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Welcome to Euro-Ataxia online, the new email version of the original print newsletter, which is now defunct.
It's really a question of catching up with changes in technology. Now, with this electronic version, we can
print more regularly: instead of waiting half a year or more we can issue newsletters every few months or so.
It is also cheaper to produce and distribute, and in these cash-strapped times this will be a major plus. We
shall follow the original plan of distribution: email versions will be sent out to national group members — as
well as any individuals who express an interest — and it's up to the national groups to arrange further
translation and distribution. Euro-Ataxia online is designed to be easily accessible for people with ataxia or
even other disabilities, but if you find any particular problem please get back to me and I'm sure we can sort

everything out.

Other than that there is little change to the design of the newsletter. The name has been changed to Euro-
Ataxia Online and the format of the document is also a bit different. Maybe these changes will work, maybe
not. The beauty of electronic distribution is that feedback may be made almost immediately too so please

get in touch if you find problems with the new format.

Whether it's through fate or what, but I, Michael Morgan, am producing this in very much the same
circumstances as | produced the first print newsletter over 14 years ago. Looking back at this record we've
come a very long way in quite a short space of time. Medical researches into the ataxias have led to

dramatic results and hopefully this momentum will continue. One of Euro-Ataxia newsletter's main aims was



to co-ordinate the scientific research programme throughout Europe and to stimulate further developments.
But that was not all. Euro-Ataxia was always conscious of the need to build ataxia community between all
our peoples in Europe. So it's important to balance the needs of science and medical research with the
needs and desires of ataxic people now living. For that reason | have always been keen to address
problems in living with ataxia. In particular | remember the late Dr Carolien Koopmans who wrote regularly

on such articles and | would hope to keep her memory alive by stimulating more response.

In this first issue we report on the recent Euro-Ataxia AGM in Hatfield, England. Some scientific articles
follow, such as the discovery of yet another SCA — SCA 28. Stem cell research continues to suggest
tantalising therapeutic intervention for the ataxias and inside we reprint by Matilla Duenas. A piece of
historical science follows in which the possibility of linking Abraham Lincoln to SCA 5 is investigated.
There’s also articles on ataxia in the arts — most recently ataxia was the subject of a ballet in England.
Holidays and respites are also a favourite subject among ataxic people and | enclose a report into my own
stay at Mar y Sol in Tenerife. A book review on how one young girl with Friedreich’s Ataxia got on in life is
also included.

The last page as usual is given over to the address details of Euro-Ataxia member groups and contacts.
While I've spent much time in making sure that this is a comprehensive list, I'm only human and if anybody’s

left out please get in touch about it and I'll rectify it immediately.

Michael Morgan

Euro-Ataxia has a new board and new President, andew address too

euro- european Address: AV Generale Medecine DERACAHE 26,
ATAXIA federalonof 1050 Bruxelles Belgium.
ereditary ataxias

Helen Rikken van Wijk, President, helenvanwijk@planet.nl, comes from Amsterdam and is the first
female president of Euro-Ataxia. She was married to the much missed Henk Rikken who had SCA-7
and a wicked sense of humour. Along with the Meinder family they formed the ADCA Vereniging
Nederland in 1984. She became involved in Euro-Ataxia in the mid nineties, and promises to do her
very best as president.

Claudie Baleydier cbaleydier@numericable.fr, the French representative on Euro-Ataxia originally
hails from Paris, and her son has had FA (or AF to give it its French acrynom) for more than 30
years now. Following a depressingly familiar tale of medical misdiagnosis Claudia decided to leave
Paris to live in the South of France, for a healthier, more pleasant lifestyle. On joining the French AF
Association she found they were no longer alone and subsequently met many ataxian people —
especially on the Internet forum. Claudia then became a board member of AFAF, dealing
particularly with Euro-Ataxia and other international ataxia groups, such as FARA.

Claudia’s interests lie in improving communications between different national groups and offering
practical help in day-to-day living. She is especially keen on developing respite and holiday centres
for ataxic people.

Michael Morgan, Editor, michael.morgan@euro-ataxia.org, has FA and is now fifty years old. A
founder member of Euro-Ataxia he was the first editor of the newsletter from 1991 to 2002. He is




now back at the helm, replacing Daniela Iser and is keen to develop the social side of living with ataxia, rather than simply
reporting scientific research.

Peter Reussner, Peter.Reussner@t-online.de, is from Hamburg and is the DHAG representative on
Euro-Ataxia. He is 63 and has an ataxia of unknown origin. He is now a wheelchair user though he
used a walker for 14 years. An engineer by profession, he still works part-time for a German airline.

Federica Crimaldi, federica.crimaldi@cesv.org

Carlo Casali, carlo.casali@uniromal.it Born in Rome in 1955. He is Assistant Professor of
Neurology at the Dept. of Neurology and ORL at La Sapienza University of Rome, Italy. He became
involved in the field of clinical and molecular genetic research in ataxias in the early ninenties
through his contact with AISA, the Italian Association for Ataxia Syndromes, and this is now his main
field of interest. He is consultant with AISA and serves in its national Scientific Committee. He has
also served as president of euroAtaxia in 2003-4, and vice-president in 2005-6. He is responsible of
dedicated clinic for ataxic patients and a molecular genetic laboratory.

Marco Meinders, marco.meinders@euro-ataxia.org, is the co-founder (1994) and board member of
the patients' organisation for people with an autosomal dominant cerebellar ataxia (ADCA) in The
Netherlands. Triggered by mother being diagnosed with ADCA. Active in organisational
development, information development, public relations, representation and web-site maintenance.
Active for Euro-Ataxia since 2000, by organising it on paper. Vice president in 2003-2004, president
in 2004-2006, currently treasurer.

Elisa Campos, mcampo@ceca.es is from Madrid and

has a nephew with F.A. She colaborates actively with FEDAES especially
assisting with interpreting and translating. She is also a co-founder of
FEDAES.6




Mary Kearney, Secretary-General, mary.kearney@euro-ataxia.org Mother of two daughters with FA,
Mary is one of the prime movers within Euro-Ataxia and is determined to see medical care or
treatment. She is a GP from Dunlavin, a small town 35 miles south of Dublin, Ireland. Her
hobbies include travel, swimming, hill walking and a good glass of red wine.

Dr Antoni Matilla Duefias, A.Matilla@ich.ucl.ac.uk, is originally from Barcelona where he started to
work on dominant ataxias in 1991. His scientific interests led him to the USA in 1994, before moving
to the UK. He is currently working to identify the cellular and molecular pathways regulated by ataxin
1 leading to ataxia and motor deficits in SCA1, and to translate the knowledge gained into designing
and establishing effective therapeutic strategies in SCA1 and other inherited ataxias.

Photographs of the AGM are available at the following link:

http://picasaweb.google.com/accessni/EuroAtaxiaAGM2006Hatfield

Euro-Ataxia AGM at Hatfield, September 2006

AGM 2006: Planning A Strategy For The Future

The 2006 Euro Ataxia AGM was held in England, north of London, in the University of Hertfordshire towards
the end of September. More specifically it was held in the de Havilland campus — a brand new, state of the

art student residences, the only trouble being that there were no students about and this gave the place a



slightly spooky feel, especially at night. With each building well lit and constantly patrolled by security

guards, the place gave the impression of a newly built prison.

The AGM really started on Friday morning when Barry Hunt, of Ataxia UK introduced the revised schedule of
the day’s talks and lectures. Most attention was focused on Massimo Pandolfo’s talk on research
developments in the ataxias, both dominant and recessive. Massimo — who looks a ringer for Steve Jones,a
well known TV geneticist in the UK — sped through his lecture, clicking furiously at his overhead projector.
Translation is now the buzz word among medical and scientific researchers, and simply means research is

now patient driven — from bench to bedside.

Much attention was given to the talk by Dr Julian Grey on what is now the final stages of the Idebonene trial
by Santhera Pharmaceuticals. He detailed the stages that were undertaken so far and ended by appealing
for the involvement of more FA people throughout Europe, an appeal which we duly pass on. The issue of
stem cells as a future treatment for ataxia was addressed by Dr Stephen Ray. This was also to come up in a
number of talks over the weekend — which demonstrates, | suppose, how much attention is being paid to it.

