are poorly understood, making suicides hard to predict and prevent. This study aimed
to use the largest twin study outside of the Western world to examine epidemiological correlates and genetic contributions to suicidal ideation, and its relationship with mental health problems. This is particularly pertinent in the context of
a high suicide rate in Sri Lanka.
Method: Active and passive suicidal ideation were assessed in a population-based twin registry (n = 3957 twins) and a
matched non-twin sample (n = 2017). Logistic regression models were used to examine associations with sociodemographic factors, environmental exposures and mental health characteristics. The heritability of suicidal ideation was
assessed using genetic model fitting in Mx statistical program.
Results: The prevalence of suicidal ideation was not different between twins and non-twins (contrary to previous reports), supporting the generalizability of results from twins to the general population. Factors that predicted suicidal
ideation included female gender, termination of marital relationship, low level of education, urban residence, losing a
parent while young, low standard of living, and stressful life events in the preceding 12 months. Suicidal ideation was
strongly associated with depression, but also with abnormal fatigue, and alcohol and tobacco use. The best fitting genetic model indicated a strong contribution from genetic factors (57%; confidence interval 47-66) and from environmental factors that are not shared across twins (43%; confidence interval 34-53) in both men and women. In women
this genetic component appeared to be largely mediated through depression, but in men there was a significant heritable component to suicidal ideation that was independent of depression.
Conclusion: This study highlights environmental and sociodemographic characteristics that could be used to predict
suicidal ideation in a high-prevalence country, although this study did not assess completed suicides. There is sparse
prior research on the genetics of suicidal behaviours, and these are the first results to show a genetic contribution that
is independent of depression. These results might represent peculiarities in Sri Lanka, but on the contrary our previous
research highlights similarities between the aetiology of mental health in Sri Lanka and Western higher-income countries, supporting generalizability across cultural contexts.
2.
Apathy in long-term survivors of posterior fossa tumours in early childhood
Authors: Ms Cliodhna Carroll, Cambridge Intellectual and Developmental Disabilities Research Group, University of
Cambridge. Ms Francesca Turner, School of Medicine, University of Leeds. Dr Peter Watson, MRC Cognition and
Brain Unit, University of Cambridge. Prof Mike Hawkins, Department of Public Health & Epidemiology, University of
Birmingham. Dr Helen Spoudeas, Department of Paediatric Endocrinology, University College Hospital, London. Prof
David Walker, Children’s Brain Tumour Research Centre, University of Nottingham. Prof Tony Holland, Cambridge
Intellectual and Developmental Disabilities Research Group, University of Cambridge. Dr Howard Ring, Cambridge
Intellectual and Developmental Disabilities Research Group, University of Cambridge.
Email: cc424@canterbury.ac.uk
Objective: Apathy is a disorder of diminished motivation. It occurs in several neurological pathologies and is associated with pervasive and disadvantageous effects on daily functioning. It has been observed to occur transiently in a
proportion of children undergoing surgery for posterior fossa tumours. In this study we examined prevalence, associations and predictors of apathy in adult survivors of an early childhood posterior fossa brain tumour (PFT).
Method: 117 adult survivors of an early childhood PFT and 62 of their siblings were assessed an average of 32 years
(range 18-53) after survivors’ initial tumour diagnosis, using the Marin Apathy Evaluation Scale (AES), the Weschler
Abbreviated Scale of Intelligence and the Composite International Diagnostic Interview.
Results: AES reached or exceeded a criterion score for diagnosis of apathy in 35% of survivors compared with 18% of
a sibling comparison group. In survivors, apathy was associated with decreased likelihood of being in employment or
education, and lower full scale IQ score. Apathy was not related to ICD -10 current diagnoses of depression. Whilst in
siblings, apathy was more common in males than in females, amongst survivors there was a trend for this imbalance to
be reversed.
Conclusion: Clinically significant apathy occurs relatively commonly in adult survivors of an early childhood PFT, and it
does not result from increased levels of depression. Clinicians should be aware of this association and future research
should clarify which tumour or treatment-related variables are implicated in increasing this risk of apathy.
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3.
Selective sound sensitivity syndrome (misophonia) and Tourette syndrome
Authors: Andrea E. Cavanna, Matthew Neal
First Author: Andrea Eugenio Cavanna, Department of Neuropsychiatry, Birmingham and Solihull Mental Health NHS
Foundation Trust, The Barberry National Centre For Mental Health, 25 Vincent Drive, Birmingham B152FG
Email: A.Cavanna@ion.ucl.ac.uk
Objective: We present the case of a 52 year old man first diagnosed with Tourette syndrome (TS) at the age of 44
following referral to our specialist TS clinic for chronic tic symptoms.
Method: On neuropsychiatric examination, he presented with multiple motor tics (including facial grimacing and shoulder shrugging) and phonic tics (mainly yelping and barking) which were present since the age of 11. All tics were characteristically preceded by premonitory urges and he was able to voluntarily suppress them at the expense of mounting
inner tension. Co-morbid psychiatric disorders included mild obsessive-compulsive behaviours (counting, lining up
newspapers), previous episodes of depression and sleep problems as a child (somnambulism).
Results: This patient reported being mainly distressed by what he described as functionally impairing behaviours in
response to particular sounds. As a child, one year before developing his tics, he began experiencing annoyance at the
sound of his father chewing food. Throughout his life he was affected by a range of sounds made by either familiar people or strangers with “no distinction”. He would often challenge other people who might accidentally be producing such
“trigger sounds”, resulting in either risk taking or avoidance behaviours. These symptoms currently affect his healthrelated quality of life in different ways: for example, he struggles to take buses without distress and avoids them if possible because of the sounds encountered; he experiences violent thoughts towards people, to “slap or kick them, on the
spur of the moment”, although there is no forensic history or subjective desire to act on these impulses. Although these
episodes are self-limiting on stimulus removal, functional impairment is significant given the wide range of low level,
innocuous stimuli which are present in the environment.
Conclusion: Selective sound sensitivity syndrome (SSSS, or misophonia, from the Greek “miso”, hatred, and “phonia”,
sound) is described as a “hate of sound”, possibly associated with abnormal activity within the limbic system and its
functional connections with the primary auditory cortex and the autonomic nervous system. Misophonia is a relatively
rare condition, which can be distinguished from hyperacusis by its sensitivity to the subjective response elicited. This is
the first documented case of misophonia reported by a patient with a diagnosis of TS. The phenomenological similarity
between misophonia and other subjective symptoms commonly reported by patients with TS (especially premonitory
urges, obsessive-compulsive symptoms, not-just-right experiences) suggests a possible pathophysiological association.
4.
What predicts long-term Quality of Life in young patients with Gilles de la Tourette Syndrome?
Authors: Andrea E. Cavanna, Kate David
First Author: Andrea Eugenio Cavanna, Department of Neuropsychiatry, Birmingham and Solihull Mental Health NHS
Foundation Trust, The Barberry National Centre For Mental Health, 25 Vincent Drive, Birmingham B152FG
Email: A.Cavanna@ion.ucl.ac.uk
Objective: Gilles de la Tourette syndrome (GTS) is a chronic neurodevelopmental disorder characterised by multiple
motor and phonic tics and behavioural problems. Patients with GTS of all ages often report a poor health-related quality
of life (HR-QOL). Although the diagnosis of GTS is usually established in childhood, little is known about factors that
predict the long-term well-being of these patients, especially in the presence of co-morbid behavioural problems. We
set out to prospectively investigate the childhood predictors of HR-QOL in adult patients with GTS.
Method: Forty-six patients with GTS aged 6-16 years underwent a standardised clinical assessment of both tics and
behavioural symptoms at a specialist GTS clinic. The same patients were re-assessed as adults (>16 years of age),
with a mean follow-up period of 13 years (range 3-25 years), when they completed the Gilles de la Tourette SyndromeQuality of Life Scale (GTS-QOL), a disease-specific measure of HR-QOL.
Results: Multiple linear regression analysis identified tic severity, premonitory urges and family history of GTS as childhood predictors of poorer HR-QOL in adults with GTS. Specifically, tic severity significantly predicted poor outcome
across physical, psychological and cognitive domains of the GTS-QOL, reflecting its widespread effect on HR-QOL.
Conclusion: Young patients with severe tics associated with characteristic premonitory urges and a family history of tic
disorders appear to be at higher risk for poorer HR-QOL as adults. Further prospective research into HR-QOL in GTS is
required in order to inform long-term strategic resource allocation.
5.
Initial treatment retention to Habit Reversal Training in Tourette syndrome
Authors: Andrea E. Cavanna, Felicity Pilcher
First Author: Andrea Eugenio Cavanna, Department of Neuropsychiatry, Birmingham and Solihull Mental Health NHS
Foundation Trust, The Barberry National Centre For Mental Health, 25 Vincent Drive, Birmingham B152FG
Email: A.Cavanna@ion.ucl.ac.uk
Objective: Tourette syndrome (TS) is a chronic neuropsychiatric movement disorder characterised by multiple motor
and one or more phonic tics, plus associated behavioural problems. Specific behavioural interventions, either alone or
as an adjunct to pharmacological treatment, have been shown to effectively decrease tic severity and improve healthrelated quality of life. Habit reversal training (HRT) is increasingly recognised as an effective behavioural intervention in
the treatment of TS. However, little is known about the characteristics of patients who attend and adhere to HRT sessions, which results in inappropriate use of resources and therapist appointment times. The present study is aimed to
determine the demographic (gender, age) and clinical (disease duration, tic severity, family history of tics, co-morbid
behavioural problems, pharmacotherapy) characteristics of adult patients with TS who attend HRT sessions following
initial referral, in order to develop recommendations for treating clinicians on the development of appropriate care pathways.
Cont../...
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Method: Data regarding the demographic/clinical characteristics of a cohort of 57 patients with TS consecutively referred to HRT intervention were retrospectively reviewed. Correlation and regression analyses were used to examine associations between patients’ characteristics and their attendance at HRT sessions.
Results: Out of the initial sample, 12/57 patients were excluded from the analysis because of inappropriate referral
and/or insufficient data. About one in three patients (15/45) failed to attend HRT following referral by the treating consultant. There were no significant differences in the demographic/clinical characteristics between patients who attended
HRT sessions and patients who did not. However, a trend towards statistical significance (p=0.08) was found for decreased tic severity as a predictor of poor attendance.
Conclusion: Our findings suggest that initial treatment retention to HRT in TS can be suboptimal. The trend towards
statistical significance of tic severity as a predictor of poor attendance is of potential clinical relevance and needs further
investigation in larger samples.
Cont../...

