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WELCOME

WELCOME to the eighth edition of Connect Professional,
our newsletter dedicated to health professionals interested
in encephalitis.

Our newsletter is designed to showcase the work that is go-
ing on in the field of encephalitis by our colleagues around
the world.

We also cover important research and activities that people
in academia and medicine might find interesting.

In this edition, our main focus is Encephalitis 2021 — our
annual conference — which takes place on the 7th
December (see pages 7 to 10).

With COVID-19 restrictions lifted in the UK, we are hop-
ing that a great number of you will be joining us at the
Royal College of Physicians for a bumper day of talks from
world-leading encephalitis experts.

For those of you who are unable to join us in-person - fear
not! This year’s conference can also be accessed virtually
and will be recorded, so you can watch the talks from the
comfort of your own home and at leisure.

We also have two free events at which we would love you
to join us — in-person or virtually - on Tuesday, 6th
December (see page 10).

The first of these, our Research Exchange Meeting, is an
opportunity to listen to selected Conference poster authors
to discuss their work.

Secondly, Dr Benedict Michael and Assist Prof Omar Siddiq;i,
both members of our Scientific Advisory Panel, will be
offering advice on how to apply for funding and develop
Fellowship and grant application writing skills. This is a great
opportunity to pick the brains of two very accomplished re-
searchers and clinicians and take a leap in your own career.

As always, this is your newsletter and we very much wel-
come your input — whether it be articles, research, news or
events. If you would like to submit something, please email
comms@encephalitis.info

See you at the Conference!

Dr Ava Easton

Chief Executive
Encephalitis Society
Y @encephalitisava

Encephalitis Society
32 Castlegate, Malton, North Yorkshire,
England, YO17 7DT

www.encephalitis.info

t: +44 (0)1653 692583
e: admin@encephalitis.info
Registered charity number (England and Wales): 1087843
Registered charity number (Scotland): SC048210
Registered company number: 04189027

Dr Nicholas Davies
Chair - Scientific Advisory Panel
Encephalitis Society
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© The Encephalitis Society. All rights reserved. All information contained in this
magazine is, as far as we are aware, correct at the time of going to press.
Contributions to the newsletter are welcome. The Society does not necessarily
share all the views and opinions expressed in this newsletter.

Advertisements in Connect are accepted on a commercial basis. By publishing
an advertisement, the Society does not indicate endorsement of the product or
services provided by the advertiser.

Pictured overleaf: Scientific Advisory Panel members Dr Nicholas Davies, Professor Tom
Solomon, and Professor Sarosh Irani at the Encephalitis Conference
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LATESTNEWS

Calls for increase in funding
during Research Month...

The need for more funding into research for neurological
complications, including encephalitis, was the message
behind an Encephalitis Society campaign in June.

Encephalitis Research Month saw us take to the UK airwaves
to highlight the drastic cuts to government funding and falling
donations to medical research charities as a result of the
COVID-19 pandemic.

We also invited researchers from low-to-middle income coun-
tries to apply for up to £10,000 in seed funding and awarded
bursaries to six health professionals from Iran, Cameroon,
Brazil, Malawi, and the Phillippines who wanted to join us at
Encephalitis 2021 — our annual conference (See Pages 6-9).

Dr Ava Easton, our Chief Executive, said: “While life has been
slowly returning to how it was before the COVID-19 pandemic,
we have had growing concerns that research into neurological
conditions such as encephalitis is getting left behind. During
Encephalitis Research Month, we felt it was important to stress
that more funding is needed and support of medical charities.”
Since the pandemic, the country’s main science funder, UK
Research and Innovation (UKRI) has seen its budgets nearly
halved from 245m to 125m. Such deep cuts to government
research spending and our exit from Europe means the UK’s
position as a global science leader is under threat. Income to
medical research charities, such as the Encephalitis Society
which collaborates with researchers, has also taken a hit
because of COVID-19.

During Encephalitis Research Month, Ava and supporters of
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the Encephalitis Society, spoke to UK radio and television
stations to share their personal experiences of encephalitis
and how research can improve outcomes and diagnosis.

“It was a successful campaign, but one that needs to continue
for months, or even years, so we can ensure that research into
neurological conditions does not get left behind," added Ava.

...as World Health Organization agrees to discuss new analysis

The end of Encephalitis Research Month brought welcome
news about a potential partnership with the World Health
Organization (WHO).

The Encephalitis Society is to begin discussions with the WHO
about a new report which looks at encephalitis around the
world.

The 160 page analysis - Encephalitis: an in-depth review and
gap analysis of key variables affecting global disease burden -
identifies global issues surrounding encephalitis and proposes
a range of solutions, ranging from epidemiology, incidence,
and economic impacts through to prevention, diagnosis and
treatment, and the needs of patients and families.

The report has been authored by Dr Julia Granerod, Alina
Ellerington, our Information Manager, and members of our
Scientific Advisory Panel, including Dr Nicholas Davies, Dr
Benedict Michael, Professor Tom Solomon CBE, and Dr Ava
Easton.

BECOME A MEMBER: WWW.ENCEPHALITIS.INFO/MEMBERSHIP

Dr Tarun Dua, Head of Brain Health at the WHO, said: “The
World Health Organization is developing a new global action
plan on epilepsy and other neurological disorders that will
provide a comprehensive approach to addressing the burden
due to neurological conditions including from encephalitis.
Therefore we are delighted to receive and discuss this report
with the Encephalitis Society.”

Dr Ava Easton, Chief Executive of the Encephalitis Society,

said: “We are very grateful to our colleagues at the World
Health Organization for agreeing to meet with us and discuss
our report which offers a comprehensive look at the impact

of encephalitis around the globe. By working together, | am
confident we can take a leap forward in encephalitis preven-
tion and providing better outcomes for individuals and families
affected by this often devastating neurological condition.”

An executive summary of the report will be available to read in
the near future.
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Help needed with
COVID-19 survey

How do you diagnose
COVID-19 patients with neu-
rological complications?
Researchers with the Global
Covid Neurology Survey are
calling on clinicians to help
them better understand how
neurological complications
of COVID-19 are diagnosed
around the world.

The project is being led by
the University of Liverpool
with support from World
Health Organization (WHO)
and World Federation of
Neurology.

“We need clinicians around
the world to share their
experiences of how they
diagnose neurological and

neuropsychiatric syndromes
and perceive their association
with COVID-19,” said Dr Arina
Tamborska, NIHR Academic
Clinical Fellow in Neurology
at the University of Liverpool.
“Your responses will play a
role in the validation of a pro-
spective WHO clinical record
form which will then be made
openly available to everyone
following the study’s comple-
tion.”

The survey will take up to

30 minutes to complete and
involves questions about
your clinical experience and
several short case scenari-

os, describing patients with
neurological complications as

a result of COVID-19.
Participants will also be
named as a collaborator in
any publications arising from
the survey.

Dr Benedict Michael, Senior
Clinician Scientist Fellow at
the University of Liverpool,
added: “Whether you are a

neurologist or any other
healthcare professional
involved in the care of
COVID-19 patients, your help
would be greatly appreci-
ated with this study which
we hope will lead to better
treatments and outcomes for
patients.”