For my own part it sounds so much a painful and traumatic therapy that | wonder is it worth pursuing?

The most sobering talk of the weekend was given by Mark Bayliss on Saturday when he detailed the likely
costs and timescale of the application of research findings. To get a treatment (not to say ‘cure’) on the
market would involve intensive testing probably lasting over a decade, and also costing something like forty
seven million in total. Even Ataxia UK, who has a really good fund raising machine, can only raise something
like two million per annum. | remember a neurologist telling me that research was a bottomless pit and this |

guess is proof of this.

Another side to the research question might be to highlight prevention rather than cure. It might be possible
to screen and destroy FA embryos, and thus head off the disease that way. But this is slightly implausible.
FA is a recessive disorder, meaning its genetic presence is unknown until a child within a family manifests
the symptoms. But by then it might be too late to do anything about further births of FA children. That's
because the average age at onset for FA is ten years — in other words a family may well be complete before
one of the children start developing symptoms. The only way round this would be to develop a genetic test
to apply to all newly borns (and even pre borns) which could detect FA in both victim and carrier status. But
this would be horrendously expensive and | can’t envisage any health system investing that amount of
money for such a small return, population wise. It may well be that it will turn out that FA will be with us for
centuries and maybe we should turn our efforts into treating the systems rather than finding a cure. Maybe
more attention should go into management of the disease, the multiple disabilities that result and also the
social and psychological sides of ataxia. These may well turn out to be just as important than any specifically

clinical approach.

The Euro-Ataxia business meeting was also held on Saturday 16" Items of business included changes to
the statutes to bring the organization into line with Belgian law and also to change the legal address for
Euro-Ataxia. The changes were voted unanimously and Euro-Ataxia now operates from AV Generale
Medecine DERACAHE 26, 1050 Bruxelles. English is now the language used in Euro-Ataxia and the original

statutes which used the term ‘European Economic Community’ (EEC) have now been updated to refer to



‘European Union’ (EU). The new board has now been elected. It is headed by Helen Rikken van Wijk, who
becomes Euro-Ataxia president. Marco Meinders was elected as vice president and Mary Kearney comes
back as secretary general. The rest of the line up include the representatives from the main European Ataxia
support groups — Claudia Baleydier from AFAF, Federica Crimaldi from AISA, Elisa Campos from FADAES,
Barry Hunt from Ataxia UK and Peter Reussner from DHAG. There was another new member of Euro-
Ataxia, Thomas from Sweden. Finally, Daniela has retired as editor of the newsletter. In my opinion she has
done a fantastic job of this so it's sad to see her go. Nevertheless life goes on and Michael Morgan shall be
the new editor for Euro-Ataxia for a while. The location for next years AGM is still open and volunteers are

being sought.

Remember if you would like to write an article for the newsletter or just draw my attention my address is

Michael.morgan@euro-ataxia.org

IAn in-depth scientific report of the AGM will be available on

the Ataxia UK website in January

Michael Morgan

Sca28 And Counting: A Novel Form Of ADCA Is Found O  n Chromosome 18p11.22-Q11.

Autosomal dominant cerebellar ataxias (ADCAS) are a clinically and genetically heterogeneous group of
neurodegenerative disorders primarily characterized by imbalance, progressive gait and limb ataxia, and
dysarthria (Harding, 1982). The clinical phenotype appears often complicated by the presence of additional
neurological signs, which are highly variable among and within families. Since the identification of the first
gene responsible for spinocerebellar ataxia type 1 (SCA1) in 1993 (Orr et al., 1993), an increasing number
of genes and chromosomal loci have been characterized, demonstrating large genetic heterogeneity in
these hereditary disorders (Schdls et al. 2004; Taroni and Di Donato, 2004).

At present, twenty-five distinct genetic forms of spinocerebellar ataxias (SCAs) are known: SCA1-8, SCA10-
19, SCA 21-23, SCA25-26, and SCA27/FGF14 (Schdls et al., 2004; Taroni and DiDonato, 2004; Ishikawa et
al., 2005; Yu et al., 2005. The genetic form designated as dentato-rubral-pallido-luysian atrophy (DRPLA) is
also commonly classified within this group of disorders. The disease gene has been identified in
twelveSCAs and in DRPLA. In SCA 1-2-3-6-7-17 subtypes and in DRPLA the molecular mutation is a
trinucleotide CAG repeat expansion within the coding region of the corresponding gene (Schdls et al. 2004;
Taroni and DiDonato, 2004).

And now it seems we can add another to the list. A group of Italian scientists have recently uncovered a
new spino-cerebellar ataxia, SCA 28. They describe a four-generation Italian family with a novel form of
juvenile-onset, slowly progressive, Autosomal Dominant Cerebellar Ataxia. Eleven affected family members
were evaluated in the study. The first finding was that the mean age at onset was 19.5 years with no
evidence of anticipation. The first symptoms observed were lack of balance in standing and mild gait in-
coordination. Gaze-evoked nystagmus was also prominent at onset, while patients with longer disease
duration were found to develop slow saccades, ophthalmoparesis and in many cases, ptosis. Deep tendon

reflexes in lower limbs were increased in 80% of the cases. Genetic analysis excluded the presence of



pathological repeat expansions in SCA1-3, 6-8, 10, 12, 17, and DRPLA genes. Linkage exclusion tests
showed no evidence of association with other known SCA loci. A genome-wide screen analysis identified
linkage with chromosome 18 markers. A maximum two-point LOD score of 4.20 was found for marker
D18S53. Haplotype analysis refined a critical region of 7.9 Mb between markers D18S1418 and D18S1104.
This new SCA locus on 18p11.22-q11.2 has been designated SCA28. Candidate genes within the critical
interval are currently screened for mutations.

Dr Didinato

From Basic Research To Establishing Potential Treat  ments For Dominant Ataxias

The autosomal dominant spinocerebellar ataxias (SCAs) are a complex group of neurodegenerative
disorders characterised by progressive cerebellar ataxia of gait and limbs variably associated with
ophthalmoplegia, pyramidal and extrapyramidal signs, dementia, pigmentary retinopathy, and peripheral
neuropathy. Disease onset is usually between 30 and 50 years of age, although early onset in childhood and
onset in later decades after 60 years have been reported. The prognosis is variable depending on the
underlying cause of the spinocerebellar ataxia subtype. Epidemiological data indicate that SCAs might be
more common than previously estimated with prevalences of up to 5-7 in 100,000 in some populations. This
is similar to the prevalence of other uncommon motor neurodegenerative diseases, such as Huntington or
motor neuron diseases. Founder mutation effects appear to contribute to the variable prevalence detected in

specific SCA subtypes.

Although the aetiology of SCAs is still poorly understood, genetic analyses, epidemiologic data,
neuropathological investigations, and new experimental models are providing important new insights into the
pathogenic mechanisms. At least 30 distinct loci are responsible for rare Mendelian forms of SCA.
Interestingly, a few SCA subtypes, including SCAs 1, 2, 3, 6, 7, 17, and dentatorubral pallidoluysian atrophy
(DRPLA), which are conformational disorders in which the pathogenic pathways are triggered in some
manner by protein misfolding. The genes in these SCAs contain an expanded CAG repeat sequence located
within the coding region, leading to an abnormally long polyglutamine (polyQ) tract in the encoded proteins
named ataxins 1, 2, and 3, alpha 1A-voltage-dependent calcium channel, ataxin 7, TATA box binding
protein, and atrophin 1 respectively. These SCAs show, as common features, the progressive
neurodegeneration of neuronal subsets in distinct brain areas and the formation of polyQ-containing protein
aggregates forming characteristic nuclear or cytoplasmic inclusions. The age at onset and severity of
disease symptoms inversely correlate with the length of the glutamine repeat. A second group of SCAs,
including SCAs 8, 10, and 12, are caused by a repeat expansion located outside of the coding region of the
disease genes leading to dysregulation of gene expression. While the molecular mechanisms underlying
SCAs 8 and 10 are unclear, SCA12 appears to be caused by dysregulation of the activity of the crucial
enzyme protein phosphatase 2 (PP2, formerly named PP2A) in cerebellar Purkinje cells. Different
mechanisms cause cerebellar ataxia and neurodegeneration in SCAs 5, 13, 14, and 27, where alterations in
amino acid composition in beta-lll spectrin (SPTBN2), potassium channel KCNC3, protein kinase C
(PRKCG), and fibroblast factor 14 (FGF14) respectively, elicit disease symptoms in these four SCA
subtypes. In the rest of SCAs, the genes and, therefore, the mutations remain to be identified and
characterised. Understanding the pathogenetic mechanisms of neurodegeneration in spinocerebellar ataxias

should lead to the identification of potential therapeutic targets and ultimately facilitate drug discovery.