6.
Pre- & Postoperative Psychiatric Morbidity in Temporal Lobe Epilepsy Surgery
Authors: Cleary, RA., Thompson, PJ., Fox, F., Foong, J.
First author: Rebecca Cleary, Neuropsychiatry Department, The National Hospital for Neurology and Neurosurgery,
Queen Square, London, WC1N 3BG
Email: r.cleary@ucl.ac.uk
Objective: To identify clinical and cognitive predictors of psychiatric and seizure outcome following temporal lobe epilepsy (TLE) surgery.
Method: Medical records of 280 patients who underwent temporal lobe surgery at the National Hospital for Neurology
and Neurosurgery, Queen Square, from 1997-2007 were reviewed. Pre- and postoperative psychiatric conditions were
identified from medical records in addition to information on seizure recurrence and neuropsychological status. Logistic
regression analysis was used to identify predictors of having a de novo psychiatric diagnosis in the four years following
surgery and also to identify factors predicting seizure freedom over this period. Adjustments were made for preoperative cognitive deficits, interictal bilateral EEG abnormalities and chronicity and severity of TLE.
Results: The most prevalent postoperative psychiatric diagnoses were mood (14%, of which a third were de novo) and
anxiety disorders (5%, of which half were de novo), followed by interictal psychosis (3%, of which a third were de novo).
Patients with a preoperative psychiatric history had over five times the odds of a postoperative psychiatric condition
(OR: 5.80, 95%CI: 3.31-10.17, p < .001). Overall, 24% (68/280) patients developed de novo psychopathology in the
four years following surgery. No clinical or cognitive predictors were independently related to having a de novo diagnosis. From patients with seizure data available, 49% (127/258) remained seizure free for four years after surgery. Patients with a history of generalised seizure(s) (OR: 0.47, 95% CI: 0.25-0.90, p = .02) and those with a preoperative psychiatric diagnosis (OR: 0.53, 95%CI: 0.28-0.98, p = .04) were significantly less likely to remain seizure free.
Conclusion: Postoperative psychopathology is a troublesome complication of TLE surgery that has been neglected in
previous surgical series. Our data demonstrate a strong association between a lifetime psychiatric history and the failure to achieve postsurgical seizure freedom. Our findings do not imply that TLE patients with a co-morbid psychiatric
diagnosis should be excluded from surgical consideration. Rather, it needs to be considered a pertinent risk factor for
seizure outcome. These findings underscore the need for a thorough preoperative neuropsychiatric assessment in order to ensure patients are fully informed and counselled regarding postoperative risks. Prospective studies are warranted to increase our understanding of the mechanism(s) mediating a worse postsurgical seizure outcome.
7.
Dentists treating Tourette Syndrome
Authors: Andrew Clempson, Suzanne Dobson, Jeremy S. Stern
First Author: Andrew Clempson, Tourettes Action, Kings Court, 91 - 93 High Street, Camberley, Surrey, GU15 3RN
Email: andrew.clempson@tourettes-action.org.uk
Objective: In contradiction to current neurobiological concepts of Tourette syndrome (TS) there is a small dental literature suggesting abnormalities of temporomandibular joint alignment cause tics via reflexes of the spinal trigeminal nucleus, without involvement of the brain. Treatments to correct this model of pathophysiology by using implants are being offered by dentists and are becoming well publicised in the patient population. No controlled clinical trial data is currently available. We conducted a pilot survey of patients and dentists in the UK to assess the current situation.
Method: Members of the national charity Tourettes Action were contacted to find out whether they had tried or were
considering dental therapies, and what the effects had been. A modified self-report version of the Yale Global Tic Severity Score impairment subscale was used. Dentists known to offer the treatment were also asked to complete a questionnaire about their work.
Results: 9 people who have had the therapy (or their parents) completed the survey. The majority of respondents were
male and aged under 15 years old and had been treated in the previous year. 5 had pure TS whereas the other 4 also
had co-morbidities. All had received a formal diagnosis from a specialist and 4 were taking medication. 4 people reported that their dentists offered a complete cure although none of the 3 out of 4 dentists who responded made this
claim. On average between 2 and 3 visits to the dentist were required, although one case required 24. None of the dentists discussed the treatment with the person’s doctor. 2 patients were reasonably happy with the implant (most of the
tics disappeared but some remained), 1 person was satisfied (approximately half of the tics disappeared but the other
half remained), 2 people were completely dissatisfied (all of the tics remained) and the other 4 reported that it was too
early to tell whether the splint was effective due to complications. None of the participants were completely cured or ticfree. The cost ranged from £3,600 to over £10,000.
Conclusion: There is not a sound theoretical basis for dental intervention for TS and furthermore good clinical evidence to support use has not been presented. Our small survey suggests the treatment is less successful than sometimes claimed. A rigorous clinical trial is now being planned by the Tourette Syndrome Association, USA.
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8.
Visual hallucinations in a patient treated with ACE inhibitors.
Authors: Dr Maria Corretge - Registrar in Geriatric Medicine, Dr Scott Ramsay- Stroke Consultant, Dr Hosakere Aditya
- Psychiatry Consultant.
Email: mariacorretge@doctors.org.uk
Objective: To present a case in which ACE inhibitors were found to be the cause for a patient's visual hallucinations
and to explore the different reasons that led to this adverse effect.
Method: Case report and literature review.
Results: Our patient developed visual hallucinations in the absence of other features of delirium, soon after her ACE
inhibitor therapy had been increased. She had a background of ischaemic and haemorrhagic stroke. Her symptom disappeared when the ACE inhibitor was stopped. There have been two case reports of visual hallucinations caused by
ACE inhibitors published, and also reports in pharmacovigilance documents, however this side effect is not recognised
in the British National Formulary.
Three different physiological pathways have been suggested as possible causes for the neuropsychiatric symptoms
(visual hallucinations and others, such as severe depression and enhancement of cognition)in the case of ACE inhibitors: A protease action over the enzyme encephalinase, an action over the Corticotrophin Releasing Factor leading to
the increase of cortisol and finally, through the direct effect of the suppression of the ACE enzyme in the brain, that can
affect circulating levels of Acetylcholine.
Conclusion: ACE inhibitors have central actions that can account for a variety of neurocognitive symptoms, including
visual hallucinations. Stopping therapy can sometimes result in the resolution of these symptoms. Clinicians should be
aware of this rare but serious adverse effect associated with this commonly used drug.
9.
Impact of neuropsychiatry screening in neurological inpatients: comparison with routine clinical practice
Authors: Justin Earl, MBBCh, MRCPsych, Specialty Registrar (ST6) General Adult Psychiatry, South West London
and St George’s Mental Health NHS Trust, Olimpia Pop, Diploma in Medicine, MRCPsych, Specialty Registrar (ST6)
General Adult Psychiatry, South West London and St George’s Mental Health NHS Trust, Kate Jefferies, MBBS,
MRCPsych, MSc, Consultant Old Age Psychiatrist, Farnham Rd Hospital, Guildford, Niruj Agrawal , MBBS, MD, MSc,
MRCPsych, Dip CBT, Consultant Neuropsychiatrist & Hon. Senior Lecturer, St George’s Hospital, London
Email: drjustinearl@yahoo.co.uk
Objective: To compare the rate of detection of psychiatric illness in routine clinical practice, with the prevalence of
mental illness established, using a dedicated screening programme at a regional neuroscience centre; and to assess if
the screening programme had any enduring impact on routine clinical practice after its completion.