Take part in the survey by visiting:
www.redcap.link/covidneurosurvey

Study to investigate new treatment

A major global study is investigating a
new treatment for anti-NMDAR
encephalitis.

The EXTINGUISH NMDAR Encephalitis
Trial, which launched in October, is a
Phase-2b, Double-Blind, Randomized
Controlled Trial which will evaluate the
activity and safety of Inebilizumab in
Anti-NMDAR encephalitis.

The five year study is being led by Dr
Stacey Clardy (University of Utah), Dr
Gregory Day (Mayo Clinic Florida) and
Dr Maarten Titulaer (Erasmus University
Rotterdam).

Twenty hospitals across the USA are in-
volved in the trial, alongside two further
sites in Rotterdam and Barcelona, with a
target of 116 participants.

“Inebilizumab is a promising therapeutic
monoclonal antibody for the treatment
of NMDAR encephalitis,” writes Dr
Clardy in her outline of the EXTINGUISH
trial.

“This humanized monoclonal antibody
against the B-cell surface antigen CD19
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was recently shown to be safe and
efficacious in the treatment of neuromy-
elitis optica spectrum disorder - anoth-
er antibody-mediated disorder of the
central nervous system.

“Compared to other off label B-cell
depleting therapies, such as rituximab,
inebilizumab not only depletes CD20+
B-cells, but also CD20- plasmablasts and
plasma cells, resulting in robust and
sustained suppression of B-cell expres-
sion.

“The EXTINGUISH Trial will randomize
116 participants with moderate-to-se-
vere NMDAR encephalitis to receive
either inebilizumab or placebo in addi-
tion to first-line therapies.

“Patient outcomes will be ascertained
at standard intervals using the modified
Rankin scale and accepted safety mea-
sures (primary outcomes at 16 weeks),
together with comprehensive validated
neuropsychological tests, bedside cogni-
tive screening tools, quality of life/ func-
tional indices, and outcome prediction

EXTINGUISH

NMDAR ENCEPHALITIS TRIAL

measures. Clinical data will be combined
with quantitative measures of NMDAR
autoantibody titers and cytokines impli-
cated in B-cell activation and antibody
production within the intrathecal com-
partment to identify treatment respond-
ers, inform the biologic contributors to
outcomes, and evaluate for biomarkers
that may serve as early predictors of fa-
vorable outcomes in future clinical trials
in NMDAR encephalitis.”

Dr Clardy added: “The EXTINGUISH Trial
will prospectively study an optimized
B-cell depletion therapy to promote
better long-term outcomes in NMDAR
encephalitis, to determine more mean-
ingful cognitive endpoints, and to iden-
tify better biologic biomarkers to predict
outcome.”


https://clinicaltrials.gov/ct2/show/NCT04372615
https://clinicaltrials.gov/ct2/show/NCT04372615
http://www.redcap.link/covidneurosurvey

LATESTNEWS

CBE honour for
Society President

Professor Tom Solomon, the President of
the Encephalitis Society, has been awarded
a CBE in the Queen's Birthday Honours List
for his services to Neurological and Emerging
Infections Research, including during the
COVID-19 response.

Professor Solomon, who joined Liverpool in
1998 from the University of Oxford, is director
of the National Institute for Health Research
(NIHR) Health Protection Research Unit in
Emerging and Zoonotic Infections. The Unit
has played a major role in the UK and inter-
national response to Ebola, Zika and most
recently COVID-19.

He has had several key roles during the coro-
navirus pandemic, including chairing govern-
ment research funding committees, advising
the Medicines and Healthcare products
Regulatory Agency (MHRA) on vaccine safety,
and leading research on neurological compli-
cations of COVID-19.

"I'am truly honoured by this award, which
reflects the tremendous support | have had
from family and friends, plus the enormous
efforts of a very large group of colleagues over
many years," said Professor Solomon. "When |
first started working on emerging infections in
Asia 25 years ago, many people thought this
was a rather esoteric and niche subject. But
over the last 18 months, we have all seen the
enormous impact such infections can have,
and how important an area this is.”

Professor takes to the airwaves with science podcast

Professor Tom Solomon, the President of the Encephalitis Society, has added another string

to his bow - podcast host.

He is the presenter of the Scouse Science Podcast, a regular discussion on Coronavirus and

its impact on science and society.

Guests include leading researchers who talk about the progress being made to tackle the
virus, alongside chats about the wider impact of the pandemic with some famous faces.
The podcast is available via all the usual podcast providers - simply search for "Scouse

Science".

Successful launch for first ever Encephalitis Information Week

The Encephalitis Society launched its newest
campaign in October — Encephalitis Informa-
tion Week.

The seven-day digital campaign, which ran
from the 18th to 25th October, saw us share
information about encephalitis with members
of the public and health professionals on our
social media channels.

Volunteers also directly targeted healthcare
organisations in Australia and New Zealand,
asking them to share our resources with their
professional members.

Topics covered included encephalitis diag-
nosis, guides for children, adults and health
professionals, as well as mental health and

wellbeing, and returning to education and
work.

Julia Clark, the Encephalitis Society's Director
of Engagement, said: “A dedicated annual
campaign devoted to sharing information
about encephalitis is something that we have
been looking to introduce for some time now.
"This was our first attempt and it was a
success. We hope that this campaign will
become a permanent and popular fixture on
the calendar.

"Our volunteers wanted to approach health-
care professionals in Australia and New
Zealand as it was thought that they could then
share information with patients."

FREE WILL OFFER FOR MEMBERS HTTPS://FAREWILL.COM/ES-MEMBER

A project investigating the
neurological and neuropsychi-
atric effects of COVID-19 has
recruited its 200th patient.
The £2 million COVID-19
Clinical Neuroscience Study
(COVID-CNS), which is being
led by clinical researchers at
the University of Liverpool
and King’s College London,

is aiming to look at 800 UK
patients to understand how
these problems occur and
develop strategies to prevent
and treat them.

At the time Connect Profes-
sional went to press, 268
patients had been recruited
from the nine participating
sites.

“We have still got a long way
to go but | am confident we
will reach out target of 800
recruits, thanks to the efforts
of partners at hospitals across
the United Kingdom.” said
Project co-lead, Dr Benedict
Michael, Senior Clinician Sci-
entist Fellow at the University
of Liverpool and Consultant
Neurologist at The Walton
Centre NHS Foundation Trust.
“The better we understand
how the virus causes brain
complications, the better we
will know how to treat pa-
tients, be it through existing
or new medications. Each
case is being investigated
thoroughly, through examin-
ing clinical data, and labo-
ratory and imaging markers
of brain inflammation and
injury.”

Visit www.covidcns.org for
more information or to take
part in the study.
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LATESTNEWS

Centre for excellence opens in San Francisco

A new Center for Encephalitis & Meningitis
has been launched at the University of Cali-
fornia San Franscisco (UCSF).

The multi-disciplinary team which is based
under one roof at UCSF’s Mission Bay cam-
pus, will tackle the diverse set of infectious
and autoimmune conditions that cause
encephalitis and meningitis.

Under the directorship of Associate Pro-
fessor Michael Wilson, it include experts in
infectious, autoimmune, primary inflamma-
tory, paraneoplastic, and other causes of
encephalitis and meningitis.

