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The Foundation of the In-
stitute for Brain and Spinal
Cord Disorders (ICM) is spe-
L cial by virtue of its multi-di-
mensional nature: grouping
together, at the same site, horizontal research in
an international mission, which associates both
public and private researchers, research and its
clinical application, and also funds of both public
and private origin.

The ICM Foundation’s ambition - bringing together
over 800 researchers, which will make it one of
the leading global research centres - requires a
substantial mobilization of funds.

The Foundation benefits, of course, from strong
public support from the State, the Ile-de-France
region and the City of Paris. Yet, it would not ex-
ist without the significant mobilization of private
capital, over 12 million euros to date.

Significant as this amount is, it only represents a
very small portion of what is required so that to-
morrow the ICM Foundation will be able to oper-
ate to its full capacity. However, through research
scholarships and the acquisition of a 3-Tesla MRI,
the ICM mission, serving research, has already be-
gun and is in need of your support.

Indeed, every year we have to raise this same sum
of money.

The challenge for patients and their families and
for public health in general is considerable. We
are talking about a future priority for each and ev-
eryone of us.

By supporting ICM, you are supporting a cause
which today affects millions of people in every
country. Few families are in fact spared. And since
people are living longer, the number of patients
will inevitably increase.

Supporting ICM means helping to win this race
against the clock!

NUMBER 5

the same challenge

The announcement of the Alzheimer Plan is both important and good news.
Our leaders have shown their awareness of the magnitude of this public health
problem and of the need to confront it globally: from both the medical (early
detection, therapeutic care...] and medico-social sides (supporting helpers,
creating adapted structures, etc.).

The patient must be central to the Alzheimer Plan: if the disease and its
consequences are to be treated, the loss of patients” autonomy must been taken
into account, together with their quality of life and also that of their families and
supporters.

Cutting edge research is also vital to validate and optimise the measures already
in place. This is the obvious way to develop and encourage hope that diseases
can be prevented by early detection, and by treating the causes and factors that
trigger them.

The research dimension of the Alzheimer Plan is three-fold, including basic
research, clinical research and medico-social research.

ICM is a stakeholder in this research and its vocation is to be one of the main
players in the Alzheimer Plan.

By definition, the ICM research programme is transversal, including all
neurological brain and spinal cord disorders and, in particular, degenerative
diseases, with Alzheimer's being a key component.

If the Alzheimer Plan and the ICM are indeed two distinct projects, their
objectives certainly converge. The ICM will be one of the most powerful
forces in the fight against Alzheimer'’s.
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This is the cost of a collectors’ t-shirt from the prestigious
designer Yves Saint Laurent, created by the no less
prestigious, Stefano Pilati. ]

Designed for the 87th edition of the brand Marionaud’s \¥
Prix d’Amérique, this collectors’ t-shirt will be on sale

from December 14, 2007 to February 29, 2008, on

the site www.chevalfrancais.com, or by telephone

at 0821 224 224, as well as at the Publicis Drugstore,

and, of course, on January 28, 2008, the day of the Prix
d’Amérique, at the Paris-Vincennes racecourse.
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Last June, Gérard Saillant,
ICM President, and Guy Alba,
the ELA Association
President, announced that
they would be uniting their
efforts in the fight against
neurological diseases.
Surprising? Not really: for
15 years, ELA has been
fighting leucodystrophies.

Zinédine Zidand
ELA patron, wit
a young patient.
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Guy Alba, the founding President of the ELA Association

Leucodystrophies: this word describes a set of
genetic diseases which affect 160 babies born
every year, or three per week, in France. Even if
each case is different, the consequences are
always very serious. Leucodystrophies are
caused by imperfect growth of the myelin sheath,
a white substance that acts as an insulator
around nerve fibers. Once affected, myelin no
longer transmits nervous messages correctly.
Leucodystrophies manifest themselves in dif-
ferent ways depending on the location of the
impaired myelin.

For example, if it is the brain area which pro-
cesses images that is affected, this may finally
result in partial or total blindness even though
the eyes are perfectly intact.

Neurological manifestations surface at all ages
and are often progressive:

e intellectual (understanding, memory, behav-
iour] function disorders

» sensation (vision, hearing] function disorders
e motor function disorders (walking)

e balance problems

In the absence of treatment, these manifesta-

tions increase more or less rapidly leading to

total paralysis, blindness, deafness,

inability to speak or to feed oneself
normally.

Scientific discoveries on leuko-
dystrophies are moving ahead
slowly. Even if, in some cases,
the faulty genes have been

identified in the patients, the

causes of around 30 % of

leukodystrophies (called
undetermined) are either not yet
known or hardly known.

Research Team

To date, there is no definite cure, nor any effec-
tive treatment to combat these diseases.

There are tests to scan for certain diseases,
making it possible to see in blood, urine or from
a skin biopsy the biochemical modifications
characteristic of leukodystrophies. Neverthe-
less, the diagnosis very often is made too late
and the disease has already developed.
Today, few therapeutic possibilities exist. The
bone marrow transplant is possible at an early
stage of the disease for certain types of leuko-
dystrophies. This possibility is rendered more
difficult since compatible donors are rare.

Future research is set to move in different
directions:

e isolation of the gene responsible for the
disease: the first step towards a pharmaco-
logical solution for some leukodystrophies

¢ replacement of faulty genes: gene therapy
e repair of destroyed myelin

e identification of biochemical and genetic
mechanisms responsible for non-identified
leukodystrophies.

Over and above the partnership set up on the
occasion of the French Formula 1 Grand Prix in
June 2007, what will be the relationship between
the ELA Association and the ICM?

The ICM research topics are in harmony with
our action, and this is just the beginning of our
joint venture. The aim of the ELA Association,
created in 2005, is to fund research pro-
grammes. In the case of leukodystrophies,
which, as you may know, are classified as
orphan diseases, myelin is at the centre of
everything. Problems that may be linked to
myelin concern not only leukodystrophies, but
also other pathologies, such as multiple-scle-
rosis and even premature neurological dis-

The team of researchers led by Bertrand Fontaine, already at work on the Pitié-Salpétriére site, is striving to comprehend the diseases
linked to cell sensitivity dysfunction and to identify the genes causing multiple sclerosis, a very serious condition.

Like over fifty international research teams competing to join the ICM, Professor Fontaine’s team will present its project to an international
jury composed of well-known scientific public figures, who will make their decision official in 2008.
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eases. Once the ICM is ready to work on myelin,
it is obvious that we will associate ourselves
with them.

How would you participate?
The objective of our association has always
been to bring leukodystrophies out of ano-
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nymity and into the limelight and also to raise
funds to advance research. ELAis an associa-
tion of parents whose children suffer from
these pathologies and who are fighting to
combat the diseases. Let us first wait for the
ICM building to become reality, and then once
our Foundation has identified research pro-
grammes within ICM in need of funding, we
will participate.

What does the forthcoming creation of this
Institute represent for you?
A superb tool and a formidable concentration
of expertise: another pointer to combat dis-
eases. Together we are stronger!
Yet, | also believe that there is a real ambition
other than that, praiseworthy as it is, of wit-
nessing the opening of an establishment of
this type dedicated to research...

We share two main ideas with Professor Sail-
lant....the first is that transversal research,
likely to benefit many different diseases, must
be given priority, whenever possible.

This is the case, for example, of the ELA Asso-
ciation programme on myelin repair, which
covers all diseases linked to this substance.
The second is that research must allow us to
improve the situation of the patients of today.
To act so that in the future fewer people are
victims is good, very good. But what we, as
parents, want is research that can be applied
to our children and to our sick friends as soon
as possible. Our time factor is not the same
and Professor Saillant has understood this.

—> AT A GLANCE

Michael Schumacher and Jean Todt will

be on the big screen on January 30, 2008.
These two active ICM members will act
alongside Alain Delon, Clovis Cornillac,
Gérard Depardieu and Zinédine Zidane!
During the film preview, on January 13,
2008, a fund-raising operation for

the benefit of ICM will be organised.

For the 3 year in a row, the Paris running
race “20 kilomeétres de Paris" honoured
ICM. Sportsmen and women as well as
supporters could buy a bracelet in

the colours of the Institute thus helping

in the advancement of research.

Roland-Garros. This year the ICM joined the
very select club of organisations associated
with the Charity Day Benny Berthet at

the Tennis 2007 French Open: a further
opportunity to inform the public regarding
the ICM project and to increase public
awareness of ongoing brain research.

Professor Gérard Saillant and Jean Todt
are patrons of the giant IDEC trimaran,
which sports the ICM colours, and aboard
which the skipper Francis Joyon will set
off for a record solo trip around the world.

The newly revised ICM web site,
launched at the beginning of November
is more dynamic, making access easier
for donors and presenting all the latest
news and events of the Foundation.
This new site includes sufficient space
for a full presentation of the ICM project,
with explanations and personal
testimonies regarding the different
diseases. www.icm-institute.org

Bertrand Delanoé hosted at the Paris City
Hallthe ICM partners’ dinner on Monday
October 22, 2007. On this occasion,
Lindsay Owen-Jones announced

that he was joining the ICM as a new
founding member.

Luc Besson produced an advertising spot
for the ICM that was aired in 157 Médiavision
cinemas in September. It was also shown

on World Alzheimer's Day.

Jean Reno, the ICM patron, is taking action
to encourage people to make donations to
the Institute. He is featured in the new press
advertisement appealing for donations...
coming soon!




- Paraplegia and tetraplegia

In industrialised countries, there are some thirty new cases of spinal cord trauma per year
and per million inhabitants, equivalent to approximately 2 000 new cases per year in France.
This is the primary cause of severe handicap among the young and the social cost is high.

An injury, otherwise known as a lesion, to the spinal cord is
responsible for the loss of motor and sphincter functions and
for impaired sensations. A cervical spinal cord lesion results in
tetraplegia, i.e. paralysis of the four limbs (arms and legs), and
paraplegia (paralysis of the lower limbs) is caused by a dorsal
spinal cord injury. Upper cervical spine trauma can cause cardiac
arrest or the need for respiratory assistance (assisted ventilation).
Weakness of the respiratory muscles makes breathing and
coughing difficult and there is an additional risk of respiratory
infection. Neurological sphincter conditions can cause both acute
urinary retention and incontinence. Men are most frequently
affected (four men for every one woman), mainly young men, with
the highest frequency in the 20-30 year age group.

Road accidents are the primary cause of vertebra-medullar
trauma, followed by falls, leisure and sport accidents.

Above the age of 60, falls are the main cause of medullar
lesions and the vital prognosis can begin. With the ageing of the
population, these traumas are likely to become more frequent in
the future. The resultant care and the consequences pose specific
problems both medically and socially.

These patients rely on highly specialised care (radiology, surgery,
intensive care, rehabilitation) that require trained and coordinated
teams and an effective technical platform.

Despite a vast degree of research over the last 20 years which
has resulted in a better understanding of the mechanisms of
spinal cord suffering, no effective healing procedure for the spinal
cord has emerged. Currently, several research paths are being
explored.

Firstly, neuroprotection which aims is to limit damage linked to
medullar trauma and to encourage neuron survival. In clinical
practice, different pharmacological agents have already been
evaluated without any really conclusive results.

The second method of research sets out to limit secondary scar
formation from the trauma which constitutes an obstacle to nerve
cell regeneration.

A third approach is attempting to promote nerve regeneration.
The objective is to provide a favourable molecular environment
for surviving nerve cells. This can be obtained by providing
neurological growth factors or a «bypass» of the traumatized part
of the spinal cord by using cell transplants or genetically modified
cells (gene therapy).

Cell transplants can use various types of cells: Schwann cells,
sheathing glial cells of the olfactory bulb, « stem cells » (bone
marrow, embryonic and umbilical cord cells), genetically modified
cells, activated macrophages ...

It is most probable that from the combined use of these different
therapeutic strategies, the real possibility of obtaining positive
results for medullar repair will emerge.

Indeed, medical research is very active, requiring the coordination
of various fields of expertise (basic sciences: cell and molecular
biology, celland gene therapy; IT: modelling by finished elements,
artificial intelligence, and mathematics; physics and mechanics;
clinical medicine) acquired by research teams around the world.
The ICM is set to provide the necessary environment for the
pooling of this knowledge and the development of work which
should produce important modifications in the care and treatment
of spinal cord trauma in the decades to come.

‘ L]
¢ 1CTY] Fondation ICM - CHU de la Pitié-Salpétriére - 47, boulevard de U'Hépital - 75013 Paris - Tel: +33 (0)1 42 16 19 47

Institute for Brain

masmmemamsies PUbLication Director: Professor Gérard Saillant - Design, copywriting and translation: Publicis Consultants - Production: Mundocom

Help us in the advancement of brain research

| wish to support the Institute for Brain and Spinal Cord
Disorders and | am sending this donation to:

Fondation ICM - CHU de la Pitié-Salpétriére - Batiment Paul Castaigne - 47, Boulevard de UHdpital - 75013 PARIS

I’'m making a donation of: [(110€ [120€ [130€ [50€ [75€ [100€ 0O
By: [1Cheque (enclosed) or [ Credit Card

CreditCard N® L L | 1 | | | |1 1 ||| 111

Date and signature

Expirationdate L | | | [ | |

The ICM is a public utility foundation. As such, private donors can claim

a tax rebate of 66 % of the donation up to 20 % of taxable income, or a wealth
tax reduction of 75 % of the donation with a maximum set at 50 000 euros.
Companies can claim a tax rebate of 60% of the donation with a ceiling set

at 5 %o of their turnover excluding tax.

For further information and to make a donation online, visit
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