Method: Consecutive admissions to a neurology ward in the three month period before (n = 160) and after (n = 158) a
dedicated neuropsychiatric screening program was carried out were identified. Case notes were then reviewed to establish if symptoms of mental illness were identified by the treating neurologists and if patients were referred for neuropsychiatric assessment. Rates of detection of neuropsychiatric problems and rates of referral for treatment were compared with those identified during the screening program.
Results: In routine clinical practice, over two three-month study periods, psychiatric symptoms were identified in 23.7%
of patients and only 10.6% received neuropsychiatric interventions. This is much lower as compared to rates identified
(51.3%) and treated (51.3%) during dedicated screening. Detection of mood symptoms decreased from 14.7% prescreening to 3.8% in the post-screening period.
Conclusion: Rate of detection and treatment of neuropsychiatric problems remains low in neurology inpatients in routine clinical practice. Neuropsychiatric Screening is effective but does not have sustained effect once it stops. Hence we
suggest active ongoing screening should be incorporated into routine practice.
10.
Cultural Effects on the Perception of Non-linguistic Affective Vocalization by Japanese and Canadian
Subjects
Authors: Michihiko Koeda, Pascal Belin, Tomoko Hama, Tadashi Masuda, Masato Matsuura, and Yoshiro Okubo
First author: Michihiko Koeda Voice Neurocognitive Lab. (Prof. Pascal Belin Lab), Department of Psychology and Centre for Cognitive Neuroimaging, University of Glasgow, 58 Hillhead Street, Glasgow, G12 8QB, Scotland, UK
Email: m.koeda@psy.gla.ac.uk
Objective: Although language and culture are different in each area in the world, how does culture affect the recognition of nonverbal emotional vocalizations? A previous study on non-verbal emotional vocalizations has shown a crosscultural effect in Western and African participants. However, nobody has ever investigated the cross-cultural differences
between Japanese and Caucasian participants in their emotional response to non-verbal vocal sounds. In the present
study, we aimed to investigate cross-cultural effect between Caucasian subjects and Japanese subjects when the subjects listen to nonverbal affect bursts.
Method: Thirty Japanese subjects (15 males) participated in this study. The data of Japanese subjects were compared
with data from 30 Canadian subjects (15 males). Subjects listened to the Montreal Affective Voices (MAVs), which consist of a database of nonverbal affect bursts portrayed by Canadian actors. Each voice was evaluated using three criteria: perceived emotional intensity in each of the eight emotions (Anger, Disgust, Fear, Pain, Sadness, Surprise, Happiness, and Pleasure), perceived valence, and perceived arousal. To investigate cross-cultural differences between
Japanese and Canadian participants, mixed 2x8 ANOVAs with Group (Japanese, Canadian) and Emotion (8 emotions)
as factors were calculated on ratings of Intensity, Valence, and Arousal.
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Results: Significant Group x Emotion interactions were observed for ratings of intensity, valence and
arousal (intensity: F(5.5, 313.5) = 9.137, p < 0.001, valence: F(4.3, 244.3) = 25.101, p < 0.001, arousal: F
(4.4, 250.5) = 8.955, p < 0.001). Post-hoc tests showed that intensity ratings from Japanese listeners were significantly
higher than ratings from Caucasian listeners for angry, disgusted, fearful, surprise, and pleased (p < 0.05/8). Further,
valence ratings from Japanese listeners were significantly higher than ratings from Caucasian listeners for angry, disgusted, fearful, painful, surprised (p < 0.05/9), whereas valence rating of pleased in Japanese listener was significantly
lower than in Caucasian listener (p < 0.05/9). Arousal ratings of sad vocalizations by Japanese listeners were significantly higher than by Caucasian listeners (p < 0.05/9).
Conclusion: This study demonstrates important cross-cultural differences in the perception of non-verbal affect bursts
and extends recent observations by showing that these cross-cultural differences are also found for negative emotions.
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11.
Unusual case of Transient Epileptic Amnesia
Authors: Dr Shruti Lodhi
Email: shruti@lodhi1.wanadoo.co.uk
Introduction: This case report of Transient Epileptic Amnesia (TEA) is presented due to the prolonged nature of the
amnestic episodes, the significant delay to the correct diagnosis and the various diagnoses given to the patient in the
meantime.
Method:
Patient case presentation: Over a 34 month period a 62 year old woman was seen in three different health settings
before a correct diagnosis was provided. She experienced a total of 9 episodes of transient amnesia (frequency: every
3-4 months; duration: 10 days; precipitant: stress and fatigue; occurrence: on waking from a “deep sleep”; precedent:
gustatory hallucination; memory disturbance: partial anterograde amnesia, and retrograde amnesia for past events).
Over the three years, she was given the following diagnoses by different clinicians of Transient Global Amnesia (TGA),
Psychogenic Amnesia and then TEA. Following this, she received treatment with anti-epileptic drugs, which terminated
any further episodes.
Discussion: Attacks usually last between 20-60 minutes. However, in this case it was 10 days, which may be due to
ongoing seizure activity or persistent post-ictal dysfunction of memory related brain structures. It took up to 3 times
longer than the median time to diagnosis of 12 months for the correct diagnosis to be made. This may be due to the
investigations being carried out inter-ictally, and the standard neuropsychological tests lacking sufficient sensitive to
identify subtle memory disturbances.
Conclusion: The importance of correctly diagnosing the condition are:
1. Effective treatment.
2. Under-diagnosed.
3. Patients are always distressed by them, fearing the onset of dementia.
12.
Predictors of mood in Amyotrophic Lateral Sclerosis: physical and psychological factors.
Authors: Naomi H. Martin, Anna Janssen, Paul McCrone, Rebecca Lyall, Sabine Landau, Andrew Dougherty, Mohamed Sakel, Irene Higginson, Christopher Shaw, Ammar Al-Chalabi, P. Nigel Leigh & Laura H. Goldstein.
First Author: Naomi Martin, Dept of Psychology, PO 77, The Henry Wellcome Building, Institute of Psychiatry, King's
College London, De Crespigny Park, London SE5 8AF
Email: naomi.martin@kcl.ac.uk
Objective: This study set out to investigate the relationship between mood and physical and psychological factors in
amyotrophic lateral sclerosis (ALS).
Method: As part of a longitudinal study investigating decision-making in ALS, 69 ALS patients, recruited from the South
East ALS register, were assessed at baseline on measures of mood (Beck Depression Inventory Fast Screen), purpose
in life (Purpose in Life Scale) and illness perceptions (Brief Illness Perceptions Questionnaire). Demographic and illness
characteristics were also recorded. Hierarchical multiple regression was used to determine the extent to which psychological variables (purpose in life; and illness perceptions - consisting of perceived consequences of illness, personal
control, identity, concern and emotions) predicted mood, after accounting for the effects of demographic (age, years of
education) and illness characteristics (symptom severity, measured by ALSFRS-R).
Results: 42.0% of patients exceeded the recommended clinical cut-off score on the BDI-Fast Screen, suggestive of
depression, although most of these (34.8% of the total sample) fell in the mild range. Multiple regression showed that
psychological variables (purpose in life and illness perceptions) explained an additional 42% (adjusted R2 = 0.406) of
the variance in mood, over and above that explained by demographic and illness characteristics, which only explained
a total of 7% of the variance. In the final model, purpose in life was the only statistically significant predictor of mood
among ALS patients.
Conclusion: Purpose in life, based on the work of Frankl (1959), refers to the degree to which a person experiences a
sense of meaning in life and includes, for example, having goals to strive for and relationships to maintain (Hedberg et
al., 2011; White, 2004). Frankl (1958) suggested that a lack of purpose in life can weaken the will to confront life situations, producing an “existential vacuum” and resulting in depression and anxiety (Hedberg et al., 2011). Current results
