Bari Meeting – April 2008

Mr David Holden and Professor Gavin Giovannoni attended a symposium on the role of autoimmunity in Tourette’s syndrome and related disorders, as part of the Italian Movement Disorders National Congress, in Bari, April 4-5 2008.

David Holden presented a poster entitled “Encephalitis lethargica: surveillance and immunological studies” (reproduced below). This described the EL surveillance programme, and related investigations into the immunological basis of this disease, both of which are supported by funding from the Sophie Cameron Trust. The presentation of an EL poster at this meeting had the effect of raising awareness of the disease, and placing it in the context of related neuropsychiatric disorders. 

Prof. Giovannoni gave a talk entitled “Defining a disease and contemporary criteria for causation”, which addressed the problem of establishing causal links in poorly known diseases, including EL. Another highlight was a presentation by Dr Russell Dale, which presented an overview of recent work in the field of anti-neuronal antibodies and post streptococcal disorders.
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ENCEPHALITIS LETHARGICA (EL) often presents as an acute illness in young adults and children, with initial fever, headache, lethargy, visual symptoms, muscle weakness, neuropsychiatric
features (e.g. confusion, hallucinations, behavioural changes), altered consciousness states and sleep disorder. In addition, many patients develop a movement disorder, with either parkinsonism
(reduction in movement) or an abnormal increase in movements of various kinds, affecting limbs, trunk, face or eyes.This may sometimes develop many months after the onset of the illness.

EL may be fatal or result in severe neurological consequences.Treatment is mainly aimed at improving the symptoms produce by the disorder, e.g. with medications for the movement disorder

or the psychiatric symptoms. No specific treatment for the underlying disorder is available at present.

HISTORY OF ENCEPHALITIS LETHARGICA

The disease was first described by Constantin von Economo,
who observed an epidemic outbreak of “sleeping sickness” in
Vienna, in the winter of 1916-1917.

There are also a number of earlier historical
accounts of “sleeping sickness”
1580 Europe
1672-73 London
1780-82, 1830-91 Paris
1890-91 Italy

von Economo

In the epidemic of 1917-1930, more than one million cases
of EL were reported worldwide.

The epidemic first spread in Europe, and
reached North America in 1918.

MORE SLEEPING SICKNESS.

Fifteen New -Cuel and Two Deaths
A high incidence was reached in 1920, followed Are Reported.

by low levels in 1922-23, reaching a second peak New York Times, March 9th 1923
in 1924.

| PATRICIA MAGUIRE
DIES IN HOSPITAL

QOak Park’s ‘Sleeping Beauty,’

in Slumber Since 1932, Is
Pneumenia Victim

Of those affected by EL, 15% died. 40% of those
affected with acute EL died.

Of those who survived, 22% made a full
recovery, but 34% were chronic invalids.

New York Times, Sept. 29th 1937

EL and the influenza pandemic of 1918-19

The early stages of the EL epidemic occurred at the same [
time as the influenza pandemic, which was responsible for I ' :?:,1
over 40 million deaths. Despite the concurrence of the :
epidemics, an influenza etiology of EL is untested and

controversial. The current consensus among neurologists

is that the two diseases are unrelated.

THE ENCEPHALITIS LETHARGICA
SURVEILLANCE PROGRAMME

Whilst EL is now a rare disorder, it still occurs sporadically; however, its
presentation, disease course, treatment response, frequency of occurrence and
underlying causes are all relatively unknown.

Typically, EL presents as an acute illness in young adults with initial
neuropsychiatric features, sleep disturbance and movement disorders. Recent
cases have also included children, sometimes with a more benign prognosis than in
adults. Histological and biochemical data suggest that autoimmune mechanisms
play an important role in this disorder and, in recent studies, specific antibody
titres have been detected in affected sporadic cases.

The purpose of the study is to gain near-complete surveillance of the disease
across the UK. At present it is anticipated that the surveillance programme will
run for 10 years.The information obtained from this study may help us to better
diagnose and treat future patients with EL. Long term follow up will assist in
promoting better information as well as possible treatment options for the
patients.

Initially, the surveillance programme will be notified of EL cases through the British
Neurological Surveillance Unit (BNSU) and the British Paediatric Neurology
Surveillance Unit (BPNSU). Inclusion in the study is based on a diagnosis of
confirmed (or suspected) EL — if a neurologist records a potential case of EL, the
coordinator of the surveillance scheme will be contacted by BNSU or BPNSU.

Once consent has been obtained, the neurologist will be asked to send a copy of
patients’ case notes.These will be reviewed by an adult neurologist, or a paediatric
neurologist, depending on the age of the patient. The information obtained from
patients’ notes will be entered in a password-protected, encrypted database.

Data will be analysed to provide epidemiological information (e.g., geographical
distribution of patients, age range, and demographic characteristics), and to offer
insight into the causes of the disease.The results of the study will be made
available to others in the form of publications.

Existing blood and CSF samples will also be requested form consenting patients,
to evaluate various biochemical parameters. No additional samples will be sought
from patients. Serum may be used for anti-basal ganglia antibody (ABGA) analysis
and ASO titre analysis (for diagnosis of streptococcal-associated disorders).

Contact d.w.holden@qmul.ac.uk http://www.icms.qmul.ac.uk/neuroimm/

ANTI-BASAL GANGLIA ANTIBODIES (ABGAs)

ENCEPHALITIS LETHARGICA is one of an emerging group of autoimmune diseases of the CNS, characterised by the presence of anti-basal ganglia antibodies (ABGAs)
associated with recent streptococcal infection. This spectrum of neuropsychiatric disorders associated with ABGAs also includes Sydenham’s chorea, PANDAS, Tourette’s
syndrome, adult-onset tics, dystonia and obsessive-compulsive disorder.

In the basal ganglia, ABGAs recognise four main bands of 40, 45, 60 and 98 kDa.The 45 and 98 kDa antigens are monomeric and dimeric forms of gamma-
enolase and alpha-enolase.The presence of ABGAs that recognise the 98 kDa antigen appears to be associated with severe forms of encephalitis lethargica. All
of these putative autoantigens have homologous proteins in streptococci.

The research at The Institute of Cell and Molecular Science will focus on the CNS distribution of gamma/alpha-enolase, a putative
auto-antigen recognised by anti-basal ganglia antibodies in subjects with encephalitis lethargica. This research aims to examine
whether gamma/alpha-enolase dimers are enriched in the basal ganglia, and eventually to determine whether autoantibodies to

these dimers are associated with encephalitis.

This work is funded by the Sophie Cameron Trust