Table 1. Genetic heterogeneity in spinocerebellar ataxias

SCA subtype Genornic Gene/Locus Protein Mutation
Location
SCA1l 6p22.3 ATXN1 Ataxin 1 CAG repeat
SCA2 12g24.13 ATXN2 Ataxin 2 CAG repeat
SCA3 14932.12 ATXN3 Ataxin 3 CAG repeat
SCA4 16q24-qter SCA4 U U
SCA5 11q13.2 SPTBN2 Beta’l,” D, MM
spectrin
SCA6 19p13.13 CACNAIA CACNAIA CAG repeat
SCA7 3pl14.1 ATXN7 Ataxin 7 CAG repeat
SCA8 1321 KLHL1AS Kelch-like 1 CTG repeat
SCA9 Reserved U U U
SCA10 22913.31 ATXN10 Ataxin 10 ATTeT
repeat
SCA11 15¢q14-921.3 SCA11 U U
SCA12 5032 PPP2R2B PPP2R2B CAG repeat
SCA13 19q13.33 KCNC3 KCNC3 MM
SCA14 19q13.42 PRKCG PRKCG MM
SCA15 3p24.2-pter ] U U
SCA16 8023-g24.1 U U U
SCAl7 6027 TBP TBP CAG repeat
SCA18 7931-932 U U U
SCA19* 1p21-g21 U U U
SCA20 11 U U U
SCA21 7p21.3-p15.1 U U U
SCA22* 1p21-g23 U U U
SCA23 20p13-p12.2 U U U
SCA24 1p36 U U U
SCA25 2p21-p15 U U U
SCA26 19p13.3 U U U
SCA27 13g33.1 FGF14 FGF14 MM
SCA28 18p11.22-q11.2 U U U
DRPLA 12p13.31 ATN1 Atrophin 1 CAG repeat
Undefined** 16g22.1 PLEKHG4 Puratrophin 1 5’ SNS




D, deletions; MM, missense mutations; SNS, singieevotide substitutions; U,

unknown.

Therapeutic strategies

There are currently no known effective treatments to modify disease progression in any of the SCAs or
related neurodegenerative disorders, although some benefits on ataxic symptoms have been reported in a
few therapeutic trials. A preliminary open trial with acetazolamide temporarily reduced the severity of
symptoms in SCA6. Dopaminergic and anticholinergics drugs have been used to alleviate tremor,
bradykinesia, or dystonia in SCA2 and SCA3. Spasticity in SCAs could be effectively treated with baclofen,
tizanadine, or mimentine. In selected cases where other treatments have failed, botulinum toxin has been
successfully used to treat dystonia and spasticity. Intention tremor has been ameliorated with
benzodiazepines, -blockers, or chronic thalamic stimulation. Muscle cramps, which are often present at the
onset of the condition in SCAs 2, 3, 7, and DRPLA, are alleviated with magnesium, chinine, or mexiletine.
Preliminary data from a recent open trial with gabapentin has shown improvement of cerebellar symptoms in
ataxia patients by increasing GABA concentration in the central nervous system and, thus, by stimulating

GABAergic neurotransmission.

Innovative approaches, such as RNA interference (RNAI) with the aim of inhibiting polyglutamine-induced
neurodegeneration by blocking the disease-triggering mutation, prevention of protein misfolding and
aggregation by overexpression of chaperones, and regulation of gene expression by application of histone
deacetylase inhibitors, are proving effective in pre-clinical trials. In SCA1L, intracerebellar injection of vectors
expressing short hairpin RNAs profoundly improves motor coordination, restores cerebellar morphology, and
resolves characteristic ataxin 1 inclusions in Purkinje cells of transgenic mice. While these results prove that
RNAI therapy improves cellular and behavioural characteristics in pre-clinical trials, its application in patients
to protect or even reverse disease phenotypes shall be delayed until proper toxicity tests are assessed.
Pointing to a different target, molecular chaperones provide a first line of defence against misfolded,
aggregation-prone proteins. Many studies have analysed the effects that chaperone overexpression has on
inclusion body formation and toxicity of pathogenic polyQ fragments in cell culture, and it is clear that
overexpression of molecular chaperones might prove beneficial for the treatment of neurodegenerative
diseases. They prevent inappropriate interactions within and between non-native polypeptides, enhance the
efficiency of de novo protein folding, and promote the refolding of proteins that have become misfolded as a
result of the mutations and cellular stress. Chemical and molecular chaperones might also prevent toxicity
by blocking inappropriate protein interactions, by facilitating disease protein degradation or sequestration, or
by blocking downstream signalling events leading to neuronal dysfunction and apoptosis. Congo Red,
thioflavine S, chrysamine G, and Direct Fast have proved effective in suppressing aggregation in vitro and in
vivo. Several low molecular mass compounds, such as the organic solvent dimethylsulfoxide (DMSO) and
the cellular osmolytes glycerol, trimethylamine N-oxide, and trehalose, increase the stability of proteins in
their native conformation, hence they are called chemical chaperones based on their influence on protein
folding. They are effective in preventing cell death triggered by mutant ataxin 3. Trehalose was identified in
an in vitro screen for inhibitors of polyQ aggregation, and its administration reduces brain atrophy, improves
motor dysfunction, and extends the lifespan of mice resembling the polyglutamine disorder Huntington's
disease. In vitro experiments suggest that the beneficial effects of trehalose result from its ability to bind and
stabilize polyglutamine-containing proteins. More recently, a new generation of small chemical compounds
that directly target polyQ aggregation without significant cytotoxicity have been identified in high-throughput



screens using cell-free assays or by targeting cellular. These compounds inhibit polyQ aggregation in
cultured cells and intact neurons and can rescue polyQ-mediated neurodegeneration in vivo. By a different
mechanism, a small molecule that acts as a co-inducer of the heat shock response by prolonging the activity
of heat-shock transcription factor HSF1, arimoclomol, significantly improves behavioural phenotypes,
prevents neuronal loss, extends survival rates, and delays disease progression in a mouse model of
neurodegeneration. Similarly, activation of heat-shock responses with geldanamycin inhibits aggregation
and prevents cell death. This suggests that pharmacological activation of the heat shock response may
therefore be an effective therapeutic approach to treating neurodegenerative diseases. However, excessive
up-regulation of chaperones might lead to undesirable side effects, such as alterations in cell cycle
regulation and cancer. Therefore, a delicate balance of chaperones is likely to be required for a beneficial
neuroprotective effect. For instance, chemical or molecular chaperones, used in combination with a
pharmacological agent that up-regulates the synthesis of molecular chaperones, might be a valid therapeutic
approach for treating spinocerebellar ataxias caused by polyglutamine expansions. Aggregate formation has
also been successfully targeted with inhibitors of transglutaminase, such as cystamine, which reduces

apoptotic cell death and alleviates disease symptoms by the expanded polyglutamine.

Compounds targeting mitochondrial function such as coenzyme Q10, creatine and taurousodeoxycholic
acid (TUDCA), or autophagy, such as the mTor inhibitor rapamycin and various analogous, have proved
effective at reducing cellular toxicity in animal models, and are currently being tested in clinical trials.
Caspase activation, which usually precedes neuronal cell death, can be targeted with caspase inhibitors
such as zVAD-fmk, CrmA, cystamine, FADD DN, and minocycline. These have proved efficient to prevent
disease progression, delay onset of symptoms, and extend survival rates in several mouse models of
neurodegeneration. Other agents promoting the clearance of mutant proteins in the CNS or ca® signalling
blockers, such as specific inhibitors of the NR2B-subunit of N-methyl-D-aspartate glutamate receptors and
blockers of metabotropic glutamate receptor mGIuR5 and inositol 1,4,5-trisphosphate receptor InsP3R1,
may be beneficial for the treatment of some spinocerebellar ataxia subtypes. Delaying protein accumulation
and the associated deleterious effects by enhancing degradation of toxic proteins by the ubiquitin-

proteasome pathway could also be employed as therapeutic approaches.

The role that some ataxins play in transcription and, more importantly, the suppression of cytotoxic effects
mediated by some of their co-transcriptional regulators can be used to modulate the pathological effects of
mutant ataxins, opening the path for new therapeutic strategies for treating some of the SCAs. Recent
progress in HDAC research has made possible the development of inhibitors of specific HDAC family
proteins and these compounds could be effective candidates for treatment of spinocerebellar ataxias.
Neuroprotective strategies addressed to specific bioenergetic defects might hold particular promise in the
treatment of spinocerebellar conditions. In vivo neuroprotection exerted by the insulin growth factor IGF-1
through the PP2-regulated PI3K/Akt signalling pathway, raises its possible potential to halt cerebellar

neurodegeneration.

Gene therapy and stem cell approaches are being considered for treatment of spinocerebellar
neurodegenerations. Delivery of proteins or compounds by viral vectors represents one such gene
therapeutic approach. Neural cell replacement therapies are based on the idea that neurological function
lost during neurodegeneration could be improved by introducing new cells that can form appropriate
connections and replace the function of lost neurons. This strategy has proved to be effective to treat

neurodegeneration in Parkinson’s disease and amyotrophy lateral sclerosis. Both mouse and human



embryonic stem cells, when cultured in vitro to produce embryoid bodies, are able to differentiate towards a
motor neuron lineage. Remarkably, when neurons created in vitro are introduced into an injured chick spinal
cord, some stem cell derived motor neurons extend axons and innervate appropriate targets. Since
neurogenesis does occur in the adult nervous system, another approach could be to stimulate endogenous
stem cells in the brain or spinal cord to generate new neurons. Studies to understand the molecular
determinants and cues to stimulate endogenous stem cells are under way. Although promising, we are only
starting to learn the potentials and challenges of stem cells, especially for use in neurodegenerative
diseases.

Dr Antoni Matilla-Duefias

FARA Patient registry

The FARA Patient Registry is intended to facilitate patient enroliment in clinical trials anywhere in the world.
Researchers will contact FARA with inclusion/exclusion criteria for their clinical trials. FARA will review the
patient registry to determine which patients meet the criteria for each trial. You can register by contacting
http://www.faresearchalliance.org

Many people register from different countries throughout the world. FARA anticipates that many of the FA
clinical trials will be conducted in multiple countries. FARA is working hard with clinical centers around the
world including Europe, Australia, and New Zealand and is interested in establishing clinical trial centers
elsewhere like Latin America. If anyone has specific questions or problems registering, please contact
Jennifer Farmer who is the FARA Patient Register Coordinator and Grants Administrator at
jen.farmer@faresearchalliance.org

Friedreich's Ataxia Research Alliance (FARA)

P. O. Box 1537

Springfield, VA 22151

Tel (703) 426-1576

It is possible to registry non-FA ataxia through co-operative ataxia registry which can be assessed through

this site.

Research:
We aim to promote and facilitate the use of clinical data in approved research projects.
To initiate research
0 Clinical Trials & Epidemiology research

0 To assist in the evaluation of novel treatments

| think we would all agree that we want to be contactable if a research programme becomes
available. If you want to be available for a research programme you then have to trust some

organisation with your diagnosis and contact details



If you expand the function of the data base you then have to give even more personal details and it
will cost more money.

Additional Information which could be collected:

compare long term prognosis & survival prediction

compare treatment available internationally

Rehabilitation experiences

Associated illness

To assist in the planning and management of health services and essential resources for Ataxia
patients

Factor to be considered in managing the whole process

Who would own the register?
Budget: realistic costings

Data protection: legal constraints
Ethics approval

O O o o o

Informed Consent

Where should the register be located?

Place where all potential users feel they have equal access

Place where all disciplines feel comfortable

Place where all those with legitimate scientific interest feel on an equal footing
Statistical and epidemiological expertise available

Neutral ground protected from possible ie Academic environment or patient organisation ie euro-
ATAXIA, EUROSCA

In order to avoid rivalries, it is best not to have it in one hospital



What is the Patient Registry?

The purpose of the patient registry is to collect basic information on individuals with Ataxia and to share this

information with scientists and companies who will be recruiting patients for ataxia clinical trials.

Participation in this registry does not guarantee that you will qualify for a clinical trial. Each clinical trial will

have unique inclusion and exclusion criteria that the researchers will have to follow.

Participation in this registry does not mean that you are committed to participate in any clinical trial. This
registry is simply a way for you to submit your name and contact information to researchers who will be
conducting clinical research trials. Once you learn more about a specific clinical trial, you can make a

decision about participation.

Recruitment for clinical trials can often take a long period of time, especially for a rare disease like ataxia.
This is one way you can try to facilitate and expedite clinical trials and to get us all closer to ataxia treatment

and an eventual cure.

How does the registry process usually work?

This can vary from one registry to another. Usually you will be asked to provide your contact information
(name, address, phone number, etc.), clinical information (age of onset, disability status, if you have
diabetes), and information about genetic test results. You will also be asked to complete this information as

you go through a series of Web pages.

Also, at the beginning of the registry process you would usually be asked to review an informed consent
document. The purpose of this consent is to describe the purpose, risks, and benefits of this registry as
described above so that all individuals can make an informed choice about their participation. If you choose
to decline the informed consent then you will be taken back to the main page and all information you have

entered will be deleted. You must accept the terms of the informed consent to participate.

It is important that the patient registry contain accurate information therefore you will be receiving an email

reminder to review and confirm your information on a yearly basis.

What are the risks associated with participating in the registry?

You are being asked to share your personal information and allow the registry to release this information to

third parties who are doing research into ataxia.



The registry would also ask these 31 parties to keep this information from patient registry confidential and
secure.

Dr Mary Kearney

Idebenone and FA: Results from the Phase 2 trial in USA

Phase 2 study was to further evaluate the safety and potential efficacy of idebenone in patients with FA.
The reason for doing different tests was to see what aspects of the disease may be affected by idebenone

since not all aspects of the disease may improve at the same time if at all.

A placebo grouping and three fixed dose levels were used. The fixed drug amounts translated to an
approximate mg/kg dose range of approximately 5, 15, and 45 mg/kg/day. The fixed drug amount is how

nearly all drugs are studied in later phase trials and reflects how the drug would eventually marketed.

After six months of treatment, the type and frequency of adverse events reports (“side effects”) were nearly
equally distributed across all treatment groups including placebo. This means that side effects were not
occurring more frequently in people taking drug than those on placebo. However one participatant develop
a low which cell count. This had been seen previously in Japan reported. It may be a rare event or it may be

more frequent at higher doses. Further studies of idebenone are still needed to evaluate its safety.

Many tests to look for effects of idebenone were used. Of the many tests we performed, differences were
observed. A composite neurological assessment called ICARS and a parent-reported survey of activities of
daily living was used to assess responses. Scores of patients in the placebo and low dose idebenone
groups tended to be the same or decline slightly. Scores of those in the intermediate and high dose
idebenone groups showed improvement. These changes however, did not reach statistical significance
which means that they could be due to chance alone. These results do provide information which are vital
to designing the phase 3 trial in terms of knowing which tests to perform, how many and what types of
patients to include, and how long to run the trial so that they have the best chance of showing if the drug

truly works.

Euro-ATAXIA would be keen to hear from anyone involved in Phase 3 trial in Europe. | am sure most people
are familiar with the site FA_babelFAmily@yahoogroups.com

which could also be used to help communication between us all

Dr Mary Kearney

GeNeMove Symposium Bonn 10-12 May 2007

GeNeMove is the abbreviation of German Network of Movement disorders, a network for reaseach of rare

and hereditary deseases in Germany. The diseases are Friedreich’s ataxia, Spinocerebellar ataxias (SCA),



Huntington’s disease, Hereditary spastic paraparesis and Wilson'’s disease. They are supported from the
German government, minister for research. We (DHAG) have close contact to them since several

years. GeNeMove has organized together with the company Santhera the idebenone-trial in Germany. Next
spring GeNeMove will hold a Symposium in Bonn, between 10-12 May. Entitled Hereditary Movement
Disorders: genetics — pathogenesis — treatment, the conference offers a series of lectures and in-depth
workshops dealing with different neurological diseases on different days. Point of contact for the conference
is Prof . Dr. Thomas Klockgether, manager of the clinic for neurology, Rheinische-Friedrich-Wilhelm-
University, Sigmund-Freud-Strasse 25, 53105 Bonn, Germany; e-mail: Thomas.Klockgether@ukb.uni-

bonn.de

The Plenary Lecture will be given on the evening of 10 May by Xandra O. Breakefield. Her lecture is entitled

DYT1-dystonia: from genetics to molecular function.

The first morning session on 11 May deals with recessive ataxia, particularly Friedreich’s ataxia.

08.30 M. Pandolfo (Brussels, Belgium): Genetics and phentype of Friedreich’s ataxia (confirmed)
08.55 G. Isaya (Rochester, USA): Frataxin and iron in the pathogenesis of Friedreich’s ataxia
09.20 R. Lill (Marburg, Germany): The role of frataxin in iron-sulfur protein biogenesis (confirmed)

09.45 M. Koenig (llikirch, France): Genetics of recessive ataxias (other than FRDA). (confirmed)

After break the morning session continues, this time focusing on the spinocerebellar ataxias.

10.40 H. Orr: Molecular pathogenesis of SCAL (confirmed)

11.05 H. Paulson: RNAI therapy for ataxias: an update (confirmed)

11.30 S. Pulst: SCA2 age of onset modifiers and SCA13 (confirmed)
11.55 R. Pitman: Function of ataxin-3

12:20 L. Ranum: Molecular Pathogenesis of SCA5 and SCAS8 (confirmed)

The early afternoon session focuses on the use of Animal models/Drug screening in hereditary ataxia.

14.30 C. M. Gomez: lon channels in ataxias

14.55 D.C. Rubinsztein (Cambridge, UK): Autophagy and polyglutamine diseases (confirmed)

15.20 H. Puccio (lllkirch, France): Mouse models of Friedreich’s ataxia (confirmed)

15.45 J.M. Gottesfeld (La Jolla, USA): Histone deacetylase inhibitors as therapeutics for Friedreich's ataxia

(confirmed)
Late afternoon session is on Biomarkers/Clinical trials in the ataxias.
16.40 K.H. Fischbeck (Bethesda, USA): Pharmacological treatmant of Friedreich's ataxia (confirmed)

17.05 T. Klockgether (Bonn, Germany): New scales for ataxias (confirmed)

17.30 M. Mascalchi (Florence, Italy): MR Imaging and Spectroscopy of Ataxias (confirmed)



12 May 2007

Huntington’s disease

Morning session 1:

08.30 B. Landwehrmeyer (Ulm, Germany): Concepts and goals of Euro-HD (confirmed)

08.55 E. Petrasch-Parwez (Bochum, Germany): Neuropathology of HD (confirmed)

09.20  D. Krainc (Boston, USA): Huntington's Disease: Gene transcription interrupted in
brain and blood (confirmed)

09.45 Steven Finkbeiner (San Francisco, USA): Pre-clinical trials in HD

Hereditary spastic paraparesis

Morning session 2:

10.40 R. Schile (Tubingen, Germany): Clinic and genetics of HSP — the GeNeMove project (confirmed)

11.05 G. Casari (Milan, Italy): Animal models of HSP

11.30 W.M. Saxton (Bloomington, USA): Molecular mechanisms of axonal transport (confirmed)

11.55 K.A. Nave (Géttingen, Germany): Myelination defects in HSP (confirmed)

Hereditary Dystonias

Afternoon session 1

14.00 F. Asmus (Tubingen, Germany): Myoclonus-Dystonia: Genotypes and Phenotypes (confirmed)

14.25 K. Grundmann (Tubingen, Germany): Mouse models for DYT1 (confirmed)

14.50 B. Haslinger (Minchen, Germany): Neuroimaging in dystonia

15.15 J. Miller (Innsbruck, Austria) : Deep brain stimulation for the treatment of dystonia (confirmed)

Wilson's disease

Afternoon session 2

16.10 W. Stremmel (Heidelberg, Germany): Pathophysiology and molecular pathology of Wilson’s disease
(confirmed)

16.35 H.H.-J. Schmidt (Minster, Germany): Genetics of Wilson’s disease (confirmed)

17.00 A. Czlonkowska (Warsaw, Poland): Assessment of disease severity - the UWDRS

17:25 H. Hefter (Dusseldorf, Germany): Therapy of Wilson’s disease

CONTACTS

GeNeMove - Secretary-



Mrs. Chris Handschuck

Departmt. Neurodegeneration und Neurorestaurationsforschung
Zentrum fir Neurologische Medizin

Waldweg 33

D 37073 Géttingen

Tel: +49/ 551 / 39-13545

Fax: +49/ 551/ 39-13541

e-mail: chrishandschuck@medizin.uni-goettingen.de

Web: www.genemove.de (only in German)

Point of contact is Prof . Dr. Thomas Klockgether, manager of the clinic for neurology, Rheinische-Friedrich-
Wilhelm-University, Sigmund-Freud-Strasse 25, 53105 Bonn, Germany; e-mail:

Thomas.Klockgether@ukb.uni-bonn.de , but you may also contact GeNeMove.

Peter Reussner

A New International Email Forum For Clinicians And Researchers Involved With A-T

The A-T Children's Project (www.atcp.org) in America has established an international "listserve" for

clinicians and clinician/researchers dealing with Ataxia-Telangiectasia.

The listserve is an emailing forum by which you can freely discuss any issues that may arise during

treatment of your patient with A-T, with other physicians dealing with this rare disease.

Please register by visiting the ATCP website at:

http://www.atcp.org/at_clinician_forum_registration.htm

Joining the iistserve is a two-step process. Once you have registered on the ATCP website and have been
authorised to join the "A-T Clinicians' Listserve", you will be sent instructions on how to subscribe to the list.
If you have any problems please contact Jennifer Thornton, Executive Director of the A-T Children's Project

at Jennifer@jatcp.org

We are delighted at this new development which we hope will be of great benefit to



both patients and clinicians.

Maureen Poupard
Hon Secretary
A-T Society

Website: www.atsociety.org.uk

Email: atcharity@aol.com

Maureen Poupard

Abraham Lincoln and SCA 5

Researchers at the University of Minnesota Medical School in the USA have
discovered a gene mutation among relatives who are descended from Abraham
Lincoln's grandparents, and the study has fuelled the debate whether this -
perhaps the greatest of all US presidents - was ataxic. The new findings on the
ataxia gene were reported in the January edition of the journal Nature Genetics.

Since 1992, the Minnesota researchers have studied more than 300 members of

the | incnln familvv One-third nf them have atavia

The gene causes SCA 5, a degenerative neurological disorder that affects coordination,
including walking, writing, speaking and swallowing. There's a 25 percent chance that Lincoln also inherited
the mutation, said Laura Ranum, a genetics professor who led the research. The idea that Lincoln was
disabled in some way comes from descriptions of his physical appearance and demeanour at the time.
Lincoln was excessively tall, of long gangling limbs and moved with a particularly stomping gait. Marfan’s
disease was long held to be the culprit. Marfan's sufferers often have unusual height and elongated fingers,
toes and limbs, all characteristics of Lincoln.

Lincoln has no living direct descendants, therefore confirming whether he had the defective gene would
require that his DNA be taken from historical artifacts and tested. Laura Ranum said researchers would only
need a small amount of Lincoln's DNA to test for SCA5. The DNA could be found on a bloodstained garment

or a hair sample.

But this would probably involve disturbing Lincoln’s tomb, and therefore raises an issue which has been
hotly debated over the years. "What historical purpose would it serve? It (wouldn't) change the facts of how
he became a great president,” said Kim Bauer, Lincoln curator at the Abraham Lincoln Presidential Library
and Museum in Springfield, Ill. "I would fall on the side of leaving President Lincoln alone." An earlier
proposed research into whether Lincoln had Marfan’s disease was derailed when the museum refused
permission: "the greater public good is served by not destroying this non-renewable national historic

treasure," according to the museum's Web site.



On the other hand Terry Smith, who is both ataxic and descendant of Abraham Lincoln's uncle Josiah
Lincoln, said he would like to know if the president had their disease. "If a president had it, and he was
disabled but still running the country, maybe people would lighten up on disabled people a little bit," said
Smith, 57, of Manteca in California, who said he was once arrested for drunken driving because of the

disease's symptoms.

But Bauer, the Lincoln museum curator, is unmoved by such arguments: when Lincoln's tomb was
renovated about 100 years ago, his last living son made it clear he did not want his father's remains
disturbed and that should be the overriding factor. Ranum is disappointed but resigned about this. She said
she would pursue a DNA test if the opportunity arose, but for now, her main concern is science. Better
diagnosis of SCA5 and possible future treatments are her main goal, as are genetic tests which may help
people decide whether to have children. Still, finding out whether Lincoln had the gene could help
destigmatize the disease. "Every aspect of Lincoln's life has been gone over with a fine-tooth comb," she

said. "I think it is of historical interest."

Given the fundraising and publicity potential that linking ataxia with the most famous of US presidents would
bring, it's surprising that the National Ataxia Foundation in the US has not made that much of the story.
Apart from this linking Abraham Lincoln with ataxia does indeed help to make ataxia more of a known

quantity and as Laura Ranum points out above, it may help to destigmatise the disease.

Michael Morgan

FA on the stage: ATAXIA Random Dance

Until relatively recently Friedreich’s ataxia was an absolutely unknown condition, far below the most
sensitive medical radar. Experience told me just to say ‘it’s like MS’, for telling people you had ‘FA’ brought
hostile stares if not worse. The slurred speech and erratic gait brought constant accusations of
drunkenness, and according to some taxi drivers Friedreich’s ataxia translated as ‘Free drinks and taxis’.

Nowadays, if not quite at the celebrity disorder stage, Friedreich’s ataxia is becoming at least a known
quantity medically and interestingly, culturally. In particular two staged events have taken place in recent

years, and both have helped propel it into the cultural mainstream.

The first of these was the play ‘The Gift’ which toured widely in the UK (and also America). This was a play
dealing with the consequences of genetic testing and issues of inheritance. Friedreich’s ataxia was chosen

more as illustration, not as the central focus of the drama.

The second was AtaXia — a ballet choreographed by Wayne McGregor
and staged by his dance company, Random Dance. The ballet was
premiered at Saddlers Wells in June 2004 although it wasn’t until over a
year later that | caught up with it on its UK tour. Between then the
production had toured Europe, the US and went to Seoul, Korea. Warm
reviews greeted the production at all of these locations and it's easy to




The production is in the first instance, marvellous to look at: brightly coloured shards of light fall across the
bodies of the ten Random Dance members as a back screen flashes DNA data and the music score
replicates the jarring shattering impact of the disease. This

allows us to get an indication of the processes of neurological degeneration. The dancers start off with
carefully coordinated movements but gradually their movements become increasingly awkward and
uncoordinated. By the end of the piece they are flailing on the stage, their limbs twitching in uncontrolled
spasms. All the while the lighting becomes more intense as the music intensifies.

The neon strips that cover the background setting as well as the dancers lycra costumes undergoes radical
change. The initial strong bursts of light — representing no doubt normal neural pathways — give way to
increasingly erratic shards. The meaning is clear: the nervous system controlling movement is breaking
down. An additional visual display consisting of a video featuring chromosomal and DNA material in the
second part of the dance was brought in to play, | thought a little heavy-handedly. Maybe this was overdoing
it? But then of course I'm coming from within the trade, so to speak, and what seemed to me heavily

trowelled could be seen by others to be a valuable trope and aid to explanation.

The music score — Trance, by Michael Gordon, reinforced the process of neural degeneration, which was a
discordant, highly amplified series of notes becoming increasingly discordant in a jarring sense. The fact that
this was difficult to listen to meant that it worked well with the piece. It perfectly accompanied the drama
unfolding on stage, giving it an unsettling and uncomfortable edge — though attendees complained this about
afterwards. Maybe Cheltenham is not yet ready for the cutting edge of modern dance that this piece

unquestionably represents.

The origins of AtaXia lie in a six-month research fellowship of Wayne McGregor undertaken in the
neuroscience department at Cambridge University. He became fascinated by the ways the brain controls the
body and of course McGregor was drawn to conditions such as ataxia where these connections are
breaking down. It's easy in fact to see his interest: ataxia represents the direct antithesis of the carefully
controlled and precise movements that make up professional dance. Choreographing coordinated

movement is one thing, choreographing uncoordinated movement is perhaps a bigger challenge.

Sarah Seddon Jenners was the chosen FA guinea pig. Inviting her to Random Dance McGregor and the rest
of the company were able to study the degenerative process involved at first hand. What had hitherto been
largely unexplored aspects of her bodily movement were now picked up to re-emerge as part of the

choreography of the dance movement.

Overall AtaXia marks both a radical departure and continuity on Wayne McGregor’s part: radical because
this is the first time a process of neurological degeneration has been explored on the stage; continuous
because it fits in with other similar areas of brain/body experience that McGregor has looked at, such as

genetic mutation in his dance ‘Nemesis’.

It was unquestionably a major success, although perhaps a trifle overdone. He could have shaved a few
minutes off the dance time and still retained the power of his production. If it is repeated it is well worth

seeing.



Michael Morgan

EFNA, EBC and Euro-Ataxia

Members from Euro-Ataxia attended a recent EFNA conference which was found very informative. EFNA
stands for European Federation Neurological Associations, and meets in Brussels. A full report will be
published in a forthcoming newsletter. We were also interested to learn of the formation of the European
Brain Council, and of their survey of brain disorders. Hereditary ataxia however did not feature in this —
probably through oversight — and many neurological and psychological disorders were lumped together
without too much attention to categories. Obvious physiological disorders such as brain trauma, stroke,
Parkinsons disease and multiple sclerosis were aligned with disorders that do not have an obvious physical
cause, such as anxiety disorders, psychotic illnesses and addiction. The survey focused exclusively on
disorders of the brain, and stressed that this belonged to the purview of neurology, but it also included
disorders of the mind. Of course neuroscience may not recognize the existence of mind but that’s another

story ...

Both EFNA and EBC are in direct contact with the EU regarding funding, suggesting a fresh avenue for
research into ataxia. Also worth noticing is the European Federation Neurological Societies (EFNS). EFNS
is the European body of neurologists and their next conference is planned for August 2007 in Brussels. Prof
Pandolfo, a member, will attempt to hold a special section on ataxia in this conference. EFNA itself indicated
to euro-ATAXIA that they would like to help euro-ATAXIA and promote ataxia awareness. It might be
possible to have an awareness day on 25th August in Brussels. We hope to have more details about this in

the next newsletter.
Some web details
EFNA: http://www.efna.net/

EBC: http://www.europeanbraincouncil.org/
EFNS: http://www.efns.org/

Michael Morgan




PERFECTLY FLAWED
Living with Genetic lllness
By Molvia Maddox
Impress Books, 2006
ISBN 10: 0-9547586-8-4
Price: £7.99 paperback

Molvia Maddox is a feisty forty-three year old from a working class background in Wolverhampton. She had
three children to her first husband and after an apparently messy divorce found herself bringing up the three
youngsters on her own. Not an unusual scenario in today’s Britain, or even Ireland, you might think.
However, when one of the children, her only girl, Krystie, was around six, she started developing the tell tale
signs of neurological impairment. Following medical assessment and examination a diagnosis of Friedreich’s
Ataxia was made in 1997. Much of the book consists of how Krystie and her mother came to terms with
progressive disability and of how they showed guts and determination in facing what is an uncertain future
for everybody involved. In fact it reads almost like a text book example of the difficulties facing newly
diagnosed children and their parent(s). Initial worry that ‘something is wrong’ was dismissed by childcare
professionals, but a chance encounter at the local swimming pool gave Molvia the push necessary to
demand renewed attention. And so she was referred by her GP to the neurological consultant who
conducted examinations and blood tests to confirm the diagnosis that Friedreich’s Ataxia was indeed
present. Although she knew something was wrong the actual confirmation of diagnosis came like a
bombshell, forcing mother and daughter into an even tighter bond as they faced this most uncertain of
futures. Molvia had already heard the consultant remarking on ataxia, and so she did what everybody does
— looked it up on the Internet, which of course only terrified her further. But it was her next step, which |
found questionable. Responding to a parent’s panic she had the rest of her family tested for the presence of
the FA gene. But actually this isn’t normal procedure at all — only in exceptional cases are you allowed to
have children pre-symptomatically tested, otherwise you have to wait until they reach maturity (age
eighteen) before they can decide whether or not to be tested. Actually it turned out that both children were
carriers for the disease not victims, but both kids were deeply upset at the experience, and | wondered

where all the machinery for genetic counselling was.

“All of this was very difficult for my boys. Just the same as every other family, they were and still are very
different to each other. Nicholas was very calm and levelheaded; he was a sensitive boy, very caring.
Anthony on the other hand was gregarious, and hot-tempered; he was loving too - just different to Nicholas. |
sat them down to talk to them about the results. | printed off information about Friedreich’s Ataxia, and
answered their questions. | explained that they would need to have blood tests to find out if they shared the
same illness as Krystie. Nicholas said that he knew that he didn’t have the illness, but that of course he
would have the test. Anthony said that he didn’'t understand why he should have to be tested. He was quite
upset. He said that he didn’'t want to know if he had the illness, and that | was wrong to expect him to be
tested. | explained that | felt strongly that they should both know as quickly as possible. | felt that if they did
share the condition, that we needed to look at all the alternative therapies that we could find, to help slow
down the illness if at all possible. (This is what | had decided to do for Krystie.)”



She continued

“On the day of the test, we set off to the surgery. Anthony was like a cat on hot bricks, whilst Nicholas was
calm. Anthony refused to get out of the car. | had to be really firm and tell him that | would drag him in there
if necessary. | shouted at him, and asked him if he thought that | was enjoying this. | asked him to show
some maturity and take the test. Nicholas spoke very calmly to him, and we walked into the surgery
together. Anthony couldn't keep still. He got up, paced up and down, looked like he was going to burst into
tears, and kept giving me angry looks. | felt so bad for him, and questioned myself inside, but | just had to
make him do this. The receptionist called us through, and we all walked into the doctor’s room. Anthony
turned tail for the door, and I said, ‘Anthony come and sit down’. | explained that he was finding this
daunting, which of course brought out his teenage bravado, ‘I'm fine,” he said defiantly and sat down. The
doctor spoke to us about the test, and made sure that the boys understood its significance. Nicholas had his
blood taken and was very calm. When it was Anthony’s turn, he said, ‘I can't believe you’re making me do
this mom’. He looked ready to thump someone and moaned when the needle went in. He said that it was
hurting, and he was really tense. He was so glad when it was all over and then just wanted to get out of the

room as quickly as possible. We had to wait six weeks for the results”.

“Once again we visited the surgery to collect them. Nicholas carried the faulty gene; he didn’t have the
illness but carried the gene. Anthony said ‘| don’t want to know’; he was really uncomfortable and angry with
me. However, Anthony’s results were the same as Nicholas’s, and he only carried the faulty gene. We drove
home. When we got home | tried to talk to the boys. Anthony was really upset, very emotional: ‘Mom | feel
such a baby. Krystie is so brave and strong, but | couldn’t cope mom; if | had the illness, | would kill myself. |
don’t want her to have the illness but it's a good job that it's her and not me, and how bad is it for me to say

that? I'm a coward, | am, but | wouldn’t cope if | couldn’t play my football and do my sports.’

Hmm, this doesn’t sound the right way to conduct genetic testing at all. The whole experience obviously had
a major traumatic effect on Anthony even to the extent of him threatening suicide. Surely somebody on the
medical side should have been in place to cope with this? The tests seem to have been carried out at a
doctor’s surgery in Wolverhampton rather than in a clinic at the local hospital. Again this doesn’t sound like
normal procedure. Whilst | have no doubt of Molvia’s unconditional love for her children, and her decision to
pursue pre-symptomatic testing was part of that love, | can’t help wondering why she was faced making

those decisions without any genetic counselling at all.

On the other hand | do applaud her decision to be totally frank and honest: “we can think that we are helping
our children by hiding the facts, but | think that this can be confusing. You might tell them one thing, but their
body feels something completely different and they can’t make sense of it. | believe that this confusion can
cause additional stress and worry. Children are more astute than we give them credit for, even at a young
age; | have always believed that they should be treated with respect; for me being honest is part of that

respect”.

Krystie, it seems, has a particularly aggressive form of FA — she’s been a wheelchair user from childhood

and has also had to undergo major surgery to correct her scoliosis. This caused panic, as the anaesthetist



required legal consent from both parents, meaning Molvia’s ex husband had to be involved. The bizarre
thing was that Molvia herself refused to accept this, pointing out that she and she alone was the only one
capable of making such decisions. Of course, faced with the alternative — no surgery - Molvia bit the bullet,

swallowed her pride and obtained the necessary consent.

There’s a great photo of Molvia and Krystie on the front cover. Krystie meanwhile is now at a mainstream
secondary school in Wolverhampton facing her O Levels. She accepts that the future is uncertain but has a
gutsy determination to face life full in the face. I'll let Krystie have the final say: ‘But | do know one thing.

Whatever happens, | won't waste a second of my life, not ever’.

Michael Morgan

Mar y Sol, Tenerife

The damp and wet Irish winters have been taking their toll on my health, and | spend months constantly
barking with coughs, so | was thinking about finding somewhere warm and sunny to ward off these perennial
chest infections. In April | went to that well-known disabled location, Mar y Sol in Tenerife. Mary Sol
developed following a chance visit by a German woman with MS to Los Christianos. It has since become a
well-known destination for all disabled people throughout Europe. It attracts a mixed group of international
travellers. When | was at it, there were people from England, Ireland, Norway, Holland and Germany. Almost
all were wheelchair users — a few were solo travellers, probably more came with helpers and others came as
part of a family group. | didn’t notice any organized groups the time | was there but | think they do come to

Mar y Sol in the summer months.

| booked the holiday on Accessible Travel — a well-known UK-based operator of disabled holidays. Of
course, these days, armed with an Internet connection, you could do your own booking of hotel and flights,
but this at least was hassle free. Maybe there are European equivalents or maybe the guests do some self-

organization. I'm not exactly sure.

The Mar y Sol complex is basically a group of apartments built
around two pools. There is a restaurant cum café fronting the pools
and an extensive dining area indoors. On the apartments
themselves there’s not much to say. They consist of either one or
two bedrooms, along with lounge and bathroom. There is as well a
small balcony outside where you can savour a nightcap or maybe
read in the daylight. Whilst fully accessible the apartments are not
really anything to write home about. The décor is plain, the pictures
on the walls boring, but the apartments do feature an integral
kitchenette comnlete with that

The most important room from a disability perspective of course is the bathroom. The bathrooms at Mary

Sol were adequate rather than superb: they could do with a refit I think. The most surprising thing was that



the toilet was simply that — it had no bars or obvious support. The shower at least had a shower chair
installed.

But | had reckoned without the most important features of holidays at Mar y Sol. First, you can arrange a
care package for your stay. This meant a care worker came in to hoist me out of bed and into the bathroom
and then dressed me — the reverse happened at bedtime. Different levels of care can be arranged — but it is
essential to have your care package sorted even before you make a booking.

Second, you can order in all the equipment you need to cater for your stay and | certainly recommend even
before you decide to go that you construct a list of exactly what you need. For the record, | ordered a
commaode (to go on top of the toilet) and | also ordered an electric wheelchair, a hoist and large sling, cot
sides for my bed (a necessary item | realized after | had fallen out on my first night). | also upgraded the bed
to an electric model with an air mattress. The cost of these items was not too prohibitive either, and on

looking back at it you can view these as essential expenditures, not luxury add-ons.

Los Christianos, where Mar y Sol is located, is built on the slopes of an ancient volcano: consequently the
streets outside have steep gradients. It is here that the electric wheelchair came into its own, for it meant
that you can cover long distances and steep hills without relying on other peoples support. A word of advice
though: it's a good thing to bring a safety strap for the wheelchair as zooming down the steep hills would
otherwise send you tumbling if you weren’t securely fastened in (this is also true for the journey between the
airport and Mar y Sol, which is a rollercoaster of a ride).

Pick up a key at reception for the gate at the back of the complex, and this will give you twenty-four hour
egress to the outside. From here you can zip your way happily down
to the main promenade which runs all the way round the resort. It's
lined with shops and restaurants and even a bar or two or three. It all
seems to have been specifically built with wheelchair access in
mind. If it's not disabled heaven, it comes close. Tenerife is a very
cheap place to eat, drink and buy merchandise. The prices are often
staggeringly low. While eating at Mar y Sol itself is included in the

price of the holiday the buffet can be a little on the bland side. A special treat of a good steak and chips
costs buttons and | further recommend that you eat out at least once to check out the fare available.

The hub of the Mar y Sol complex is unquestionably the warm water
swimming pool. This is marvellous, worth going for, as Dr Johnston
might have put it. It's accessible via pool lift and the lifeguard will help
you with transfers in and out. On the other hand you might be like me
and opt for the water treatment course in which one of the

phvsiotheranists brinas vou in to do various exercises.

The sensation of the warm water is soporific, there is no chlorine in the water and | could have easily drifted
for hours with my eyes closed. Oh well, back to reality. | was ill for a few days when | arrived in Mar y Sol

and spent a few days in pain before my helper called in a doctor. He arrived promptly, made the necessary



examination, prescribed medication and gave a follow up exam afterwards. The experience reassured me

as to the quality of care available.

I'm pretty sure I'll return: maybe I'll make it part of my yearly routine from now on. Mar y Sol is a cross
between a hotel and a respite centre and sometimes it gets the balance wrong, sometimes right. It's a pity
that other organizations don’t seem to have the same outlook on locating respite centres exactly where you
want to go. Maybe, if enough people take the Mar y Sol experience there could be a clamour for more

centres in exotic locations.

Mar y Sol's website: www.marysol.org
Le Ro (care agency): www.lero.net/
Michael Morgan

Euro-Ataxia member organisations and contacts

Under Belgian law Euro-Ataxia is registered at:

AV Generale Medecine DERACAHE 26, 1050 Bruxelles, BELGIUM.

1. MEMBERS

Association Belge de I'Ataxie de Friedreich , 44, Rue C. Charlier, B-5020 Flawinne, BELGIUM
Tel/Fax: +32 81 635903, E-mail: abaf.wieers@skynet.de Web: www.ataxie.be

Association Francaise de I'Ataxie de Friedreich 14, Place Brisset, F-02500 Hirson, FRANCE
Tel./Fax: +33 23 586165, E-mail: afaf@nordnet.fr Web: www.ataxie.com
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Connaitre les Syndromes Cérébelleux , 7, villa de Gascogne, F-77186 Noisiel, FRANCE
Tel/lFax: +33 1 64681692, E-mail: cscevejc@wanadoo.fr Web: www.chez.com/csc

Suomen MS-Liitto — Finlands MS-Férbund , Rare Neurological Disabilities Group, Box15, Seppéalantie 90, FIN-
21250 Masku, FINLAND
Tel: +358 2 4392111, Fax: +358 2 4392133, E-mail: ms-litto@ms-liitto.fi Web: www.ms-liitto.fi

Deutsche Heredo-Ataxie Gesellschaft e.V., Haussmannstrasse 6, D-70188 Stuttgart, GERMANY



Tel: +49 711 2155114, Fax: +49 711 2155119, E-mail: dhag@ataxie.de, Web: www.ataxie.de

Friedreich’s Ataxia Society Ireland , San Martino, Mart Lane, Foxrock, Dublin 18, IRELAND
Tel: +353 1 2894788, Fax: +353 1 2898845, E-mail: ataxia@eircom.net, Web: www.fasi.ie

Associazione Italiana per la lotta alle Sindromi At assiche , Viale S.Lorenzo-Residence ‘Azalea’ 12/E 2,
1-00040 Tor S.Lorenzo-Ardea (Roma), ITALY
Tel: +39 6 91014662, E-mail: nazionale @atassia.it Web: www.atassia.it

Federacion de Ataxias de Espafia (FEDAES), C/. Covadonga, numero 22, 2° E-3320 Gijon (Asturi as), SPAIN
Tel: +34 985 097152, E-mail: feramado@telecable.es Web: www.hispataxia.org

Neurologiskt Handikappades Riksférbund —Ataxia Grou p, Box 49084, S-10028 Stockholm, SWEDEN
Tel: +46 8 6777010, Fax: +46 8 241315, E-mail: nhr@nhr.se

Association suisse de | Ataxie de Friedreich , La Chenaletta, CH-1566 St.-Aubin, SWITZERLAND
Tel: +41 26 6772256, Fax: +41 26 6773356, E-mail: sabine@achaf.org Web: www.achaf.org
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Schweizerische Gesellschatft fir Muskelkranke , Kanzleistrasse 80, CH-8004 Ziirich, SWITZERLAND
Tel: +41 44 2458030, Fax: +41 44 2458031, E-mail: sgmk@sgmk.ch Web: www.sgmk.ch

Vereniging Spierziekten Nederland — Werkgroep Ataxi e van Friedreich Haagweg 306, NL-2324 NC Leiden,
THE NETHERLANDS
Tel: +31 71 5320660, E-mail: vsn@vsn.nl or jon@bunnig.nl Web www.vsn.nl

ACA—Vereniging Nederland , Fazantenkamp 839, NL-3607 EC Maarssen, THE NETHERLANDS
Tel: +31 346 563913, E-mail: ataxie@ataxie.nl Web: www.ataxie.nl

Ataxia UK, 10 Winchester House, Kennington Park, Cranmer Road, London SW9 6EJ UNITED KINGDOM
Tel: +44 20 7582 1444 Fax: +44 20 7582 9444 E-mail: office@ataxia.org.uk Web: www.ataxia.org.uk

2. CONTACTS IN EUROPE



Ataxia Telangiectasia Society , Rothamsted Research, Harpenden, AL5 2JQ
UNITED KINGDOM
Tel: +44 1582 760733, Fax: +44 1582 760162, E-mail: atcharity@aol.com Web: www.atsociety.org.uk

3. CONTACTS OUTSIDE EUROPE

National Ataxia Foundation , 2600 Fernbrook Ln, Suite 119, Minneapolis, MN 55447 USA
Tel: +1 763 5530020

Fax: +1 763 5530167

E-mail: naf@ataxia.org

www.ataxia.org

Association Canadienne des Ataxies Familiales , 3800, Rue Radisson, Suite 11, Montréal, Québec H1M
1X6, CANADA
Tel: +1 514 8991586, E-mail: ataxie@acaf.ca Web: www.acaf.ca

Friedreich's Ataxia Research Alliance, P.O. Box 1537 Springfield, VA 22151 USA.
Tel: (703) 426-1576 Fax: (703) 413-4467

Email: fara@FAResearchAlliance.org

Web http://www.FAResearchAlliance.org.0

Friedreich’s Ataxia Research Association (Australas ia), 9/2 Harbour St, Wollongong, NSW 2500, Australia
Tel: +61 2 42251745

Fax: +61 2 42252779

E-mail: prousch@fara.org.au

www.fara.org.au