suggest that purpose in life may play a more significant role in influencing mood among ALS patients than the beliefs
about their illness or the severity of their physical symptoms. Findings, therefore, emphasise the importance of understanding psychological factors leading to risk of mental health problems in this population, and ultimately their relation
to prognosis and treatment choices.
Acknowledgements: This study is funded by the MNDA, UK.
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13.
Resistance to depression through interference of opioid and nitrergic systems in bile-duct ligated (BDL)
mice
Authors: Arya Haj Mirzaian a Nikoo Hamzeh a Ahmad Reza Dehpour a,*
a Department of Pharmacology, School of Medicine, Tehran University of Medical Sciences, P.O. Box 13145-784,
Tehran, Iran.
* Corresponding author at: Department of Pharmacology, School of Medicine, Tehran University of Medical Sciences,
P.O.
Objective: Endogenous opioids and nitric oxide (NO) are signaling molecules that play important roles in depressive
disorders. Elevated levels of these substances are seen in cholestasis subjects. This study was undertaken to investigate the effect of opioid and nitrergic systems on depression in an experimental model of cholestasis.
Method: Bile duct ligated (BDL) and sham-operated mice were forced to swim individually and the immobility time of
the last 4 minutes was evaluated to determine the effect of cholestasis on depression. To assess the possible involvement of endogenous opioids and NO, an antagonist of opioids receptors, naltrexone (20 mg/kg, i.p.), and a nonspecific NOS inhibitor, N-nitro-l-arginine methyl ester (L-NAME, 20 mg/kg, i.p.), and sub-effective doses of both of them
(3 mg/kg, i.p.) were administrated acutely, one hour before forced swimming test(FST). And chronically, both for 5 and
7 days after operation, to BDL and Sham-operated mice and then were tested by FST.
Results: The immobility time significantly decreased after bile duct ligation. naltrexone and L-NAME significantly reversed antidepressant like effect of cholestasis in both 5 and 7 days groups .Co-administration of sub-effective doses of
naltrexone and L-NAME also reversed antidepressant effect in FST in chronic administration, and significant difference
was observed in immobility times between all 5 and 7 days groups. But acute drug administration did not reverse the
anti-depressant effect of cholestasis.
Conclusion: We have shown for the first time that elevated levels of endogenous opioids and nitric oxide (NO) due to
bile-duct ligation in mice induce an antidepressant like effect, causing a reduction in mice immobility time in FST. The
effect was reversed with blockage of nitrergic and opioid systems. And also study showed the predominant effect of
opioid system and NO modulation of that in anti-depressant like effect of cholestasis.
14.
Quantification of glutamate in the cortex, hippocampus and thalamus and its relationship with cognitive
performance in Multiple Sclerosis
Authors: N Muhlert, M Atzori, E De Vita, D Thomas, CA Wheeler-Kingshott, JJ Geurts, AJ Thompson, O Ciccarelli
First author: Nils Muhlert, NMR Unit, Institute of Neurology, Queen Square, London, WC1N 3BG
Email: n.muhlert@ucl.ac.uk
Objective: A previous 1H-MR spectroscopy (MRS) study reported elevated levels of glutamate, an excitatory neurotransmitter, in acute lesions and normal-appearing white matter, which may relate to the presence of inflammatory cells
and astrocytosis. We aim to assess whether glutamate levels (i) change in the grey matter (GM), and (ii) relate to cognitive dysfunction.
Methods: Single-voxel MRS was performed at 3T in 18 patients with relapsing-remitting MS [12 women, age 43.5yrs,
median EDSS 2.8] and 17 healthy subjects [11 women, age 39.7], using PRESS [TR6000, TE30, water suppression].
Voxels were located in the right cingulate and parietal cortices, right hippocampus and thalamus. Concentrations of
metabolites were obtained using LCModel, scaled using the water signal amplitude, and corrected for fractions of different tissue compartments and their T1 and T2 relaxation times. Visual and verbal memory and speed of information
processing were assessed.
Results: Patients showed significantly worse performance on the visual memory test (total errors p<.01, trials completed at the 1st attempt p<.05, and total no. of trials p<.01), on verbal learning (p<.01), delayed verbal recall (p<.05),
and on processing speed (SDMT, p<0.001), compared to controls.
Patients showed lower glutamate concentration in the cingulate (6.3 institutional unit (iu) vs. 7.7, p<.001) and parietal
cortices (6.4iu vs 7.5, p=.001), and in the hippocampus (3.2iu vs. 4.4, p=.05), compared to controls. Patients also
showed significantly lower N-Acetyl-Aspartate (NAA) levels in the thalamus and cortical GM, compared to controls.
Lower hippocampal glutamate levels correlated with worse visual memory (trials at 1st attempt: r=0.5, p<.05; total trials:
r=0.5, p<.05).
Discussion: Glutamate neurotransmission is reduced in the cortical and hippocampal regions of people with MS and is
linked to cognitive impairment. Reduced levels of glutamate and NAA in cortical GM agree with post-mortem findings of
GM neuronal loss in MS. MR spectroscopy of cortical glutamate may provide a surrogate marker for assessing the efficacy of future therapies in reducing memory decline in people with MS.
15.
A structural MRI study of motor conversion disorder – evidence of bilateral reduction in thalamic volume.
Authors: Timothy Nicholson, Selma Aybek, Matthew Kempton, Anthony David, Richard Kanaan
First Author: Dr Tim Nicholson, Academic Clinical Lecturer, Section of Cognitive Neuropsychiatry, Institute of Psychiatry, De Crespigny Park, London SE5 8AF
Email: timothy.nicholson@kcl.ac.uk
Objective: Conversion disorder is the presence of neurological symptoms that are not due to neurological disease and
are thought to be psychological in origin. It is assumed that patients have normal brain anatomy; structural brain abnormalities of potential aetiological relevance generally preclude the diagnosis. However, it remains possible there are
subtle neuroanatomical differences that are only discernable at the group, rather than at the patient level. We aimed to
test this hypothesis by comparing high-resolution MRI scans of patients with motor conversion disorder with healthy
controls using a Region Of Interest (ROI) approach.
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Method: 15 patients with ICD-10 diagnoses of motor conversion disorder with symptom onset within 2
years and 31 age- and sex-matched healthy controls had high resolution Spoiled Gradient Recalled sequence scanning on a 3T MRI scanner. ROIs, chosen on the basis of previous reports or on theoretical grounds, were
placed on the bilateral amygdala, thalamus, caudate and lentiform nuclei. Freesurfer v.5.0 software was used to identify, label and measure the anatomical structure volumes.
Results: There were uncorrected reductions in bilateral thalamic volume in patients compared to controls (left thalamus
p=0.001, right thalamus p=0.002). Intracranial volume was also reduced in patients, however (p=0.012), and when
corrected for this the thalamic reductions remained significant (left thalamus p=0.02, right thalamus p=0.05) and there
was a significant (p=0.05) reduction in the volume of the left, but not the right, lentiform nucleus. There were no other
ROI differences.
Conclusion: We have found evidence for reduced volume of the thalamus in conversion disorder. These changes
could be secondary to chronic limb immobility as there is some evidence of similar thalamic volume losses after limb
amputation. Longitudinal studies of conversion disorder patients, particularly re-scanning post recovery, would be
needed to address this question. If thalamic volume changes are found to correlate to level of limb disuse such
changes would be a strong indicator of the severity of this disorder in terms of the amount of actual, as well as reported,
immobility. However, a functional imaging study (Vuilleumier et al, 2001) has found evidence of reduced activation of
the thalamus (and basal ganglia) in symptomatic conversion disorder patients and it therefore remains possible these
changes could be of aetiological or mechanistic significance.
Cont../...