NOVEL DIAGNOSTICS

In addition to referral for existing clinical
diagnostics, the Center for Encephalitis &
Meningitis is focused on developing novel
diagnostics to improve care for people with
encephalitis and meningitis. The team also
closely collaborates with the UCSF Center
for Next-Gen Precision Diagnostics (NGDx),
which offers a clinically approved (CLIA-cer-
tified) metagenomic deep sequencing of
cerebrospinal fluid (CSF) for pathogen (infec-
tion) detection through the UCSF Clinical
Laboratory

CUTTING-EDGE RESEARCH

The Center will conduct research to develop
novel methods for autoantibody detection,
including phage display technology as well
as rodent brain slice assays. Research is

also ongoing to understand host immune

The Mission Bay campus at UCSF

responses to infection and in autoimmune
encephalitis and meningitis.

HEALING, REHABILITATION & REPAIR
Consistent with the mission of the Center
for Encephalitis & Meningitis to improve
care and outcomes for people with enceph-
alitis and meningitis, Center clinicians focus
on strategies to promote and accelerate
healing and rehabilitation, including collab-
oration with expert rehabilitation providers
focused on neurorecovery. The Center also
conducts basic and clinical research to
understand mechanisms of injury and repair
in encephalitis and meningitis.

For more information, visit
www.encephalitis.ucsf.edu

National encephalitis study goes above and beyond

A UK-based encephalitis study is to continue recruiting patients — despite hitting its target of 90

patients.

Researchers with The_DexEnceph study of dexamethasone in Herpes Simplex Encephalitis have

been given the go ahead to continue patient recruitment until February 2022 by the National

Institute for Health Research (NIHR).

The study is being led by the University of Liverpool with the Encephalitis Society also involved

as one of the partner organisations.

Professor Tom Solomon CBE, the study’s chief investigator, said the hope was to increase the

chance of proving any important findings.

“We are enormously grateful to the DexEnceph team, including all the staff in hospitals across
the country, plus of course patients, relatives and careers. It’s a real vote of confidence that the

NIHR is allowing us to continue recruitment.”

Professor Solomon, of the (NIHR) Health Protection Research Unit in Emerging and Zoonotic
Infections, added that he hopes to announce the results of the study at the 2022 Encephalitis

Conference.

06 CONNECT

Mental health survey

Dr Thomas Pollak and col-
leagues at King’s College Lon-
don (KCL) have launched a
global study looking at the
mental well-being of people
after encephalitis.

The online questionnaire is
open to anyone aged 18 and
older.

Dr Pollak, who is a Clinical
Lecturer in Psychiatry at
KCL. said: “Responses to
this survey will help us build
a clear picture of life with
post-encephalitis symptoms
and, as a result, steer our
research into treatment
options and give us a better
idea of whether people are
being given the support they
may need.

Take part in the survey:
www.bit.ly/KCLencephalitis

Enceph-IG: help needed

Secondary and tertiary care
centres in the UK are needed
for an autoimmune encepha-
litis study.

Enceph-IG is a phase lll,
double blind, randomised
placebo control trial which
aims to establish whether

or not early treatment with
intravenous immunoglobulin
improves recovery in adults
with autoimmune
encephalitis.

The trial is being led by Pro-
fessor Tom Solomon, of the
University of Liverpool, and
run by the Centre for Trials
Research at Cardiff Univer-
sity.

It has been funded through
the National Institute for
Health Research Efficacy
and Mechanism Evaluation
programme.

If you would like to know
more about the trial or to
register as a site, email
EncephlG@Cardiff.ac.uk



http://www.encephalitis.ucsf.edu
http://www.bit.ly/KCLencephalitis
mailto:EncephIG%40Cardiff.ac.uk%20?subject=Enceph%20IG
http://www.dexenceph.org.uk/

ENCEPHALITIS2021

Excitement for 2021 Conference

Encephalitis 2021 — our annual conference — will

be returning bigger and better on Monday, the 7th
December.

As well as our one-day Conference, attendees are
also invited to join us the day before for our
Research Exchange Meeting and a workshop
which will offer tips on applying for grant funding
or Fellowships.

All our events will be ‘hybrid” — with attendees
invited to join us in-person at the Royal College of
Physicians in London or virtually.

Dr Ava Easton, Chief Executive of the Encephalitis
Society, said: “We are very excited about our new

additions to the Conference which we hope will
not only offer insight into the latest developments
in encephalitis research, but also help the next
generation of scientists who we hope will become
leaders in their field in the future.

“Places are now available for all our Encephalitis
2021 events and we hope to see you there in
London or online!”

Encephalitis 2021 is open to professionals of all
levels, including medical students, junior

doctors, and PhD students, through to senior
clinical lecturers, consultants, and professors and
experts with equivalent professional experience.

Find out more and book your place at Encephalitis 2021
www.encephalitis.info/conference

Encephalitis 2021 is kindly sponsored by:

Inspired by patients.
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Global line-up

of speakers
set for hybrid
conference

Eighteen speakers from around the world will be sharing their latest
research at_Encephalitis 2021 on Tuesday, 7th December.

The conference, which takes place at the Royal College of Physicians in
London, will cover hot topics, critical research questions, and approach-
es to the key clinical challenges informed by the latest research.

This year’s event will truly be an international affair with speakers hailing

from Senegal, India, France, Brazil, Spain, Cameroon, Germany, the USA,
and UK.

Confirmed keynote speakers are Professor Jerome Honnorat, Hospices
Civils de Lyon; Assistant Professor Deanna Saylor, Johns Hopkins Univer-
sity School of Medicine; and Winifred Mercer Pitkin Assistant Professor
Kiran Thakur, of Columbia University Irving Medical Center.

KEYNOTE SPEAKERS... Prof Jerome Honnorat, Asst Prof Deanna Saylor, and Asst
Prof Kiran Thakur

The programme for Encephalitis 2021 has been put together by the
Encephalitis Society’s Scientific Advisory Panel, members of which will
be chairing the conference throughout the day.

“We are delighted at the breadth and depth of the talks planned for
Encephalitis 2021,” said Dr Ava Easton, Chief Executive of the Encephali-
tis Society.

“With the world’s eyes focused on COVID-19, we were a little concerned
that it may have a been a difficult 18 months for encephalitis research,
but that has not been the case at all.

“We have worked hard to ensure that this year’s conference will be of
interest to all professionals involved in the clinical care or research of
encephalitis.”

Encephalitis 2021 is kindly sponsored by:

Health Protection Research —
Unit in Emerging and Zoonotic
Infections at University of Liverpool
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SESSION ONE

Chair: Prof. Angela Vincent, University of
Oxford, Oxford, UK

Moderator: Dr Benedict Michael, Institute of
Infection and Global Health, University of
Liverpool; UK

9.35am - Analysing clinical text from electronic health
records to diagnose anti-NMDAR encephalitis, a
feasibility study

Dr Helena Ariiio, Institute of Psychiatry, Psychology
& Neuroscience, King’s College London, UK

9.50am - Defining the neuroinvasive potential of SAR-
SCoV-2 in brain autopsies of COVID-19 patients

Dr Emily Happy Miller, Columbia University Irving
Medical Center, and New York Presbyterian Hospi-
tal, New York, USA

10.05am - Immune and genetic signature of breast
carcinomas triggering Yo paraneoplastic cerebellar
degeneration

Prof Virginie Desestret, Hospices Civils de Lyon,
Université Claude Bernard Lyon, France

10.20am - KEYNOTE LECTURE - Paraneoplastic En-
cephalitis

Prof. Jerome Honnorat, Hospices Civils de Lyon,
France

Sl
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SESSION TWO

Chair: Prof. Tom Solomon CBE, University of Liverpool; Brain
Infections Group, UK
Moderator: Dr Thomas Pollack, King’s College London, UK

11.15am - Dissecting CASPR2-antibody encephalitis with patient
derived CASPR2-specific monoclonal antibodies
Dr Bo Sun, University of Oxford/John Radcliffe Hospital, Oxford, UK

11.30am - Clinical and laboratory findings of acute encephalitis
syndrome (AES) associated with scrub typhus infection in children
admitted to tertiary care hospitals in South India

Dr Tina Damodar, Department of Neurovirology, NIMHANS,
Bangalore, India

11.45am - Infectious encephalitis during the second wave of
COVID-19: an observational study among hospitalised patients in
Dakar, Senegal

Dr Jamil Kahwagi, Centre Hospitalier National Universitaire de Fann,
Dakar, Senegal

12pm - Direct evaluation of cervical lymph node and ovarianteratoma
as sites of autoimmunisation in NMDAR- antibody encephalitis

Dr Adam Al-Diwani, Department of Psychiatry, University of Oxford,
Oxford

12.15pm - INVITED GUEST LECTURE - Developing Neurological Care
and Training in Resource-Limited Settings

Assist Prof Deanna Saylor, Johns Hopkins University School of
Medicine, USA

SESSION FOUR

Chair: Assoc. Prof Sarosh Irani, John Radcliffe Hospital,
Oxford, UK

Moderator: Dr Jess Fish Institute of Health & Wellbeing,
University of Glasgow; UK

3.30pm - Etiological diagnosis in central nervous system infections:
multiplex PCR

Dr Alvaro Bonelli, Rey Juan Carlos University Hospital, Méstoles,
Madrid, Spain

3.45pm - ENCEPHALITIS SOCIETY FUNDED RESEARCH
SARS-CoV-2 infection causes dopaminergic neuron senescence
Dr Oliver Harschnitz, Sloan-Kettering Institute for Cancer Research,

New York, USA

Etiologies of encephalitis in non-HIV infected patients in
Cameroon

SESSION THREE

Chair: Assoc. Prof Sarosh Irani, John Radcliffe Hospital,
Oxford, UK

Moderator: Dr Jess Fish Institute of Health & Wellbeing,
University of Glasgow; UK

2pm - Inborn errors of TLR3- or MDA5-dependent type | IFN
immunity in children with enterovirus rhombencephalitis
Dr Jie Chen, The Rockefeller University, New York, USA

2.15pm - Spatial and temporal brain atrophy in anti-IgLONS
disease

Ms Selina Yogeshwar, Charité- Universitatsmedizin Berlin,
Germany

2.30pm - Encephalitis and autoimmune encephalitis in

pediatric patients from Brazil

Dr Renata Barbosa Paolilo, Hospital das Clinicas da Faculdade de
Medicina da Universidade de Sdo Paulo (HCFMUSP), Sdo Paulo,
Brazil

2.45pm - Novel treatment of an NMDAR-Ab mediated seizure
model

Dr Sukhvir Wright, Institute of Health and Neurodevelopment,
Aston University, Birmingham, UK

P N

ENCEPHALITIS &

CONFERENCE

Find out more and book your place
for Encephalitis 2021
www.encephalitis.info/conference

Dr Adawa Manuela, COVID 19 ORCA Patient Management Center;
Yaoundé, Cameroon

Investigating long-term neuropsychological outcomes in

paediatric autoimmune encephalitis using
magnetoencephalography

Charly Billaud, School of Health and Life Sciences, Aston University,
Birmingham, UK

4.15pm - KEYNOTE LECTURE - Arthropod-borne Encephalitides
Winifred Mercer Pitkin Assistant Professor Kiran Thakur, Columbia
University Irving Medical Center, USA

4.45pm - Our Year - the Encephalitis Society
Dr Ava Easton, the Encephalitis Society

4.50pm - Awards and Prizes for Best Oral and Poster
Presentations
Dr Ava Easton and Dr Nicholas Davies

FOLLOW US ON YOUTUBE WWW.YOUTUBE.COM/ENCEPHALITISSOCIETY
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Fly in for one of our
satellite meetings

New additions to this year's Encephalitis Conference are a pair of satellite
events involving members of the Encephalitis Society's Scientific Advisory
Panel. Both events are free, take place on Monday, 6th December, and can be
attended in-person at the Royal College of Physicians in London or virtually.
Email conferences@encephalitis.info to book your place by 1st December.

How to Get Your Fellowship or Grant

Monday, 6th December — 1.30pm to 2.30pm GMT
Hybrid session: face-to-face (Royal College of Physicians, London) and virtual

This workshop is for researchers from junior to intermediate level who are beginning their
research careers and will share advice on how to apply for funding as well as develop Fellow-
ship and grant application writing skills.

By attending this workshop, attendees will:

e  Know how to find grant funding opportunities.

e  Gain advice on important tips on writing, along with guidance on what reviewers will be
looking for.

e Explore the most common mistakes made by the applicants.

e Hear from Clinical Academics about obtaining funding to support research in both high and
medium-low income countries.

This workshop will be delivered by:

Dr Benedict Michael

NIHR HPRU for Emerging and Zoonotic Infection, and Clinical Infection Microbiology and Immu-
nology, IVES, University of Liverpool; UK

Assist Prof Omar Siddiqi

Harvard Medical School, USA; University of Zambia School of Medicine, Zambia.

Research Exchange Meeting

Monday, 6th December - 2.30pm to 4.30pm GMT
Hybrid session: face-to-face (Royal College of Physicians, London) and virtual.

This meeting is a free two hour session where selected Conference Poster authors or research-
ers with preliminary data will be invited to present and discuss their research.

To reserve a place, please email conferences@encephalitis.info with your name, title,
institution and how you would like to attend - face-to-face or virtual.
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Bursaries awarded

Six bursaries have been
awarded to attendees of
this year's Encephalitis
Conference.

Sadly, due to COVID-19
travel restrictions in their
respective countries, five
winners have had to defer
their attendance until next
year's event.

The winners come from
Cameroon, Malawi, Iran,
Brazil and the Philippines.
Dr Ava Easton, our Chief
Executive, said: "We want-
ed to lend a helping hand
to researchers in low-to-
middle income countries
who may otherwise been
unable to join us because
of their institutions finan-
cial restrictions.

"Sadly, COVID-19 means
many of them will only be
able to join us virtually this
year. However, we are very
happy to say that the bur-
saries will be extended for
next year's conference."

The travel bursaries were
kindly sponsored by:

The de Laszlo
Foundation

4 1N

L4 | wareo
IHN
Institute of Health

& Neurodevelopment

a4
Aston University
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Do you have any new research, appeals, events, or news that you want to
share with other healthcare professionals and researchers who have an
interest in encephalitis?

We want to hear from anyone who wants to feature articles in
Connect Professional - our biannual newsletter - or our new monthly e-shot
which we hope to launch in early 2022.

Email comms@encephalitis.info with any news that you want us to share or
tag us in on Twitter - @encephalitis

ENCEPHALITIS
@ SOCIETY

The brain inflammation charity
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SEEDFUNDING

Projects chosen for

£10k seed funding

Researchers from India and Senegal are latest to receive seed funding from

Encephalitis Society research scheme

Researchers in Senegal and India have both received grants of up to £10,000 from the Encephalitis Society's Encephalitis Futures

- International Research Seed Funding project.

This is the third year that we have awarded seed funding to innovative research projects into encephalitis with, this year, a spe-

cific focus on projects in low-to-middle income countries.

Dr Ava Easton, Chief Executive of the Encephalitis Society, said: "We decided to concentrate our efforts on low-to-middle income

countries this year as there is a real need for our support and we hope our funding will go much further.

"We are sadly not in a position to fund large-scale research projects so we have to be creative by supporting smaller or pilot

projects whose researchers can then look to secure funding for larger scale projects."

She added: "We received 13 applications for seed funding this year which was very gratifying and tells us that there is a need for

us to support projects. The decision to award grants to these two projects was very difficult, but ultimately, we believe that they

have the potential to make a difference to the lives of many people."

Validation of the Paediatric Autoimmune Encephalitis Severity Score (PASS) in children with autoimmune

encephalitis

Dr. Priyanka Madaan e Pediatric Neurology Unit, Department of Pediatrics, Post graduate Institute of Medical Education and

Research (PGIMER) e Chandigarh, India

Autoimmune encephalitis is a common cause of encephalitis
in children. It is a condition in which the child’s own immune
system acts against the brain cells, leading to dysfunction of
the brain. Affected children can lose awareness of self and sur-
roundings, and be unable to sleep or communicate. They can
also have seizures or other violent involuntary movements.
The condition can be very disabling and lead to a state where
the child is bed-bound and dependent. Fortunately, there are
drugs that when used appropriately can result in complete
recovery in a significant number of children.

The measurement of severity of autoimmune encephalitis
using a standard score is important to better understand the
severity of the disease, to aid in decision-making regarding
treatments, and to compare the experiences of various canters
across the world. Although the Clinical Assessment Scale in
Autoimmune Encephalitis (CASE) has been validated for rating

12 CONNECT

the severity of autoimmune encephalitis in adults, it does not
consider the differences between childhood and adult presen-
tations, or the developmental context of age-appropriate skills
in childhood. Hence, the development of an objective autoim-
mune encephalitis severity assessment tool for children is
required. The Paediatric Autoimmune Encephalitis Severity
Score (PASS) is a score recently developed by a consensus

of experts across the world. In this study we aim to validate
this scoring tool to document the severity of autoimmune
encephalitis in children. This score is anticipated to guide
documentation of clinical severity during the active phase of
the disease. It will serve as a numerical measure of severity for
systematically evaluating treatments and comparing severity
and outcomes across centers. Better and uniform evaluation
of disease severity will ultimately lead to improvement in the
care and outcomes in children with autoimmune encephalitis.


https://www.encephalitis.info/seedfund
https://www.encephalitis.info/seedfund

SEEDFUNDING

Implementing a hospital-based encephalitis surveillance in Senegal to decipher main causes of viral

encephalitis in a West-African Low-Income Country
Dr Jamil Kahwagi ® Clinique de Neurosciences Ibrahima Pierre Ndiaye Chnu Fann e Dakar, Senegal

BACKGROUND

Acute meningoencephalitis is a serious disease associated with high mortality. They can be caused by pathogens (bacteria, fungi,
viruses, parasites) or be of autoimmune origin. Viruses play an important role in encephalitis, but little is known about their
mode of action. A viral aetiology would be suspected in most cases, but current diagnostic tools only allow to search for a limited
number of viral agents already known. To date, in Senegal, very little data is available on the main etiological causes of infectious
meningoencephalitis. This lack of knowledge impacts the management of patient, and it is essentially based on a probabilistic
approach. This study aims to increase our knowledge of the viral aetiologies of meningoencephalitis in Senegal.

METHODS

The protocol will be part of the routine hospital management for patients with infectious meningoencephalitis. Various biological
samples will be taken, such as cerebrospinal fluids (CSF), whole blood, oropharyngeal and nasopharyngeal swabs, and urine. In
addition to the samples, socio-demographic, clinical and exposure data will be collected in a questionnaire to describe the epide-
miology of encephalitis cases and identify potential risk factors. We will make the use of a multiplexes detection system (RT-PCR)
enabling the detection of the major encephalitis-associated viruses.

Expected results
The project will identify the main viral aetiologies associated with encephalitis, clinical description of cases, identification of risk
factors and better management of infectious encephalitis

Be the first to find out about grant funding by becoming a FREE professional
member of the Encephalitis Society: www.encephalitis.info/membership
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RESEARCHSUMMARY

International Consensus Recommendations for the Treatment of Pediatric NMDAR Antibody

Encephalitis

OBJECTIVE

To create an international consensus treatment recommen-
dation for pediatric NMDA receptor antibody encephalitis
(NMDARE).

METHODS

After selection of a panel of 27 experts with representation
from all continents, a 2-step Delphi method was adopted

to develop consensus on relevant treatment regimens and
statements, along with key definitions in pediatric NMDARE
(disease severity, failure to improve, and relapse). Finally, an
online face-to-face meeting was held to reach consensus
(defined as 275% agreement).

RESULTS

Corticosteroids are recommended in all children with NMDARE
(pulsed IV preferred), with additional IV immunoglobulin or
plasma exchange in severe patients. Prolonged first-line
immunotherapy can be offered for up to 3—12 months (oral
corticosteroids or monthly IV corticosteroids/immunoglobu-
lin), dependent on disease severity. Second-line treatments
are recommended for cases refractory to first-line therapies
(rituximab preferred over cyclophosphamide) and should be
considered about 2 weeks after first-line initiation. Further

Nosadini M, Thomas T, Eyre M, et al.

immunotherapies for refractory disease 1-3 months after
second-line initiation include another second-line treatment
(such as cyclophosphamide) and escalation to tocilizumab.
Maintenance immune suppression beyond 6 months (such

as rituximab redosing or mycophenolate mofetil) is generally
not required, except for patients with a more severe course or
prolonged impairments and hospitalization.

For patients with relapsing disease, second-line and prolonged
maintenance therapy should be considered. The treatment

of NMDARE following herpes simplex encephalitis should be
similar to idiopathic NMDARE. Broad guidance is provided

for the total treatment duration (first line, second line, and
maintenance), which is dictated by the severity and clinical
course (i.e., median 3, 9 and 18 months in the best, average,
and worst responders, respectively). Recommendations on the
timing of oncologic searches are provided.

CONCLUSION

These international consensus recommendations for the man-
agement of pediatric NMDARE aim to standardize the treat-
ment and provide practical guidance for clinicians, rather than
absolute rules. A similar recommendation could be applicable
to adult patients.

International Consensus Recommendations for the Treatment of Pediatric NMDAR Antibody Encephalitis

Neurol Neuroimmunol Neuroinflamm. 2021 Jul 22;8(5):e1052. doi: 10.1212/NX1.0000000000001052. PMID: 34301820; PMCID:

PM(C8299516.

(Open access article distributed under the terms of the (CC BY licence)

Updated Diagnostic Criteria for Paraneoplastic Neurologic Syndromes

OBJECTIVE

The contemporary diagnosis of paraneoplastic neurologic
syndromes (PNSs) requires an increasing understanding of
their clinical, immunologic, and oncologic heterogeneity. The
2004 PNS criteria are partially outdated due to advances in
PNS research in the last 16 years leading to the identification
of new phenotypes and antibodies that have transformed the
diagnostic approach to PNS. Here, we propose updated diag-
nostic criteria for PNS.

METHODS
A panel of experts developed by consensus a modified set
of diagnostic PNS criteria for clinical decision making and

research purposes. The panel reappraised the 2004 criteria
alongside new knowledge on PNS obtained from published
and unpublished data generated by the different laboratories
involved in the project.

RESULTS

The panel proposed to substitute “classical syndromes” with
the term “high-risk phenotypes” for cancer and introduce
the concept of “intermediate-risk phenotypes.” The term
“onconeural antibody” was replaced by “high risk” (>70%
associated with cancer) and “intermediate risk” (30%—-70%

Continued on Page 15
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RESEARCHSUMMARY

Rituximab Treatment and Long-term Outcome of Patients With Autoimmune Encephalitis.
Real-world Evidence From the GENERATE Registry

Background and Objectives

To determine the real-world use of rituximab in autoimmune
encephalitis (AE) and to correlate rituximab treatment with
the long-term outcome.

Methods

Patients with NMDA receptor (NMDAR)-AE, leucine-rich glio-
ma-inactivated-1 (LGI1)- AE, contactin-associated protein-like-2
(CASPR2)-AE, or glutamic acid decarboxylase 65 (GAD65)
disease from the GErman Network for Research on Autoim-
mune Encephalitis who had received at least 1 rituximab dose
and a control cohort of non—rituximab-treated patients were
analyzed retrospectively.

Results

Of the 358 patients, 163 (46%) received rituximab (NMDAR-
AE: 57%, CASPR2-AE: 44%, LGI1-AE: 43%, and GAD65 disease:
37%). Rituximab treatment was initiated significantly earlier in
NMDAR- and LGI1-AE (median: 54 and 155 days from disease
onset) compared with CASPR2-AE or GAD65 disease (median:
632 and 1,209 days). Modified Rankin Scale (mRS) scores im-
proved significantly in patients with NMDAR-AE, both with and
without rituximab treatment. Although being more severely
affected at baseline, rituximab-treated patients with NMDAR-
AE more frequently reached independent living (mRS score
<2) (94% vs 88%). In LGI1-AE, rituximab-treated and nontreat-
ed patients improved, whereas in CASPR2-AE, only ritux-

Thaler F.S., Zimmermann L., Kammermeier S., et al

imab-treated patients improved significantly. No improvement
was observed in patients with GAD65 disease. A significant re-
duction of the relapse rate was observed in rituximab-treated

patients (5% vs 13%). Detection of NMDAR antibodies was sig-
nificantly associated with mRS score improvement. A favorable

outcome was also observed with early treatment initiation.

Discussion

We provide real-world data on immunosuppressive treatments
with a focus on rituximab treatment for patients with AE in
Germany. We suggest that early and short-term rituximab
therapy might be an effective and safe treatment option in
most patients with NMDAR-, LGI1-, and CASPR2-AE.

CLASS OF EVIDENCE
This study provides Class IV evidence that rituximab is an effec-
tive treatment for some types of AE.

Rituximab Treatment and Long-term Outcome of Patients With Autoimmune Encephalitis. Real-world Evidence From the GENERATE Registry

Neurol Neuroimmunol Neuroinflamm Nov 2021, 8 (6) e1088; DOI: 10.1212/NXI.0000000000001088
(Open access article distributed under the terms of CC BY-NC-ND licence)

Continued from Page 14

associated with cancer) antibodies. The panel classified 3

levels of evidence for PNS: definite, probable, and possible.
Each level can be reached by using the PNS-Care Score, which
combines clinical phenotype, antibody type, the presence or
absence of cancer, and time of follow-up. With the exception of
opsoclonus-myoclonus, the diagnosis of definite PNS requires
the presence of high- or intermediate-risk antibodies. Specific
recommendations for similar syndromes triggered by immune
checkpoint inhibitors are also provided.

CONCLUSIONS

The proposed criteria and recommendations should be used to
enhance the clinical care of patients with PNS and to encour-
age standardization of research initiatives addressing PNS.

Graus F.,, Vogrig A., Mufiiz-Castrillo S., et al

Updated Diagnostic Criteria for Paraneoplastic Neurologic
Syndromes

Neurol Neuroimmunol Neuroinflamm Jul 2021, 8 (4) e1014;
DOI: 10.1212/NXI.0000000000001014

(Article Open Access under the Creative Commons Attribution
License CC BY)
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RESEARCHSUMMARY

Use and Safety of Immunotherapeutic Management of N-Methyl-D-Aspartate Receptor

Antibody Encephalitis. A Meta-analysis.

IMPORTANCE

Overall, immunotherapy has been shown to improve outcomes
and reduce relapses in individuals with N-methyl-D-aspartate
receptor (NMDAR) antibody encephalitis (NMDARE); howev-
er, the superiority of specific treatments and combinations
remains unclear.

OBJECTIVE

To map the use and safety of immunotherapies in individuals
with NMDARE, identify early predictors of poor functional
outcome and relapse, evaluate changes in immunotherapy use
and disease outcome over the 14 years since first reports of
NMDARE, and assess the Anti-NMDAR Encephalitis One-Year
Functional Status (NEOS) score.

DATA SOURCES
Systematic search in PubMed from inception to January 1,
20109.

STUDY SELECTION

Published articles including patients with NMDARE with posi-
tive NMDAR antibodies and available individual immunothera-
py data.

DATA EXTRACTION AND SYNTHESIS

Individual patient data on immunotherapies, clinical charac-
teristics at presentation, disease course, and final functional
outcome (modified Rankin Scale [mRS] score) were entered
into multivariable logistic regression models.

MAIN OUTCOMES AND MEASURES

The planned study outcomes were functional outcome at 12
months from disease onset (good, mRS score of 0 to 2; poor,
mRS score greater than 2) and monophasic course (absence of
relapse at 24 months or later from onset).

RESULTS

Data from 1550 patients from 652 articles were evaluated.
Of these, 1105 of 1508 (73.3%) were female and 707 of 1526
(46.3%) were 18 years or younger at disease onset. Factors at

Nosadini M, Eyre M, Molteni E, et al.

first event that were significantly associated with good func-
tional outcome included adolescent age and first-line treat-
ment with therapeutic apheresis, corticosteroids plus intrave-
nous immunoglobulin (IVIG), or corticosteroids plus IVIG plus
therapeutic apheresis. Factors significantly associated with
poor functional outcome were age younger than 2 years or age
of 65 years or older at onset, intensive care unit admission,
extreme delta brush pattern on electroencephalography, lack
of immunotherapy within the first 30 days of onset, and main-
tenance IVIG use for 6 months or more. Factors significantly
associated with non relapsing disease were rituximab use or
maintenance IVIG use for 6 months or more. Adolescent age
at onset was significantly associated with relapsing disease.
Rituximab use increased from 13.5% (52 of 384; 2007 to 2013)
t0 28.3% (311 of 1100; 2013 to 2019) (P <.001), concurrent
with a falling relapse rate over the same period (22% [12 of 55]
in 2008

and earlier; 10.9% [35 of 322] in 2017 and later; P = .006).
Modified NEOS score (including 4 of 5 original NEOS items)
was associated with probability of poor functional status at 1
year (20.1% [40 of 199] for a score of 0 to 1 points; 43.8% [77
of 176] for a score of 3 to 4 points; P =.05).

CONCLUSIONS AND RELEVANCE
Factors influencing functional outcomes and relapse are differ-
ent and need to be considered independently in development

of evidence-based optimal management guidelines of patients
with NMDARE.

Use and Safety of Immunotherapeutic Management of N-Methyl-d-Aspartate Receptor Antibody Encephalitis: A Meta-analysis.

JAMA Neurol. 2021 Sep 20:e213188. doi: 10.1001/jamaneurol.2021.3188. Epub ahead of print. PMID: 34542573; PMCID: PMC8453367

(Open access article distributed under the terms of the CC-BY license)
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Oxford Autoimune
Neurology Group

Professor Sarosh Irani talks about his role as head of the Oxford Autoimmune Neurology
Group and the team's work in treating patients and researching autoantibody-mediated

diseases

| am a clinician scientist, more specifically a neurologist who
sees patients with autoimmune brain diseases and tries to bet-
ter understand their underlying condition. The overall aim is to
improve treatment options for our patients, and others with
similar problems around the world. To do this, my team relies
heavily on the amazing altruism of our patients who donate
clinical information, time and their samples (including blood,
spinal fluid and lymph node tissue) to our research efforts.
These samples are key to understanding the causes and factors
which propagate these diseases, and over 95% of our patients
very generously help with these studies.

My clinical work is focused on caring for patients with brain
diseases which are either associated with or caused by autoan-
tibodies. As many of these diseases are treatable with inter-
ventions which modulate the immune system, this puts me in
the very privileged position of being able to offer potentially
life-changing therapies to many patients. Despite this, many

of our patients do not have optimal outcomes. This can be for
a variety of reasons including: one, the patients are identified
and treated too late; two, there are limited effective medica-

tions for their condition; and thirdly, despite some recovery
they have residual impairments which are can significantly
impair their life. We try to address these issues. Firstly, we
have demonstrated that autoantibody specificities can have a
remarkably close relationship with the patient phenotypes. For
example, the psychopathological features and movement dis-
order in patients with NMDAR-antibodies,(1, 2) and the seizure
semiologies in patients with LGl1-antibodies, notably Faciobra-
chial dystonic seizures.(3, 4) These observations improve the
recognition of patients with encephalitis. Also, we disseminate
knowledge about these diseases to other health care profes-
sionals, by speaking at clinical meetings around the world and
writing reviews to describe the core features of these illness-
es,(5, 6) and to the public by holding annual events at which
the public (and patients) can gain a better understanding of
these conditions.
Next, to address the paucity of treatment options, we work
with pharmaceutical companies to establish clinical trials
(we are the UK’s major centre in a trial to treat patients with
LGl1-antibodies) and investigate the immune system

Continued on Page 18

(1) A. Al-Diwani, A. Handel, L. Townsend, T. Pollak, M. I. Leite, P. J. Harrison,
B. R. Lennox, D. Okai, S. G. Manohar, S. R. Irani

The psychopathology of NMDAR-antibody encephalitis in adults:
a systematic review and phenotypic analysis of individual patient
data.

The Lancet Psychiatry. 6, 235-246 (2019)

(2) J. A. Varley, A. J. S. Webb, B. Balint, V. S. C. Fung, K. D. Sethi, M. A. J. Tijs-
sen, T. Lynch, S. S. Mohammad, F. Britton, M. Evans, Y. Hacohen, J.-P. Lin, N.
Nardocci, T. Granata, R. C. Dale, M. J. Lim, K. P. Bhatia, A. E. Lang, S. R. Irani
The Movement disorder associated with NMDAR antibody-en-
cephalitis is complex and characteristic: an expert video-rating
study.

Journal of Neurology, Neurosurgery & Psychiatry (2018), doi:10.1136/jnnp-
2018-318584.

Professor Sarosh Irani is a Clinician-Scientist, Associate Professor and Consultant Neurologist and head of the
Oxford Autoimmune Neurology Group. They work to improve treatments and outcomes for patients with au-
toantibody-mediated diseases of the nervous system, and understand the biology behind these conditions. In
his clinical work, he runs the UK's major clinic which has cared for over 200 patients with autoantibody-asso-
ciated neurological disorders of the central nervous system, in particular forms of autoimmune encephalitis.

(3) J. Thompson, M. Bi, A. G. Murchison, M. Makuch, C. G. Bien, K. Chu, P.
Farooque, J. M. Gelfand, M. D. Geschwind, L. J. Hirsch, E. Somerville, B. Lang,
A. Vincent, M. I. Leite, P. Waters, S. R. Irani, F. D. S. S. Group,

The importance of early immunotherapy in patients with
faciobrachial dystonic seizures.

Brain. 141, 348356 (2018).

(4) S. R. Irani, A. W. Michell, B. Lang, P. Pettingill, P. Waters, M. R. Johnson, J.
M. Schott, R. J. E. Armstrong, A. S. Zagami, A. Bleasel, E. R. Somerville, S. M.
J. Smith, A. Vincent

Faciobrachial dystonic seizures precede Lgil antibody limbic
encephalitis. Annals of Neurology. 69, 892-900 (2011)

(5) S. Ramanathan, A. Al-Diwani, P. Waters, S. R. Irani

The autoantibody-mediated encephalitides: from clinical
observations to molecular pathogenesis

Journal of Neurology, 1-19 (2019)
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Continued from Page 17

abnormalities which lead to these conditions
(more to come on that). Finally, we have
identified that patients commonly suffer from
mood problems, marked fatigue and residu-
al cognitive problems despite making some
improvements.(7)

With a team of talented scientists, we aim to
bring patient-focused and more basic observa-
tions to understand multiple aspects of these
diseases. To date our laboratory findings have
included:

One: Discovery of new autoantibodies such

as those which target LGI1 and CASPR2.(8)
Hence, our work has defined immunothera-
py-responsive conditions. It has also identified
autoantibodies which are of limited diagnostic
value: by reducing their use in diagnostics
laboratories we have saved several patients
unnecessary immunosuppressant medications
(9, 10).

Two: Studies of the cellular and humoral

The Oxford Autoimmune Neurology Group

human immunology to understand the basis
of these diseases — a key request from our
patients. We have described some of medi-
cine’s strongest genetic (HLA) associations in
patients with these autoantibodies(11) and
the potential of patient B cells in circulation to
produce the autoantibodies in these condi-
tions.(12, 13) In addition, we have used the
immune cells within patient ovarian tumours
to better understand the aetiology of these
diseases.

Currently, we are using these foundations to
understand the breaks in immune tolerance
and developing methods to rapidly generate
patient-derived monoclonal antibodies to pre-
cisely explore the neuroscience mechanisms
by which the antibodies cause disease.(14) We
anticipate ongoing work towards determining
the mechanisms underlying aetiology and
propagation of these conditions will allow the
rational selection of future immunotherapies.

MRC Fellowship

Professor Sarosh Irani was
awarded a prestigious
Medical Research Council
Senior Clinical Fellowship
at the end of last year.
The head of the Oxford
Autoimmune Neurology
Group and his team will
track autoantigen-specific
B cells from their entry
into circulation through

to their site of pathology
in the central nervous
system.

They will aim to character-
ise which cells are poten-
tial therapeutic targets,
identify stages at which
they acquire pathogenicity
and generate monoclonal
antibodies which are valu-
able tools for the scientific
community.

These proof-of-concept
findings can readily gener-
alise to understanding the
immune contributions in a
variety of common neuro-
psychiatric conditions.
The grant, which runs over
five years, has already
employed five scientists to
help deliver the study.

(6) J. Varley, J. Taylor, S. R. Irani

Autoantibody-mediated diseases of the CNS: Structure,
dysfunction and therapy

Neuropharmacology. 132, 71-82 (2018)

(7) S. N. M. Binks, M. Veldsman, A. Easton, M. I. Leite, D. Okai, M. Husain, S.
R. Irani

Residual Fatigue and Cognitive Deficits in Patients After
Leucine-Rich Glioma-Inactivated 1 Antibody Encephalitis

Jama Neurol. 78, 617-619 (2021)

(8) S. R. Irani, S. Alexander, P. Waters, K. A. Kleopa, P. Pettingill, L. Zuliani, E.
Peles, C. Buckley, B. Lang, A. Vincent

Antibodies to Kv1 potassium channel-complex proteins
leucine-rich, glioma inactivated 1 protein and contactin-associated
protein-2 in limbic encephalitis, Morvan’s syndrome and acquired
neuromyotonia

Brain. 133, 2734-2748 (2010).
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(9) J. A. Varley, M. Andersson, E. Grant, A. Berretta, M. S. Zandi, V. Bondet, D.
Duffy, D. Hunt, F. Piehl, P. Waters, S. R. Irani

Absence of Neuronal Autoantibodies in Neuropsychiatric Systemic
Lupus Erythematosus

Ann Neurol (2020), doi:10.1002/ana.25908

(10) B. Lang, M. Makuch, T. Moloney, |. Dettmann, S. Mindorf, C. Probst, W.
Stoecker, C. Buckley, C. R. Newton, M. I. Leite, P. Maddison, L. Komorowski, J.
Adcock, A. Vincent, P. Waters, S. R. Irani

Intracellular and non-neuronal targets of voltage-gated potassium
channel complex antibodies

Journal of Neurology, Neurosurgery & Psychiatry. 88, 353-361 (2017)

(11) S. Binks, J. Varley, W. Lee, M. Makuch, K. Elliott, J. M. Gelfand, S. Jacob,
M. I. Leite, P. Maddison, M. Chen, M. D. Geschwind, E. Grant, A. Sen, P. Wa-
ters, M. McCormack, G. L. Cavalleri, M. Barnardo, J. C. Knight, S. R. Irani
Distinct HLA associations of LGI1 and CASPR2-antibody diseases.
Brain. 67, 641-22 (2018).
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Latest in Oxford research

Two summaries of recent research carried out by the Oxford Autoimmune

Neurology Group:

Leucine-Rich Glioma-Inactivated 1 versus Contactin-Associated
Protein-like 2 Antibody Neuropathic Pain: Clinical and Biological

Comparisons

Pain is a under-recognized association of leucine-rich glioma-inactivated 1 (LGI1) and contac-
tin-associated protein like 2 (CASPR2) antibodies. Of 147 patients with these autoantibod-

ies, pain was experienced by 17 of 33 (52%) with CASPR2- versus 20 of 108 (19%) with LGI1
antibodies (p = 0.0005), and identified as neuropathic in 89% versus 58% of these, respectively.
Typically, in both cohorts, normal nerve conduction studies and reduced intraepidermal nerve

fiber densities were observed in the sampled patient subsets.

In LGI1 antibody patients, pain responded to immunotherapy (p = 0.008), often rapidly, with
greater residual patient-rated impairment observed in CASPR2 antibody patients (p = 0.019).
Serum CASPR2 antibodies, but not LGI1 antibodies, bound in vitro to unmyelinated human

Diagnosis - a podcast

Professor Sarosh Irani and
the work of the Oxford
Autoimmune Neurology
Group will be featured on
a new BBC podcast in the
new year.

The Diagnosis, from BBC
Radio 4 and BBC Sounds,
will tell the story of one
person's search for a
diagnosis through an
interview with a patient
and the doctor who
treated them.

The episode featuring
Professor Irani is due to
be broadcast in January,
2022.

sensory neurons and rodent dorsal root ganglia, suggesting pathophysiological differences that

may underlie our clinical observations.

Ramanathan, S., Tseng, M., Davies, A.J., et al.

Leucine-Rich Glioma-Inactivated 1 versus Contactin-Associated Protein-like 2 Antibody Neuropathic
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Pain: Clinical and Biological Comparisons.
Ann Neurol, 90: 683-690. https://doi.org/10.1002/ana.26189
(Open access article under CC BY 4.0 licence)

Twitter for regular updates
from Oxford Autoimmune
Neurology Group

Autoimmune encephalitis: clinical spectrum and management

Autoimmune encephalitis defines brain inflammation caused
by a misdirected immune response against self-antigens
expressed in the central nervous system. It comprises a het-
erogeneous group of disorders that are at least as common
as infectious causes of encephalitis. The rapid and ongoing
expansion of this field has been driven by the identification
of several pathogenic autoantibodies that cause polysymp-
tomatic neurological and neuropsychiatric diseases. These
conditions often show highly distinctive cognitive, seizure
and movement disorder phenotypes, making them clinically
recognisable. Their early identification and treatment improve

patient outcomes, and may aid rapid diagnosis of an under-
lying associated tumour. Here we summarise the well-known
autoantibody-mediated encephalitis syndromes with neuronal
cell-surface antigens. We focus on practical aspects of their
diagnosis and treatment, offer our clinical experiences of
managing such cases and highlight more basic neuroimmu-
nological advances that will inform their future diagnosis and
treatments.

Uy CE, Binks S, Irani SR, et al.

Autoimmune encephalitis: clinical spectrum and management
Practical Neurology 2021;21:412-423.

Open access article distributed under CC BY 4.0 license)
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Condition-dependent generation of aquaporin-4 antibodies from
circulating B cells in neuromyelitis optica
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N-methyl-D-aspartate receptor antibody production from germinal
center reactions: Therapeutic implications.
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Distinctive binding properties of human monoclonal LGI1
autoantibodies determine pathogenic mechanisms
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