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Society News

4" Workshop Neurogeneticsin Germany,
3% Annual meeting of the DGNG

The 4™ workshop Neurogenetics in Germany
and 3% Annud Mesting of the DGNG will be
held in Bochum from October 2-4, 1997.
Deadline for abstracts is August 10, 1997. For
further details contact the organizer, Professor
JT. Epplen, email: epplegbz@rubc.rz.ruhr-uni-
bochum.de

Program

Thursday, October 2, 1997

17® Opening remarks (J.T. Epplen)

Key note lecture (introduction: J.T. Epplen)

17" C. Ross (Baltimore): Dynamic mutations and
damaging proteins

19% Reception
20° Business meeting (Deutsche Gesellschaft fiir
Neurogenetik)

Friday, October 3, 1997

Trinucleotide diseases (chair: H. Przuntek)

9 W. Doerfler (Cologne): Trinucleotide binding
proteins

9° M. Koenig (Strassbourg): Friedreich ataxia
10™ Coffee/teabreak

10® O. RieR (Bochum): Research and patient carein
the Huntington Center NRW

11%° L. Schéls (Bochum): SCA, genotype - phenotype
11* K. Johnson (Glasgow): Myotonic dystrophy
12%° Lunch break
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13* Poster session

15® Coffeelteabreak

Multiple Sclerosis (chair: W. Gehlen)

15*° R. Martin (Bethesda): MS, causal pathogenesis

16 C. Epplen (Bochum): MS, genetic predisposition

17%° D. Pohlau (Bochum): M, clinical aspects and
therapy

17* Coffee and tea

19”° Meeting dinner

Saturday, October 4, 1997

Hereditary dystonias, neuropathies, regeneration,
CADASIL (chair: J.-P. Malin)

8% U.Milller (Gielen): Genetics of dystonia
parkinsonism syndromes

9° E.Nélis(Antwerp): Molecular genetics of M.
Charcot-Marie-Tooth and related peripheral
neuropathies

9*  F. Stégbauer (Miinster): Linkage studiesin
hereditary neuralgic amyotrophy (HNA)

10° M. Dichgans (Munich): CADASIL

10" F.-W. Schwaiger (Martinsried): Genesin
neuronal regeneration

10 Late breaking stories
11% Coffee/tea break

Experimental animal models for neurogenetic
diseases (chair: U. Eysel)

11 W. Wurst (Neuherberg): Genetic network
controlling mid-/hindbrain devel opment

11® K. Nave (Heidelberg): Transgenic models of
human myelin diseases

12°° R. Kiihn (Cologne): Gene targeting in the brain of
the mouse

13*° End




Neur ogenetics online

The new journd Neurogenetics is now online.
All papers of the first issue can be downloaded
without charge in PDF-format
(http:/Avww.oup.co.uk/neugen).

Hungarian Society of Neurogenetics

founded

The Hungarian Society of Neurogenetics was
founded on May 9, 1997, in
Szombathey/Hungary during a scientific meeting
entitled ,,Neurogenetical disorders - diagnoss
and therapy”. In addition to Hungarian clinicians
and scientists, speskers from Canada, France
and Germany participated in the conference. Dr.
Graeber delivered a tak on "Neurogenetics in
Gemany” in which the devdopment of the
DGNG was reviewed. Close interaction and
co-operation between the two societies has
been agreed upon.

Neur ogenetics on the Web

The World Wide Web is undoubtedly
developing into one of the most important and
ussful sources of informetion. The information
provided is dready more up-to-date and in
many ingances more comprehensve than that
found in leading libraries. In addition, the Web
offers unparalleled directory functions. We were
intereted in leaning to wha extent
Neurogenetics is represented on the Web. A
search usng the AltaVisa Web Peges via
YAHOO (http://www.yahoo.con) resulted in
3080 matches contaning ,heurogenetics’.
Obvioudy, this number of hitsis far too high to
dlow for a detailed review of dl Web stes or
documents that were retrieved. However, it
should be mentioned that the DGNG is
represented very wdll, i.e., many listings among
the ,,top hits* which is probably due to the fact
that the abdtracts of the First Annua Meeting
were published on the Web as early as 1995. A

review of dtes which are of interest to DGNG
membersfollows.

It may be appropriate to start this review with
the Web dte of one of the ealy
neurogeneticists, James Gusdla of the
Molecular Neurogenetics Unit at Massachusetts
Generd Hospita
(http://mwww.mgh.harvard.edu/depts'mol neur/).
There is an animated (turning) DNA hdlix on the
introductory page which is worth looking at but
thereis adso very useful information such asalist
of dissases the Unit is working on
(http://Amww.mgh.harvard.edu/depts/
molneur/diseeseshtml). The topics liged
provide links to many related Sites.

Another more clinicd Neurogenetics dte is
located a the Universty of Pennsylvania
Medical Center (http://Awww.med.upenn.edu/
~penngen/neurogenetics.html). Pediatricians
specidisng in Neurogenetics may find ther Ste
a the Behaviord Neurogenetics and
Neuroimaging Research Center of the Kennedy
Krieger Indtitute in Bdtimore
(http://sol.med.jhu.edu/); a well-developed topic
of this page concerns the fragile X syndrome.

A potentidly very useful bran atlasdaa
collection on different strains of mice can be
found a http://mickey.utmem.edu/
neuron.ntml. As the authors of these pages
dtate, the am of their Mouse Brain Atlas Project
is to provide high-resolution images of sections
through the brains of severd common (and
some uncommon) strains of mice. For instance,
a summary of the main results of an andyss of
the retind ganglion cell population of over 573
mice belonging to 62 drans is given. A
somewhat cluttered page containing numerous
links to various genetics resources can be found

a http://neurogen
www.uia.ac.be/neurogen links.html.

Finaly, the Web ste of DGNG member K .-F.
Fischbach at http://filab.biologie.uni-freiburg.de/
should be mentioned. Apat from ussful




information on the drasophila nervous system,
an online text (,Scriptum*) of Neurogenetics
can be found at this Ste,

Pease, let us know if you ae aware of
especidly interesting Neurogenetics Web stes
or, even better, write areview about them!

Research News

Parkinson Disease

Linkage analyses in autosomal dominant
and autosomal recessive forms of
Parkinson disease (PD). PD is a common
neurodegenerative  disorder that  affects
approximately 1% of the population older than
50 years. The great mgority of PD cases has a
multifactorid etiology, i.e, ill-defined genetic
and environmenta factors contribute to disease
development. Recurrence risk to dgbs is
dependent on the age of disease onset of the
proband. It ranges from 8% for siblings of an
affected person younger than 45 years to less
than 2% to first degree rdatives of a proband
with disease onset at age 65 or theredfter. In a
minority of cases, parkinsonism can be inherited
a a Menddian trat, following ether an
autosomal dominant or an autosoma recessve
mode of inheritance. Now gene loci have been
mapped by linkege andyss in both an
autosoma dominant and in an autosomd
recessive form of PD. Polymeropoulos and co-
workers (2) studied a large family in which PD
segregated as an autosomal dominant trait with
an average age of disease onset of 46 + 13
years. Performing a genome screen with a total
of 140 polymorphic markers spaced at intervas
of gpproximately 20 cM, they were able to
establish linkage between the disease locus and
chromosome 4q markers. The highest lod score
(Zmax = 6.0) was obtaned with marker
D4S2380. Additiond linkage analyses assigned
the PD locus to 4g21-g23 in this family.

Unfortunately, no obvious candidate genes of
the disorder were found within this interva. In
another study, Masumine et d. (1) performed
linkage andysis in an autosomd recessve form
of parkinsoniam that is characterized by ,, highly
selective degeneration of dopaminergic neurons
in the zona compacta of the subgtantia nigret'.
They found linkage with the Mn-superoxide
dismutase gene and established linkage to the
digd long am of chromosome 6 (6025.2-927)
in 13 families. Haplotype and multipoint linkage
analyses assgned the disease geneto a 17 cM
interval flanked by markers D63437 and
D6S264.

1) MatsumineH, Saito M, Shimoda-Matsubayashi S,
Tanaka H, Ishikawa A, Nakagawa-Hattori Y,
Y okochi M, Kobayashi T, Igarashi S, Takano H,
Sanpei K, Koike R, Mori H, Kondo T, Mizutani Y,
Schéffer AA, YamamuraY, Nakamura S, Kuzuhara
S, Tsuji S, Mizuno Y (1997) Localization of a gene
for an autosoma recessive form of juvenile
Parkinsonism to  chromosome  6025.2-27.
Am.J.Hum.Genet. 60: 588-596

2) Polymeropoulos MH, Higgins JJ, Golbe LI,
Johnson WG, Die SE, Di lorio G, Sanges G,
Stenroos ES, Pho LT, Schaffer AA, Lazzarini AM,
Nussbaum RL, Duvoisin RC (1996) Mapping of a
gene for Parkinson's disease to chromosome
4921-923. Science 274: 1197-1199

Nurrl is essential in differentiation and
function of dopamine midbrain neurons.
Nurrl is a member of the steroid hormone
nuclear receptor superfamily whose ligands are
not yet known ("orphan” receptor). Nurrl RNA
IS expressed in dopamine neurons of the
Subgtantia nigra and the requirement of Nurrl
for the differentition of midbran dopamine
neurons has recently been shown in Nurrl
knock-out mice (1). Homozygote (Nurrl-/-)
mice were born hypoactive and displayed
movement abnormdities. They died within 2
days of birth due to ther inability to suckle.
There were no gross morphologica
abnormalities of bran or other organs.
However, dopamine neurons of the ventra
midbrain were absent as shown by lack of



tyrosine-hydroxylase immunoregctivity.
Furthermore, dopamine metabolite DOPAC
was found to be absent in tissue sections of the
griatum and ventral midbrain of Nurrl -/- mice.
The observation in heterozygotes of reduced
levels & DOPAC in both newborns and adults
suggests that Nurrl is not only required for
differentigtion but aso for mantenance of
function of dopamine neurons. It is tempting to
speculate that Nurrl mafunction, eg., caused
by mutations or by interactions with toxins,
plays a role in the development of Parkinson
disease.

1) Zetterstrom RH, Solomin L, Jansson L, Hoffer BJ,
Olson L, Perlmann T (1997) Dopamine neuron
agenesis in NURR1-deficient mice. Science 276:
248-250

Fragile X syndrome

Reassessment of prevalence of fragile X
syndrome. The frequency of the fragile X
syndrome (mental retardation, characteritic
facies with large ears and prominent chin,
macroorchidism in maes and a fragile ste at
Xq27.3) has been estimated a 1/1000-1/2000
in both males and femdes. These estimates are
based on various population based clinicd and
cytogenetic anadyses in severd  countries
including Greet Britain, Finland, Audtrdia, and
Sweden. The British study was performed on
school children in the city of Coventry in 1986
and arrived at a prevalence of 1/952 (4). Since
this study was performed, the molecular basis of
the fragile X syndrome has been ducidated and
a CGG expandon in the gene FMRL1 was found
as the cause of the fragile X syndrome. This
discovery has facilitated the exact molecular
andysis of the syndrome. Using molecular tests,
Morton et d. (2) have renvesigated the
children diagnosed as having fragile X syndrome
in the Coventry sudy. Of the origind 29
patients, CGG expansions were only found in 7,
18 did ot have fragile X syndrome, and 4 were
logt to follow up. The revised prevaence figures

of the syndrome now lie between 1/2720 (range
1/2198-1/3089) and 1/5714 (range 1/4762-
1/6349). The lower figure is based on the
assumption that the patients lost to follow up
aso did not have fragile X syndrome. The new
data are comparable to other molecular studies
which arived a frequencies of fragile X
syndrome ranging from 1/4130 (3) to 1/9000

).

1) Jacobs PA, Bullman H, Macpherson J, Youings S,
Rooney V, Watson A, Dennis NR (1993)
Population studies of the fragile X: a molecular
approach. J Med Genet 30: 454-459

2) Morton JE, Bundey S, Webb TP, MacDonald F,
Rindl PM, Bullock S (1997) Fragile X syndromeis
less common than previously estimated. J Med
Genet 34: 1-5

3) SYaney SF, Wilkie AO, Hirst MC, Charlton R,
McKinley M, Pointon J, Christodoulou Z, Huson
SM, Davies KE (1995) DNA testing for fragile X
syndrome in schools for learning difficulties. Arch
Dis Child 72: 33-37

4) Webb TB, Bundey S, Thake A, Todd J (1986) The
frequency of the fragile X chromosome among
schoolchildren in Conventry. J Med Genet 23:
396-399

Neurobiology of the fragile X syndrome.
Neuroanatomical changes were andysed in
fragile X knockout mice. Spines on apica
dendrites of layer V pyramida cdls in occipitd
cortex were longer in knock-out than in wild-
type mice. They were often thin and tortuous,
dmilar to those obsaved in the human
syndrome. The findings suggest that expresson
of the fragile X mentd retardation protein
(FMRP) is required for rormd spine structurd
development. Moreover, spine dendity dong the
gpica dendrite was grester in the knockout
mice, which may reflect impaired developmentd
organizationa processes of syngpse stabilization
and dimination or pruning (1). In addition, it
was suggested that rapid production of FMRP
near Synapses in response to activation may be
important for norma maturation of synaptic
connections. Support for this comes from the



finding that FMRP is trandaed locdly in disd
dendrites and that FMRP is increased in
response to metabotropic glutamate receptor
(mGIuRY) gimulation (2).

1) Comery TA, Harris JB, Willems PJ, Oostra BA,
Irwin SA, Weller 13, Greenough WT (1997)
Abnormal dendritic spines in fragile X knockout
mice: maturation and pruning deficits. Proc Natl
Acad Sci USA 94: 5401-5404

2) Waeller 13, Irwin SA, Klintsova AY, Spencer CM,
Brazelton AD, Miyashiro K, Comery TA, Patel B,
Eberwine J, Greenough WT (1997) Fragile X
mental retardation protein is translated near
synapses in response to neurotransmitter
activation. Proc Natl Acad Sci USA 94: 5395-5400

We are looking forward to seeing you in
Bochum!

Sincerely yours,

Ulrich Mller
Peter Propping
Manued B. Graeber

Call for collaboration
Refinement of the hereditary neuralgic

amyotrophy (HNA) locus

Hereditary neurdgic amyotrophy (HNA) is an
autosoma dominant, recurrent focal neuropathy
characterized by episodes of panful brachid
plexus neuropathy with muscle weskness and
atrophy, as well as sensory disturbances. Single
episodes ae commonly preceded by
nongpecific infections or immunization, or are
asociated  with  parturition.  Minor  facid
dysmorphic festures are present in some
pedigrees but do not clearly segregate with the
disesase. To confirm the recently described
HNA locus on disa chromosome 17q9, we
peformed a gendic linkage dudy in an
extended Turkish pedigree. We were able to
delineste the HNA locus on chromosome
17924-925in a 16 cM region (Stogbauer et al.,
Hum. Genet. 99:1997.685-687). In order to
further refine the locus we are searching for
more HNA families to find more recombination
events. We would be grateful for collaboration
with other groups who are aware of HNA
families.

Please contact:

Florian Stogbauer

Klinik und Poliklinik fir Neurologie
WWU Mingter

Albert Schweitzer Str. 33

48129 Mingter, Germany

Td.: +49-251-8348178

Emall: slogbau@uni-muenster.de