16.
The effects of treating VGKC associated limbic encephalitis in the elderly - A systematic review
Author: Guirish Radja, Services for Older People, Shelton Hospital, Bicton Heath, Shrewsbury, Shropshire, SY3 8DN
Email: radja@nhs.net
Background: In the elderly, a decline in cognitive function is often associated with dementia. However, subacute deterioration on memory functions, associated with affective change and/or seizures are also classical features of limbic
encephalitis, which is caused by inflammation of the limbic areas of the brain. Paraneoplastic limbic encephalitis is
caused by the production of autoantibodies against neuronal tissues secondary to certain cancers. Similar autoantibodies have also been noted in the absence of neoplasms in non-paraneoplastic limbic encephalitis (nPLE), commonly
reported antibodies being produced against Voltage Gated Potassium Channels (VGKC), which results in neuropsychiatric symptoms. This study aims to systematically review the evidence of the effects of treating VGKC associated
limbic encephalitis in the elderly with iv Immunoglobulins, plasma exchange or steroids.
Method: A systematic review of the available published and unpublished data was conducted, using the MEDLINE,
EMBASE and PsychINFO databases, using pre-defined inclusion and exclusion criteria. Information such as patient
demographics, presenting symptoms, treatment and antibody levels were gathered using a standardised data collection
tool. The results were statistically analysed for correlation between clinical outcome and antibody titres before and after
treatment.
Results: A total of 59 cases met the inclusion criteria of whom 50 cases had complete data for statistical analysis. 21
cases were over the age of 65 with complete data sets. Patients who clinically improved had the largest decrease in
antibody titres. Patients presenting with affective and consistent neuroradiological changes were more likely to have an
improved outcome following treatment. These results proved to be statistically significant. Statistical analysis also
showed that 67.6% of patients below the age of 65 had an MRI change compared to 80% of patients above the age of
65. However, the observation was not statistically significant (p=0.292 Chi-square test)
Conclusion: The overall evidence suggests that treatment of VGKC associated nPLE is effective. There are currently
no agreed diagnostic guidelines, validated assessment tools or randomised controlled trials of the different treatment
options. nPLE is a treatable condition which should form part of the differential diagnosis when patients present with
subacute cognitive impairment, associated with affective changes and seizures.

