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T he SSBP continues to grow
from strength to strength.

While we were sorry that Prof.
Greg O’'Brien, one of the founding
members of the SSBP and a former
Honorary Secretary, stood down from
the Committee, we were delighted to
welcome Dr Kieran O’Malley, Dr Sarita
Soni and Dr Jo Moss as new
Committee members. Our membership
list has also increased to 141, and we
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continue to attract members from a
wide and diverse range of disciplines.
In October 2006, the Society’s 11"
Annual Scientific Meeting took place at
the National Gallery, Dublin, Ireland. |
was delighted and honoured to chair
the organising committee for this meet-
ing. However, it is only when you run
this meeting yourself that you fully
appreciate the time and effort put in by
the local organising committee to
ensure the success of the meeting. It
will be up to others to report whether
or not the meeting was successful
although | can probably say that
responses were generally positive!
The theme of the meeting, “Neurobiol-
ogy of Behavioural Phenotypes”
reflects the recent developments in our
understanding of the biological basis of
behavioural phenotypes in genetic
disorders. Within this theme, there
were three major sections to the
programme (1) velo-cardio-facial
syndrome (VCFS); (2) psychosis; and
(3) autism. In addition, there was a
satellite Educational Symposium on



the theme of “Diagnosis and
Diagnostic Assessments” which
provided education and training in an
interactive format in four clinical areas,
obsessive compulsive disorder,
attention-deficit/nhyperactivity disorder,
autism and challenging behaviour.

The opening session on Psychosis
featured keynote lectures on the
genetics of psychosis (Professor
Michael Gill, Trinity College Dublin,
Ireland) and neuroimaging of
psychosis (Professor Colm McDonald,
National University of Ireland, Galway,
Ireland). We then had fascinating
keynote lectures on the genetics of
VCFS (Professor Pete Scambler,
Institute of Child Health, London, UK),
neuroimaging of VCFS (Professor
Stephan Eliez, University of Geneva,
Switzerland) and cognition in VCFS
(Professor Ann Swillen, University of
Leuven, Belgium). The subsequent
session on autism featured keynote
lectures on neuroimaging (Professor
Declan Murphy, Institute of Psychiatry,
London, UK), genetics (Dr Louise
Gallagher, Trinity College Dublin,
Ireland) and autism intervention
(Professor Patricia Howlin, Institute of
Psychiatry).

The winners of the Les Fountain
Travel Bursary this year were Dr Linda
Campbell for her study “A cross-
syndrome comparison of structural
brain and cognitive profiles: 22g11.2
deletion syndrome and Williams
syndrome” and Panos Siaperas for his
study “Asperger’s Syndrome and
Motor Coordination: The role of
Sensorimotor Processing”. Linda had
a particularly busy time at the Dublin
meeting however. Not only did she
have to travel from Australia to present
her paper, she also had to defend her
thesis in a PhD viva examination
during the course of the meeting! | am
delighted to report that she was
successful in both undertakings!

The conference dinner was held in the
Examinations Hall of the Royal College
of Surgeons in Ireland, a magnificent
18" century building in the heart of
Dublin. A new departure for us this
year was the charity auction which was
held during the conference dinner.
While Nick Higham fulfilled his role as
Auctioneer admirably, the real stars of
the show were Robbie Fountain and
Sue Hampton-Mathews, who glided
around the tables showing off the
auction lots with wonderful aplomb! It
must have worked too because we
managed to raise €4635 (approx.
£3098) for the SSBP!

The next meeting will be the 10™
International Symposium to be held in
Lake Tahoe, California and organised
by Randi Hagerman. The theme of this
meeting will be “From Neurobiological
Commonalities to Translational
Research.” Randi has already lined up
an impressive list of keynote speakers
SO it promises to be a great meeting.

See you in California!

Kieran Murphy

Robbie and Sue toast Dublin

| was fortunate with the support of the
Les Fountain Travel Fund to present a
poster with my very first results from
my PhD project. Les Fountain Travel



Fund is very important because it gave
the chance to me and to other PhD
students or to people from distant
locations to attend the SSBP meetings
and meet people from different
countries and professions who have
one common interest: intellectual
disabilities. Attending the meeting was
a great experience. | have attended
many conferences in the last few
years, but | was always asking myself:
“Did you hear anything that made you
think more and expand your
knowledge in the field?” | could not
give a satisfactory answer to myself.
Before attending the conference | was
hearing from the SSBP members that
the meeting would be a very friendly
environment where apart from listening
to the interesting presentations, a
young researcher can have friendly
and useful feedback about his work
from experienced clinicians and world-
recognised academics. It was true, the
SSBP experience was unforgettable. |
had the opportunity to meet people
from many  different  countries
(Germany, U.K., U.S.A,, Italy, Australia
and many other), who work in high
standard  research  projects in
intellectual disabilities. | also watched
presentations that widened research in
intellectual disabilities and add new
information about behavioural
phenotypes. | was able to listen to
people who apart from researchers are
active clinicians. Furthermore, the
meeting gave me the opportunity to
visit Dublin. | loved the traditional Irish
music, dancing and beer! Also |
enjoyed my visit to Trinity College,
Temple bar area and having the
chance to see the very interesting
exhibits in the National Gallery. The
SSBP meeting in Dublin was a
memorable experience. | am glad to
be an SSBP member and | look
forward to the next meeting!

Panagiotis Siaperas
University of Cambridge

Learning Disabilities Research Group

Kieran and his wife enjoy the party

In October 2006 | had the opportunity
to attend the SSBP 11th annual
scientific meeting in Dublin thanks to a
Les Fountain Travel Award. | have
been a member of the Society for the
last six years but have been unable to
attend most of the meetings. The
ones | have been to have had a really
good atmosphere, they have all been
really well organised and the present-
ations very interesting and of high
quality. Therefore | was really looking
forward to going to Dublin. Also it gave
me a chance to get back to Europe, |
am now based in Australia and travel-
ling to conferences is a bit of a luxury
due to the costs. This years meeting
was no disappointment. The venue
was the beautiful National Gallery of
Ireland located in the centre of Dublin.
The programme included excellent
presentations on, e.g., Velo-cardio-
facial syndrome, psychosis and
autism. It was all very enjoyable;
however when you are faced with
holding a presentation of your own it
makes your concentration falter at
times! There are many good things
about these meetings but the atmos-
phere is definitely one thing that sets
this meeting apart from others and it is
best experienced at the conference
dinner. This year it was held at the
Royal College of Surgeons in Ireland
under the watchful eyes of generations



of impressive and sometimes slightly
intimidating gentlemen on the walls.
The dinner was splendid and after-
wards there was excellent entertain-
ment in the form of a very enjoyable
auction directed by the BBC corres-
pondent Nick Higham, whom | also
had the pleasure to share table with.
There were also some good models
showing the wares for sale. | believe
their participation greatly contributed to
the successful outcome of the auction
and of course to the conference itself.

Linda Campbell, Project Manager
Centre for Brain & Mental Health
Research, James Fletcher Hospital
University of Newcastle
Newcomen Street

Newcastle 2300, Australia

Cathy de Angelis and Leopold Curfs
bid for wine in Dublin

SSBP Treasurer’s report - 2006

Following a change to procedure last
year, the Society now produces a
summary of annual accounts rather
than audited accounts for presentation
to the membership at the Annual
General Meeting.

The summary of annual accounts for
the year 1° September 2005 to 31
August 2006 is presented in the table
with comparative figures for 2004 and
2005. On 31 August 2006 the Society
had approximately £18,700 in assets
(c. £13,000 in the deposit account and

£5,700 in the current account). Thus,
our financial position is, at present,
very similar to that at this time last
year. In the year before last we raised
the membership fees from £40 to £80
p.a. to generate a more stable income
for the Society so that it is not so
heavily reliant on conference regist-
ration fees. The impact of this change
can now be assessed and the annual
income from membership fees has
risen from £4,295 to £7,285. The
Society is now in a stronger financial
position as a result of this change in
membership fees which does not
appear to have substantially affected
overall membership numbers.

Another influence on our income has
been the work of recent conference
organisers to raise financial support
from sponsors for our scientific meet-
ings. The Dublin meeting attracted
substantial sponsorship, thanks to the
work of Prof. Kieran Murphy. This
support for the Dublin conference is
not reflected in the summary of the
2006 accounts as payment has not yet
been received, consequently our
financial position next year will be
stronger. This delay in the payment of
the sponsorship is reflected in the
apparent reduction in ‘donations’ from
£22,244 to £10,396 but note that con-
ference costs are also lower this year.

Overall, the financial position of the
Society is now stable with adequate
assets given the activities and size of
the Society. In the next year we shall
increase the number of bursaries avail-
able for conference attendance and
increase the benefit to members when
we set the conference registration
fees. Once again | extend my thanks
to Robbie Fountain for her hard work,
diligence and organisational skills.

Prof. C. Oliver, Honorary Treasurer




Fragile X: A family Affair
by Randi Hagerman

| have been in the Fragile X field since
1980 when | diagnosed my first case
of fragile X because our cytogenetics
laboratory at the Children’s Hospital in
Denver lead by Dr Loris McGavren
was willing to utilize a new cytogenetic
technique to demonstrate the fragile
site on the X chromosome utilizing
folate deficient tissue culture media.
After the first case was positive |
ordered this test on a number of
patients with mental retardation of
unknown etiology and | was surprised
at how frequently this test was
positive. Within a year we had 25
cases of fragile X syndrome and they
all had the same behavioral phenotype
so we published our first book about
fragile X in 1983. There was very little
in the literature at that time about
fragile X except for a few articles by
Gillian Turner from Australia and it was
her article in Journal of Pediatrics from
1980 that made me order the first
fragile X cytogenetic test. It was easy
to write papers then about the fragile X
physical or behavioral phenotype
because every observation was new
and unreported previously. This has
been a very international field and the
meetings were always at exciting
places which stimulated further
research. Who wouldn’t want to pull
together data to present in Dunk Island
Australia where great science was
discussed on the beach.

In the early 1980s the need for educ-
ational materials to give to families
who were diagnosed outstripped what
we could handle in our small Child
Development Unit at the Children’s
Hospital. So we pulled together a
group of parents, local professionals
and a lawyer friend, Bob Wyler, who
did the legal paperwork to start the
National Fragile X Foundation. We
wanted to fund research also but for

years it was difficult to just financially
support the newsletter and materials,
although we eventually supported an
Executive Director beginning in the
early 1990s. The Foundation has now
grown into an amazing organization
lead by Robby Miller and his staff, a
dynamic Board of Directors and an
internationally recognized Scientific
and Clinical Advisory Committee. The
NFXF funds both clinical and molec-
ular research and gives badly needed
support to families all over the world.

Into the auction!

Once the DNA test became available in
1991 after the gene was sequenced the
world of molecular-clinical correlations
opened up and we found high functioning
males and a broader range of involvement
in females with the full mutation related to
the X inactivation ratio. Then Rob
Willemsen developed the immuno-
cytochemical FMRP test which helped to
characterize the spectrum of involvement
in fragile X. Levels of FMRP correlated
with the cognitive features and with the
severity of physical features of fragile X.
We also began to see individuals with the
premutation who were affected clinically
with mental retardation, autism or even
physical features of fragile X. The issue of
non penetrant carriers came into question
and we were able to document that
sometimes the FMRP levels were low in
carriers of the premutation (55 to 200
CGG repeats). The clinical involvement in
some premutation carriers pulled both



Flora Tassone and my husband Paul
Hagerman into the fragile X field. | had
pestered Paul to get involved in this field
for a long time because | also wanted to
travel with him to the fragile X
conferences.

Flora’s discovery of elevated FMR1-
MRNA in carriers (reported in 2000
AJHG) was really a turning point for
research in premutation carriers
because there was a molecular under-
pinning for some of the problems that |
had been hearing about in clinic.
Mothers were not only complaining
about their own psychological prob-
lems of anxiety, mood instability and
depression, but the neurological prob-
lems of their fathers who were carriers
were similar from family to family.
Tremor, ataxia, cognitive deficits and
cerebellar atrophy were told to me and
my genetic counselor Louise Gane
repeatedly, so we started seeing these
relatives clinically and through
research. Each of these grandfathers
of the fragile X children I followed
looked the same from a behavioral and
neurological phenotype perspective.
When | reported the first 5 cases at the
NFXF conference in 2000 in Los
Angeles and | subsequently asked the
workshop whether the families in the
audience had seen similar problems in
their fathers about a third of the room
raised their hands. Right then | knew
that this was not a rare disorder. We
reported these cases in Neurology in
2001. Although the reviewers did not
like the paper, the editor of this journal
told me he wanted to publish it, so with
minor revisions it was published. |
believe the discovery of the fragile X-
associated tremor-ataxia syndrome
(FXTAS) has given validity to the many
previous studies of premutation
involvement. Work by none other than
Jeremy Turk, Kim Cornish and
collaborators that included less severe
difficulties, such as psychiatric prob-
lems, social deficits and learning

difficulties was not believed by many in
the field who felt that carriers were
always unaffected. So FXTAS brought
a new perspective to this controversy
since hard core neurological problems
and even neurodegeneration could not
be ignored. There is a molecular
abnormality of elevated mRNA and a
mechanism of RNA toxicity that is now
being heavily researched and RNA
toxicity may be a more global problem
impacting many disorders including
myotonic dystrophy and some spino-
cerebellar disorders. RNA toxicity may
be important for other types of autism
that is not fragile X. We have hypo-
thesized a developmental form of RNA
toxicity in premutation carriers that
may lead to autism spectrum disorders
and social deficits in boys with the
premutation.

Randi in Dublin

The great feature about fragile X research
is that it has overlap with many other
disorders. This is mainly because the
missing FMRP regulates the translation
for many other messages, some of which
are important for physical features but
others relate to many behavioral features
including autism. The elevated mRNA
also binds to a number of proteins and
leads to dysregulation and sequestration
of other proteins. For instance, the bind-
ing and sequestration of Lamin A/C in



premutation carriers may lead to the
neuropathy that is problematic for many,
some of whom have presented with
Charcot Marie Tooth initially but really
have FXTAS. The new association of
females with the premutation and auto-
immune disease including thyroiditis and
multiple sclerosis is stimulating research
about how mRNA elevations may pre-
dispose to autoimmune disease and
perhaps chronic CNS inflammation. This
may have implications for autism that we
see in some young boys with the
premutation and the developmental
effects of RNA toxicity on the develop-
ment of connectivity in the CNS.

Advance Notice for the SSBP
10th international Symposium
2007

The Society will have its next inter-
national Symposium (the 10th) in two
neighbouring venues; Sacramento and
Lake Tahoe, California.

Further details of the meeting will be
posted on the SSBP website
(www.ssbp.co.uk) in due course.

From Randi:

We have an excellent meeting sched-
uled October 11-13, 2007 beginning
with a day at the M.I.N.D. Institute at
University of California-Davis Medical
Center (Sacramento), which highlights
the latest research in autism, fragile X
syndrome, and Rett syndrome.
Speakers include Isaac Pessah
covering environmental and genetic
interactions, Kim McAllister covering
cortical synaptogenesis and immune
molecules and Janine LaSalle who will
use Rett syndrome to decode epi-
genetics in ASD. Our themes include
translational research (Robert
Hendren, Robin Hansen, Sally Rogers,
Susan Rivera, Paul Ashwood, Cliff
Saron and Randi Hagerman), and the

molecular and psychophysiological
overlap among neurodevelopmental
disorders (Paul Hagerman and David
Hessl). This theme will continue as we
move to Squaw Creek at Lake Tahoe
for Friday and Saturday where
speakers include Tony Simon, who will
link neuroimaging and neuropsychol-
ogy across disorders, Petrus DeVries
who will give us a molecular GRIPP on
cognition in Tuberous Sclerosis and
other disorders, and Cameron Carter
who will inform us on neuroimaging in
translational research. Selected
abstracts will be presented on Friday
and Saturday but they must be
submitted electronically by May 11,
2007 and they must adhere to the
guidelines of the SSBP. There will be 6
Bursaries given that will cover free
registration. The final Conference
dinner will be at Fleur de Lac on Lake
Tahoe. We welcome your participation
in this historic meeting where SSBP
goes “West to California!”

Conference or membership
information

Further information regarding any
meeting or about the membership of
the SSBP is available from:

Robbie Fountain,

Administrative Secretary,

SSBP Office, Douglas House,

18b Trumpington Road, Cambridge
CB2 2AH, U.K.

Tel: +44 (0)1223 746100
Fax:+44 (0)1223 746122
Email: ssbprobbie@aol.com

Roger Freeman, editor, 2007
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SSBP 10™ International Symposium

California
11" -13™ October 2007

Neurobiological Commonalities Across Disorders
11" October The MIND Institute, Sacramento
followed: by

Travel to Squaw Creek, Lake Tahoe for 12" & 13" October
To include a conference dinner at Fleur de Lac, Lake Tahoe

Abstracts are invited in the areas of:
Commonalities in neurobiology and neuroimaging across disorders
Fragile-X, Autism and other original work in the area of Behavioural Phenotypes

These must be submitted electronically by Friday, 11" May and will only be
accept as per the guidelines available on the web site
www.ssbp.co.uk

Further information is available on the web site or from Robbie Fountain
SSBP Office, Douglas House, 18b Trumpington Road
Cambridge CB2 8AH, UK
Tel: +44(0)1223 746100 Fax: +44 (0) 1223 746122
Email: SSBPROBBIE@AOL.COM