17.
Acetylcholinesterase inhibitors for schizophrenia
Authors: Dr Jasvinder Singh (ST -5), Dr Kamalpreet Kour (CT-3), Dr Mahesh Jayaram (Consultant Psychiatrist) Leeds
Partnership Foundation Trust, Leeds.
First Author: Jasvinder Singh, Department of Psychological Medicine, Gladstone Street 220-236 Analby Road, Hull
Email: jcingh@gmail.com
Objective: The Acetylcholinesterase inhibitors (Donepezil, Rivastigmine and Galantamine) have been studied in the
cognitive deficit states like Alzheimer’s and others and have been in use for some time. These new group of compounds are being tried in the treatment of schizophrenia, there are no existing systematic reviews of these groups of
compounds and there is an urgent need to critically examine the available evidence to find out whether it is worth considering these medications as an option either first line or second line in the treatment of schizophrenia.
Method: We included all clinical randomised trials comparing acetylcholinesterase inhibitors with antipsychotics or placebo either alone or in combination for schizophrenia and schizophrenia-like psychoses. The outcomes were grouped
into the short term (up to 12 weeks), medium term (13-26 weeks) and long term (over 26 weeks).
Primary and secondary outcomes: The Primary outcome was improvement in global state and the secondary outcomes
included: clinical global response, mental state, general functioning, quality of life/satisfaction with treatment, cognitive
functioning, service use, adverse effect, economic outcomes, behaviour and engagement with services.
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Search strategy: We searched the Cochrane Schizophrenia Group Trials Register (February 2009). This
register is compiled by systematic searches of major databases, hand searches and conference proceedings. The authors of significant papers were identified and were contacted and asked for their knowledge of other studies, published or unpublished, relevant to the review. The relevant pharmaceutical companies were requested to provide relevant published and unpublished data regarding any studies they may have access to.
Data collection and analysis: Two review authors (JS and KK) independently inspected citations identified from the
search. Authors (JS and KK) independently extracted data from included studies. Data were extracted onto standard,
simple forms. Again (JS and KK) worked independently to assess risk of bias by using criteria described in the Cochrane Collaboration Handbook. Where possible, efforts were made to convert outcome measures to dichotomous data.
We calculated the relative risk (RR) and its 95% confidence interval (CI) based on the random-effects model. For continuous outcomes we estimated a Mean Difference (MD) between groups.
Results: The acetylcholinesterase inhibitor plus antipsychotic showed benefit over antipsychotic and placebo in the
following outcomes:
1. Mental state - PANSS negative symptoms average end point score (2 RCTs, n=31, WMD -1.69 CI - 2.80 to - 0.57),
PANSS General Psychopathology average end point score (2 RCTs, n=31, WMD -3.86 CI -5.40 to -2.32 ) and improvement in depressive symptoms as measured by CDSS scale - one study.
2. Cognitive domains - attention, (1 RCT, n=73, MD 1.20 CI 0.14 to 2.26), visual memory (2 RCTs, n=48 , MD 1.90 CI
0.52 to 3.28), verbal memory and language (3 RCTs, n=42, MD 3.46 CI 0.67 to 6.26) and executive functioning (1 RCT,
n=24, MD 17.10 CI 0.70 to 33.50).
3. Tolerability - EPSE: AIMS, (1 RCT, n=35, MD 1.50 CI 1.04 to 1.96).
No difference was noted between the two arms in other outcomes. The overall rate of participants leaving studies early
was low (13.6 %) and showed no clear difference between the two groups.
Conclusion: Current available evidence is not good enough for recommending acetylcholinesterase inhibitors routinely
as add on intervention along with antipsychotics to improve efficacy or cognitive symptoms in those suffering from
schizophrenia. It could perhaps be tried when all other interventions have failed, but its effects need to be assessed
and treatment withdrawn if no evidence of any clinical benefit. Most of the studies were short term studies and were not
of high quality. It is therefore essential that longer term, better reported more pragmatic trials are needed before the
evidence could be assessed objectively to conclude whether this intervention would be of benefit to patients or not.
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Non Epileptic Seizures and Todd’s paresis - Case series and literature review
Authors: Dr Jasvinder Singh, ST 6, Liaison Psychiatry, Hull, Dr Michelle Lambert (Consultant, Neuropsychiatrist, Newcastle)
First Author: Jasvinder Singh, Department of Psychological Medicine, Gladstone Street 220-236 Analby Road, Hull
Email: jcingh@gmail.com
Objective: Todd’s paresis is a transient focal weakness of a hand, arm or leg which follows a partial seizure activity
within that limb. This was first described by Robert Bentley Todd in 1849. The weakness can range from severity from
mild to complete paralysis and usually occurs on just one side of the body. The paralysis can last from minutes to
hours. There have been case reports of longer duration of paresis, ranging to as long as days. It may occur in up to
13% of seizure cases. Todd’s paresis may affect speech, eye gaze or vision. It most commonly occurs after generalised tonic clonic seizures. There is literature on Todd’s paresis and its association with epilepsy since it was first described in 1849. There is dearth of literature on its association with non-epileptic seizures. Its presentation in patients
with NEAD whether represents a true epileptic event or it represents a pseudo paralysis was something we were interested in. The interest was primarily driven by the three patients we had of non epileptic attack disorder who presented
with focal weakness.
Method: We did an electronic literature search using Pub med, Medline and Trip database. The key words used were epilepsy, Todd's paresis, non epileptic attack disorder, post ictal paresis, pseudo Todd’s paresis and pseudoneurological symptoms.
The case series is as follows:
Case 1: A 48 year old gentleman with history of non-epileptic attack disorder (NEAD) was admitted to hospital following
another episode of NEAD. He reported having an attack of cluster of absent seizures following which he complained of
being paralysed down one side. He complained of loss of function of left arm and leg. He was admitted to hospital
where he had a full neurological screen done. Objectively, there was no evidence of any focal deficits. He reported being unable to feel anything on left side but was able to respond appropriately to lateralised tactile stimulation with eyes
closed. Gate was antalgic with a reduced support phase on left. He had video telemetry done with no evidence of seizures and CT exam was unremarkable. Patient was discharged with the diagnosis of NEAD.
Case 2: 37 year old, female with history of non-epileptic attack disorder was admitted to hospital following an episode
of non-epileptic seizure. Patient reported right sided paresis; difficulty lifting her right arm and leg. The weakness lasted
2-3 hours, settled on its own. No evidence of any focal deficits on neurological examination. EEG was unremarkable.
MRI showed slight asymmetry of left pre central gyrus. No convincing signal abnormality and the appearances were
constitutional.
Case 3: A 33 year old lady with history of non-epileptic attack disorder was seen in the outpatient clinics. She had an
NEAD attack which was generalised and following that she complained of left sided facial weakness. No dysphasia or
problems with vision reported. The weakness lasted for only few minutes and subsided on its own. She had further episodes of seizures but never had a weakness afterwards. On assessment there was no evidence of any change in the
nature or degree of her seizure pattern.
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Results: Our three patients above had diagnosis of NEAD and they all complained of motor weakness or
Todd’s paresis which is more characteristic of Epilepsy. This raised doubts in our minds that whether
these patients actually had a seizure and that resulted in Todd’s paresis. The first two patients had investigations re
done to establish that but no cause was found. The third patient was seen well after the episode of facial weakness. We
did not notice any change in her seizure episodes from the past so further investigations were not carried out.
We wanted to establish if there is any association between Todd’s paresis and NEAD .We tried to find the answer by
doing a literature search but unfortunately it did not help much as we could find only one case report and nothing else
useful.
Conclusion: There will always be ethical dilemma that whether patients with NEAD should be re investigated or not if
they complained of neurological symptoms. We believe that each case should be dealt on its merit and the patients to
be managed accordingly. It is not uncommon for patients with NEAD to have epilepsy and as a result Todd’s paresis.
The literature search was not very useful in finding the right answer.
Cont../...

19.
Epistasis of genes modulating serotonin and dopamine metabolism impacts on structure and function
of brain regions involved in emotion processing
Authors: Simon A. Surguladze, Wissam E-Hage, Joaquim Radua, Mary L Phillips
First author: Simon Surguladze, King's College London Institute of Psychiatry, PO Box 69, DeCrespigny Park, London
SE5 8AF
Email: simon.2.surguladze@kcl.ac.uk
Objective: Imaging genetic studies demonstrated that some genes implicated in emotional processes may have an
effect on the brain structure and functioning . The role of serotonin transporter-linked promoter region (5-HTTLPR)
marker and catechol O-methyltransferase (COMT) gene was highlighted in separate studies. There is less evidence of
a possible interaction (epistasis) of the above genes.
In this study we have examined an interaction of 5-HTTLPR and COMT markers on effective connectivity and brain
volume within neural circuitry associated with emotion processing.
Method: Ninety one healthy Caucasian adults underwent functional magnetic resonance imaging (fMRI) and structural
MRI. In fMRI study the participants were presented with video clips of dynamic emotional facial expressions of fear,
sadness, happiness and anger. The effective connectivity within the emotion processing circuitry was assessed with
Granger causality method. This method allows an exploration of temporal relationship between the activity in different
regions, which sheds light on possible causality of the brain events. In the structural neuroimaging part of the study we
applied diffeomorphic anatomic registration through exponentiated Lie algebra (DARTEL) whole-brain voxel-based morphometry (VBM) which has better sensitivity compared with the earlier VBM methods.
Results: We have demonstrated that in the fear processing condition, an interaction between 5-HTTLPR (S) and
COMT(met) low activity alleles was associated with reduced effective connectivity within the circuitry including bilateral
inferior prefrontal cortex, right superior temporal gyrus, bilateral fusiform/inferior occipital regions, and right amygdala.
The results of the structural data analysis showed an interaction of COMT and 5-HTTLPR genotypes with regional grey
matter volume in bilateral parahippocampal gyrus, amygdala, hippocampus, cerebellum and right putamen. In particular, the gray matter volume in these regions was smaller in individuals who were both COMT-met and 5-HTTLPR-S
carriers, as compared to those carrying either 5-HTTLPR-L/L , or COMT-val/val.
Conclusion: The epistatic effect of COMT-met and 5-HTTLPR-S markers impacts on both the brain function and structure and is associated with:
a) reduced effective connectivity within the frontal-limbic emotion processing circuit.
b) reduced volumes of key temporal-limbic regions involved in emotion processing.
These genetic effects may underlie an inefficient emotion regulation that places the individuals carrying low activity alleles of both COMT and 5-HTTLPR at greater risk for depressive disorders.
20.
Frontal white matter connections and cognitive change in amyotrophic lateral sclerosis: A DTItractography study
Authors: S. Tsermentseli, F. Dell'Acqua, S. Landau, S.C.R. Williams, D K Jones, P.N Leigh, M. Catani, & L.H Goldstein
First Author: Stella Tsermentseli, Department of Psychology and Counselling, The University of Greenwich, Avery Hill
Road, Eltham, London SE9 2UG
Email: s.tsermentseli@gre.ac.uk
Objective: Traditionally considered a motor-neuron disorder, cognitive and behavioural impairments in a subset of nondemented amyotrophic lateral sclerosis (ALS) patients are now well-acknowledged. This study aimed to define the
structural basis of cognitive abnormalities in ALS, by clarifying the involvement of specific cognitive domains and the
respective contribution of white matter damage to the integrity of the uncinate (UF), inferior longitudinal (ILF) and inferior-frontal occipital (IFOF) fasciculi.
Method: Twenty-six ALS patients and 27 healthy controls underwent a detailed neuropsychological assessment and a
whole brain diffusion tensor imaging (DTI) scan. The two groups were matched for age, intelligence quotient, years of
education, and anxiety and depression scores. Individual neuropsychological test scores were converted into four composite scores, measuring executive functions, language, memory and visuospatial ability. Changes in fractional anisotropy (FA) and mean diffusivity (MD) were measured along the UF, ILF, and the IFOF using a two-region of interest approach.
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Results: ALS patients were found to exhibit impaired performance on the executive and language composite test scores, but not on memory and visuospatial composite test scores. DT-MRI investigations of
the white matter association tracts (i.e. UF, ILF and IFOF) identified no significant differences in ALS-patients compared
to healthy controls with respect to mean FA values, indicating that water diffusion within these tracts still followed the
main axonal direction. MD values however were found to be significantly increased within the uncinate fasciculus of
ALS-patients compared to healthy controls. This is associated with neurodegeneration, as an increased MD typically
arises from reduced barriers of diffusion, indicating weak axonal myelination. Correlational analysis did not find significant relationships between white matter tracts and neuropsychological composite scores.
Conclusion: The findings confirm the presence of executive dysfunction in ALS patients and also suggest that language deficits maybe more extensive and prevalent than has been suggested by previous research. These results suggest involvement of the UF within the disease-profile of ALS, however correlations to significant deficits remain to be
found. If confirmed in a larger study this frontal white matter change could represent an important biomarker for trials in
ALS.
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21.
Illness perceptions of neurologists and psychiatrists in relation to epilepsy and non-epileptic attack disorder (NEAD)
Authors: Kimberley Whitehead, Telemetry Unit, National Hospital for Neurology and Neurosurgery; Markus Reuber,
Academic Neurology Unit, University of Sheffield
Email: Kimberley.Whitehead@uclh.nhs.uk
Objective: To contrast the illness perceptions of neurologists and psychiatrists towards NEAD with those towards epilepsy and to compare the illness perceptions, of the two professional groups, with each other and with those of patients.
Method: Members of the BNPA and the United Kingdom Chapter of the International League Against Epilepsy were
approached by e-mail. 45 neurologists and 40 psychiatrists followed a Survey Monkey link to complete two versions of
our adapted illness perception questionnaire-revised (IPQ-R) and our adapted symptom attribution question (SAQ),
about epilepsy and NEAD. Data was analysed using Wilcoxon signed ranks and the Mann-Whitney U test, interpreting
two-sided P values of 0.02 as significant.
Results: Overall, psychiatrists seemed to have a less polarised view than neurologists of the "physical" nature of epilepsy on the one hand and the "psychological" nature of NEAD on the other. However, the majority of respondents
clearly understood both epilepsy and NEAD as neuropsychiatric disorders. Like other healthcare workers surveyed
previously, neurologists and psychiatrists professed a better understanding of epilepsy than of NEAD and thought that
patients with NEAD had more control over their seizures than did those with epilepsy. The latter is at variance with patients' own experience. Unlike neurologists, psychiatrists thought of NEAD as a less chronic disorder than epilepsy.
Conclusion: This study provides some interesting insights into neurologists', psychiatrists' and patients' understanding
of epilepsy and NEAD. It demonstrates the potential for problems with communication and treatment, which might arise
between patients and doctors and as patients are referred from one speciality to the other.
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Membership Application Form
Membership is open to:
♦
Medical practitioners in psychiatry, neurology and related clinical neurosciences (e.g neurophysiology,
neurosurgery, neuroradiology, neuropathology, neuropsychopharmacology)
♦
Postgraduate psychologists working in clinical or experimental fields related to psychiatry or neurology
♦
Postgraduate laboratory workers in the neurosciences
♦
Overseas Members are welcome (see Rules point 5 for criteria)
Anyone wishing to become a member should send
1. This application form
2. A brief CV and
3. A letter of proposal from an existing member
to the Secretary of the association
Dr Hugh Rickards
Department of Neuropsychiatry
Barberry Building
25 Vincent Drive
Edgbaston, Birmingham
B15 2FG
Your Application will be considered at the next committee meeting.
Joining fee £35. Annual membership is £35 by direct debit payable on January 1st
---------------------------------------------------------------------------------------------------------------------------------The British Neuropsychiatry Association Membership Application Form
Name:

Qualifications:

Date of Birth:

Professional Discipline and appointment:
Home Address:

Address for Correspondence (tick one)

Employment Address:

Home

Employment

Contact Telephone Number:
Email Address:
Clinical Interest:

Research Interest:

INSTRUCTION TO YOUR BANK OR BUILDING
SOCIETY TO PAY BY DIRECT DEBIT
Originators Identification Number
4
0
9
3
0
9
Please fill in the whole form including official use box
using a ball point pen and send it to:
The British Neuropsychiatry Association
Lion House
51 Sheen Lane
London
SW14 8AB
Name(s) of Account Holder(s)

Bank/Building Society account number
Branch Sort Code

Name and address of your Bank/Building Society:

Reference Number (bank use only)

For The British Neuropsychiatry
Association Official use only. This is not
part of the instruction to your Bank or
Building Society.

Instruction to your Bank or Building Society
Please pay The British Neuropsychiatry Association
Direct Debits from the account detailed in this
instruction subject to the safeguards assured by the
Direct Debit Guarantee. I understand that this
instruction may remain with The British
Neuropsychiatry Association and, if so, details will be
passed electronically to my Bank/Building Society.
Signature(s)
Date

Banks and Building Societies may not accept Direct Debit Instructions on some types of accounts

✂
Name and full postal address of your Bank/Building Society

This Guarantee should be detached and retained by the payer

The Direct Debit Guarantee
Bank/Building
Society
Number
 With
Thisimmediate
guarantee
is offered
by all
Banks
and Building
Societies
that accept
instructions
to pay
Direct Debits
effect,
please cancel
my/our
Standing
Order payable
to
The British Neuropsychiatry Association under:
No.
 Account
If there Reference
are any changes
to the amount, date of frequency of your Direct Debit the British Neuropsychiatry Association
(BNPA) will notify you 10 working days in advance of your account being debited or as otherwise agreed. If you request the
BNPA toofcollect
payment, confirmation of the amount and date will be given to you at the time of the request.
Names(s)
Accounta Holder(s)



If an error is made in the payment of your Direct Debit the BNPA or your Bank or Building Society, you are entitled to a full
and immediate refund of the amount paid from your bank or building society.



Signature(s)
If you receive a refund you are not entitled to, you must pay it back when
the BNPA asks you to.

✂



You can cancel a Direct Debit at any time by simply contacting your Bank or Building Society. Written confirmation may be
Date
required. Please also notify us.
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Delegate Feedback Form
Your opinions are important to us and will help us plan future conferences. Please complete the below form and
return to the Registration Desk.
1. How useful did you find this event? Extremely useful [ ] Useful [ ] Fairly useful [ ] Not useful [ ]

2. What was your overall impression of this event?
(1 = Excellent, 2 = Good, 3 = Fairly Good, 4 = Poor, 5 = Very Poor)

1

2

3

4

5

Programme
Registration process
Organisation
Venue
Catering

3. Please rate each of the AGM sessions
(1 = Excellent, 2 = Good, 3 = Fairly Good, 4 = Poor, 5 = Very Poor)
Academic Content

1

2

3

4

5

1

2

3

4

5

Day 1: Huntington’s Disease
Day 1: International Neuropsychiatric Association
Day 1: Neuropsychiatry Research Update
Day 2: Clinical Neuroscience for the 21st Century -Networks and Rhythms in Health
and Disease
Day 2: What the Eye Does not See
Relevance and interest
Day 1: Huntington’s Disease
Day 1: International Neuropsychiatric Association
Day 1: Neuropsychiatry Research Update
Day 2: Clinical Neuroscience for the 21st Century -Networks and Rhythms in Health
and Disease
Day 2: What the Eye Does not See

4. Please rate the Members’ Papers Forum
(1 = Excellent, 2 = Good, 3 = Fairly Good, 4 = Poor, 5 = Very Poor)

1

2

3

4

Academic Content
Educational Content
Clinical Content
Overall Content

P.T.O

5
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6. Which speakers would you like to see at future BNPA conferences?

7. What impact will this event have on your future practice?

8. Comments/Suggestions and ideas for future conferences:

If you would like to receive further information about the BNPA please let us have a contact email address:

