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The Medtech Generator & Accelerator (MGA) support
program, developed conjointly by Paris Brain Institute,
the Imagine Institute, the Pasteur Institute and the Vision
Institute, and winner of the French Future Investment
Program's 2nd call for SIA projects run by Bpifrance,
aims to accelerate the growth and development of
medtech startups in the fields of neuroscience and rare
diseases. This support began with participation in the
Brain to Market Summer School which took place at the
Institute from September 6 to 10 this year.

arte
EDUCATION

Great news! ARTE Education - a subsidiary of ARTE
responsible for developing the European cultural
channel's educational projects - and Paris Brain Institute
(via the Open Brain School, its training body) concluded
a partnership designed to raise high school pupils’
awareness to neuroscience. Consequently, throughout
2021-2022, dedicated content will be made available
to teachers and pupils of the 2,200 establishments
registered on the platform. This alliance will also
promote the international neuroscience competition,
Brain Bee, to middle-school and high-school pupils
across France and will encourage them to take part
init.

The COVID-19 pandemic has brutally
demonstrated the need for us to pursue
medical research relentlessly so that people
can live as normally as possible.

The efforts made by all the doctors,
caregivers and researchers around the world
to contain the pandemic, to care for the
sick, to find treatments and vaccines are an
extraordinary example of dedication and
solidarity for the benefit of humankind.

Although we have not totally regained our
freedom of movement, research has produced
some spectacular initial results with vaccines
and treatments that limit the devastating
effects of the pandemic.

We have all withessed the effectiveness of
research when it is aimed directly at those
suffering.

Today, we are all familiar with clinical trials, a
crucial step, indispensable for understanding
pathologies, for assessing the effectiveness of
solutions, their non-harmfulness and, in turn, for
providing life-saving treatments. Past District Governor
From selecting its researchers through to J of the Lions Club
establishing research protocols, Paris Brain East lle-de-France
Institute has maintained its standards of District, honored Prof. Gérard Saillant, President of

excellence every step of the way, leading it to Paris Brain Institute, with the prestigious "Melvin
become one of the world's top research centers Jones Fellowship” award. This award, named

in brain diseases. in tribute and in memory of the founder of the

This quest for excellence as well as these results ) ) . L
) . : philanthropic organization, rewards the dedication
obtained would not have been possible without . .
of its members and its supporters.

you, dear donors.

Last July, Mr Philippe
Meignan, Immediate

Irrespective of the amount you donate, your
donation is precious and it is used in the most
effective way to benefit research exclusively. Our
sincere thanks goes out to all of you who support
us. The task is vast. And, we are counting on you
to continue your support and. whenever possible
to reinforce it: you are an indispensable link in this © Institut du Cerveau / Adobestock: pressmaster,
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wonderful medical research chain.

Maurice Lévy
Founding member of the Paris Brain Insrtitute

. Crédit & Mutuel

Crédit Mutuel Nord Europe,
generosity that knows no limits!

As fall 2021 comes around, Crédit Mutuel-Nord Europe - CMNE will make its mark yet'again as one of the Paris
Brain Institute's major patrons during the 20th-anniversary celebrations of the Concert d’Astrée, an exceptional
event where proceeds will be donated to our researchers. CMNE, involved hand-in-hand with the 90 high-pro-
file artists who will donate their fee, supports the event that will take place/on November 12 at the Théatre des
Champs-Elysées. For Eric Charpentier, CEO of Crédit Mutuel Nord Europe, it was perfectly natural to sponsor
this initiative that brings together two of its most valued partners and unites the greatness of barogue music
and the excellence of neuroscience research.

CMNE's generosity, however, goes far beyond this. Crédit Mutuel Nord Europe, one of Paris Brain Institute's
historic patrons since 2012, is also behind an innovativesphilanthropic initiative: Pierval Santé, which is the first-ever
shared real-estate investment trust. The success of the 2014-launched Pierval Santé, boosted by the voluntary
commitment of CMNE and its partners La Francaise AM and Euryale AM, ensures that medical research is sup-
ported substantially this year yet again. Thanks to the determination of the three partners (CMNE, Euryale AM
and La Francaise AM), the associates of this first-ever shared real-estate investment trust are making a tangible
contribution through their subscription to supporting medical research at Paris Brain Institute.
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Lehéricy from the "Normal and abnor-
mal motor control: movement disor-
ders and experimental therapeutics”
team whose research project on pro-
gressive supranuclear palsy (PSP) was awarded a €30,000

Discovery of a new way that our
brain cells communicate

Frontotemporal degeneration and the logopenic
variant of primary progressive aphasia

grant by the PSP France patients association. PSP is a rare

neurodegenerative disease that results in the progressive para- id El:" '{'E_J
lysis of eye movement. It affects between 5000 and 10,000 viaeos £ 'i"
people in France. =

Online donors conference on
Alzheimer's disease held 09.21.2021

Braincast - Giving neurons a voice, a podcast
in partnership with the magazine Cerveau &
Psycho, with Dr Liane Schmidt, researcher in
neuroscience at Paris Brain Institute in French

Open Brain Bar in partnership with
Parisciences on the theme of sleep

agenda

Le Concert d’Astrée at the Théatre des
X Champs-Elysées in support of Paris Brain
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Interglitches, charity speedrun organized by
Le French Restream in support of Paris Brain
Institute; event open to the public - More
FO"OW us n u u information on our website



The clinical research
associate (CRA) is an

indispensable link in
clinical research

Vanessa Batista Brochard,
CRA coordinator at the Neuroscience Clinical Investi-
gation Center (Neuroscience CIC)

Vanessa Batista Brochard

is CRA coordinator at the Neuros-
cience Clinical Investigation Center
(Neuroscience CIC) at the Pitié-
Salpétriére Hospital headed by

Dr Céline LOUAPRE and located
within Paris Brain Institute.

CICs were created on the French National Institute
of Health and Medical Research’s (Inserm) initia-
tive for the purpose of coordinating studies focu-
sing on Humankind.

The Neuroscience CIC at Paris Brain Institute has
staff trained in clinical research for studying neu-
rological and psychiatric diseases under optimal
quality, ethics and safety conditions.

It can be called on by doctors from the neuros-
cience Medical-University Department (DMU), by
Paris Brain Institute research teams as well as by
drug manufacturers.

The Neuroscience CIC operates as a hos-
pital department and currently totals 53
people (doctors, nurses, caregivers, neuropsy-
chologists, laboratory technicians, clinical
research associates and administrative staff).
It also offers expertise in pharmacology and
biostatistics.

Vanessa, what is a CRA's key role?

The CRA is pivotal in setting up and running a

clinical trial. They provide logistical expertise
before, during and after participants are taken in
charge. They are the key contact person for the
people included in the trial. They contact them,
organize the examination schedule and sequen-
cing, explain the purpose of the study to them,
make sure they have signed the consent form
and that there are no grounds for excluding them
from the trial.

They accompany the participant throughout the
day to the different platforms where the exami-
nations take place and compile and check the cli-
nical and biological data collected during the day.

So, what's your role as the coordinator?

I'm involved in optimizing research activities as
part of the best clinical practices framework. |
also sit on the various in-house committees which
study the feasibility of the studies in terms of
financial, human and technical resources.

On a daily basis, | look after the schedule for a
team of 12 clinical research associates. The CRA
acts as the interface between the researcher or
the industrial, the doctor and the patients.

(44 The CRA acts as the
interface between the
researcher or the industrial,
the doctor and the
patients. ,,
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CLINICAL TRIALS:

where research and medicine meet

Clinical trials are, firstly, a crucial, must-do step for
better understanding human pathologies and, secondly,
for assessing '"non-harmfulness’ and for proving the
effectiveness of novel drugs stemming from research.



Clinical trials, when, who, why

and how?

linical trials are always initiated by an investigator, based on a hypothesis in the case of physiopa-
thological trials intended to better understand diseases, or in order to test the effect of a new drug
in a therapeutic trial. The role of the investigator is to ensure the trial is conducted smoothly and to

recruit and inform patients.

The investigator can be a pharmaceutical laboratory or a researcher who drafts the trial protocol
and defines participant inclusion criteria. A physiopathological or therapeutic trial can only be car-
ried out under the responsibility of a public or private promoter. The promoter deals with the trial's
legal and ethical aspects to ensure being issued with the authorizations required from the Agence
Nationale de Sécurité du Médicament et des Produits de Santé (ANSM - French Agency for Drug and
Health Product Safety) and from an Institutional Review Board (IRB) or Independent Ethics Committee.
The IRBs are made up of patients, scientists and experts in the field of ethics and their purpose is to
ensure that participants’ integrity and health are respected.

Trials may be financed by a private body such as a pharmaceutical laboratory or a public one such as a
research center or associative funds. We use the term clinical trials because they are based on the study
of patients and healthy individuals and follow on from fundamental studies carried out in laboratories
on isolated cells and from analyses of experimental models.

Physiopathological trials

They are intended for gaining better unders-
tanding of biological mechanisms involved in a
disease and for correlating them with the clini-
cal symptoms observed in patients. They result
in scientific publications that present the results
obtained to other researchers and contribute
to furthering research and/or, in certain cases,
lead directly to therapeutic trials.

They have two key goals:

» To identify therapeutic targets at the heart
of the cellular and molecular mechanisms that
cause the disease. As the principle of a drug
(therapeutic molecule) is to activate or inhibit
the production of molecules by cells in order
to reduce deleterious effects.

*To identify disease "biomarkers".

Biomarkers, or biological markers are molecules
or brain imaging criteria in the case of neurologi-
cal and psychiatric diseases that make it possible
to diagnose or even prognosticate or monitor
the evolution or severity of the diseases or to
tailor the therapeutic dose.

Therapeutic trials

Their ultimate goal is to is to mar-
ket a new drug or to reposition an
existing drug, i.e. its use in a disease
other than the one treated to date.

Once the therapeutic molecule has
been validated "in vitro”, i.e. in the
laboratory on isolated human cells,
or using experimental models, they
go through 4 phases.

» Phase | to assess tolerance, i.e. side
effects on a few dozen healthy
participants.

» Phase Il to assess the effective-
ness of the drug on a hundred or
so patients.

* Phase lll to assess if the drug has
a more powerful effect than the
ones already used on several hun-
dred patients.

» Phase IV which takes place after
the marketing authorization has
been granted by national or inter-
national health authorities and
consists in monitoring patients
in order to compile side effects
and determine the clinical profiles
of patients who respond best to
treatment.

O Prostaglandins, aspirin targets

Aspirin is one of the most commonly pres-
cribed drugs in the world, used to reduce fever
(antipyretic effect), relieve joint pain (analgesic
effect) or thin the blood (anticoagulant effect)
following a stroke or cardiac arrest. These three
effects are obtained thanks to the effect of inac-
tivation of the same family of molecules, the
prostaglandins composed of lipids (fats) which,
when they are secreted in an abnormal way by
the cells of the body, can cause an inflamma-
tion and a pain or too much blood coagulation.

Biomarker

One of the most widely used and most well-known
biomarkers is the sugar level (blood sugar level) in
diabetes. A high level of sugar on an empty sto-
mach can help in the diagnosis, measuring blood
sugar levels over a day or several days enables
monitoring the evolution and severity of diabetes
and, above all, ensures that the doses of insulin
to be administered to the patient are tailored.

Therapeutic or physiopathological trial process
at Paris Brain Institute

Research, An idea, A hypothesis,
An investigator (Researcher, Industrial)

Financing, An institutional promoter
(Institutional Review Board, IRB)

Collection of clinical and
biological data

Participants
Patients and control
participants

Data analyzed
by research teams
via 10 technological @
platforms i @

Selecting patients mee- Validating
ting the criteria to assess a research hypothesis

the effects Physiopathological
of a drug trial
Therapeutic
trial

Phase 1 > 2
Assessing tole- o
rance and optimal
dose o

Physiopatho-

# logical trial
Phase 2 \ [ 2 results published
Assessing - in a scientific
effectiveness journal
L) L A

Phase 3

Assessing if the effect ) ¢ > p ¢
is more powerful than e
treatments already on %
the market
10 JUEE ® New leads on the

causes and biologi-
cal mechanisms of

Market authorization granted diseases

by independent boards
New research

hypotheses
Phase 4

Long-term monito-
ring of side effects

‘ The blue oval shapes represent Paris Brain Institute's state-of-the-art technological

platforms used for collecting all patients' imaging and biological data.



| Clinical trials at Paris Brain Institute

Today, Paris Brain Institute’s Clinical Investigation Center (CIC) coordinates some 115 clinical trials,
including 68 (59%) initiated by public investigators and 47 (41%) by industrials. 57% of these trials
are for therapeutic purposes, 22% are physiopathological and 21% are for developing clinically and

biologically characterized cohorts.

Moreover, around 60 clinical trials are carried out within the University Hospital Institute (IHU) framework,
which groups together Paris Brain Institute and a dozen of the Pitié-Salpétriere Hospital's clinical
departments. Most of these trials are conducted within the scope of 13 new Clinical Research

Infrastructures, known as iCRINs.

Paris Brain Institute's 13 Clinical Ewm
Research Infrastructures (iCRINs) ——— [ ,':'i
(https://institutducerveau-icm.org/en/) = :

Furthermore, in 2018, Paris Brain Institute created a
new early clinical development unit, NEUROTRIALS.
NEUROTRIALS, a pioneering player in Europe,
brings operational excellence in designing, conduc-
ting and delivering proof-of-concept studies in the
central nervous system field. In addition to its aca-
demic, scientific and medical excellence, this unit
is committed to delivering clinical studies on sche-
dule, on budget and in keeping with quality (indus-
trial standards).

Breakdown of clinical trials
coordinated by the CIC based on

diseases
4% 1% 6%
1%

M Psychiatry
W ALS

Multiple sclerosis
W Neuro-resuscitation
M Neuropsychology
M Neurovascular
B Neurogenetic
M Parkinson's 37%
WAlzheimer's and

other forms of

dementia 3%

W Others 11% 2%3%

"Since Paris Brain Institute was created
in 2010, major efforts have been made to
structure clinical research and we can now
say that the Institute drives clinical research
at the Pitié-Salpétriére Hospital, which is
one of the world’s most reputed neurology
and psychiatry centers.”

Prof. Catherine LUBETZKI, neurologist (AP-
HP, Sorbonne University), Director of the
Neuroscience Medical-University Department
of the Pitié-Salpétriere Hospital, Medical
Director of Paris Brain Institute and
"Repair in Multiple Sclerosis: from
biology to clinical translation "
team leader.

RESIST: a national multicentric
therapeutic trial

Coordinated by Prof. Philippe FOSSATI, psychia-
trist, Head of the Adult Psychiatry Department
at the Pitié-Salpétriére Hospital and "Control-
Interoception - Attention” team leader at Paris
Brain Institute.

This is a Phase Il, double-blind, randomized
controlled trial assessing the effectiveness,
safety, pharmacokinetics* and pharmacodyna-
mics** of daily oral administration of MAP4343
for 6 weeks in patients suffering from an antide-
pressant-resistant major depressive episode.

*Pharmacokinetics, study of the behavior of the drug in the body.  ** Pharmacodynamics, study of the effects of the drug on the body.

Depression is the most common psychiatric disorder .MS-BIOP.ROGRESS:.
affecting around 10% of the French population. It is a trial eXpl_or'“g all “_“u“'ple
determined by two factors: characteristic symptoms sclerosis mechanisms

lasting at least 15 days with an impact on patients’
personal, professional and social life. 38% of patients,
however, do not respond to drug treatments, which
means continued research to identify and test new
therapeutic avenues.

MS-BIOPROGRESS: a collabora-
tive, multidisciplinary physiopa-
thological trial

Coordinated by Dr Céline LOUAPRE, neurologist, head
of the CIC Medical Unit, and researcher in the "Repair
in Multiple Sclerosis: from biology to clinical transla-
tion " team at Paris Brain Institute.

This is a collaboration between several researchers
and clinicians from 3 of Paris Brain Institute's teams.

The aim of this trial is to identify the biological markers
or predictive imaging markers in severe progression

of multiple sclerosis. 50 pairs of brothers and/or sis- Genetics

ters suffering from the disease (i.e. 100 patients) are

included in the trial and are compared with each other e Predicting and explaining severity through
in order to identify differences that would determine a detailed description of the symptoms
divergent progression of severity. patients suffer from and an advanced

Multiple sclerosis is an inflammatory disease of the
central nervous system (brain, spinal cord, and optic * Determining whether or not inflammation is
nerves), characterized by lesions (plagues) where a different based on patients’ level of disability.
degeneration of neurons leading to progressive motor
disability is observed.

Clinical symptoms

analysis of brain images.

e Determining the role of genetic factors in
inflammation and the repair of brain tissue.

Share your experience QQ

Many thanks for the questions and experiences we have
received. In this issue, we are going to answer the question
asked by Michel, 61, who suffers from Parkinson's disease:

"l recently learned that | have Parkinson’s disease and I'd like to know if |
could join in a clinical trial for this pathology? Thank you for your answer.”

Patients and healthy individuals who may take part in clinical trials must
meet a lot of specific criteria established prior to the trial by the investigator
and the promoter, such as age, gender, disease duration and progression,
type of symptoms, drug treatment, etc. Your neurologist knows the list of
trials currently underway across the country and is the only person who
can decide whether or not you may join one of these trials. We suggest you
contact your neurologist to find out more.

Let's talk about
neurodegenerative
diseases!

Email us your question on the
special report theme for our

next issue, which will deal with
neurodegenerative diseases. Your
question may be published in the
March 2022 issue of Synapse.

contact@icm-institute.org



research

Attention and sleep’siow wa\Les

‘ The onset of slow waves similar to those observed during sleep can be used to predict

loss of attention.

ttention enables us to

allocate our cognitive
resources to signals from the
outside world. We are actually
constantly bombarded by
information and it is thanks to
our attention that we are able
to focus on the most relevant
signals.

Notwithstanding, although
attention is an extremely
flexible magnifying lens, its sta-
bility is limited and we often fail
to keep our attention focused
on a specific activity, and all the
more so if the activity in ques-
tion is of little interest to us.

Recent studies have shown
that we spend half of our
time awake thinking about
something other than the
task at hand. This is known as
"mind-wandering”.

Occasionally, loss of attention
may lead to a "mental void” and
partial suspension of the flow
of conscious thoughts. This
loss of attention may result
in instantaneous dramatic

consequences (accidents at
work or on the road) as well
as long-term ones (reduced
productivity, drop in perfor-
mances, etc.).

Loss is even more frequent
whenever we are tired, which
suggests there may be a link
between loss of attention and
sleep.

¢

that, during loss of attention, it
was possible to record neuro-
nal activity characteristic of the
transition from wakefulness to
sleep.

These slow waves similar to
sleep ones exist in the diffe-
rent loss of attention cases,
but in separate regions of the
brain mind-wandering or men-
tal void.

Recent studies have shown that
we spend half of our time awake
thinking about something other
than the task at hand. »

To understand these neuronal
mechanisms underlying loss
of attention, Thomas Andrillon
(Inserm) studies the behavior,
feelings and neuronal activity
of healthy control participants
carrying out a specific task.

The measurement of elec-
trical signals in participants’
brains using high-density elec-
troencephalography showed

Swings in attention would the-
refore have a common phy-
siological origin related to the
emergence of a local activity
similar to sleep in an awake but
tired brain, and open up ave-
nues for studying pathological
attention disorders.

|

PET-MRI: an innovation that brings

hope

Prof. Bruno Stankoff's (AP-HP/Sorbonne University) team is developing new imaging
tools based on the combination of MRI and positron emission tomography (PET) to

better understand the biological mechanisms that lead to neuronal degeneration and
disability in Multiple Sclerosis (MS).

PET is based on the intrave-
nous injection of a substance
(the "tracer") labeled with a
radioactive atom, fluorine 18 or
carbon 11, which, by attaching
itself to target cells, emits par-
ticles, the positrons. These
particles then collide with elec-
trons generating an emission
of photons (light particles).
The tracer is chosen to attach
itself to a specific organ or tis-
sue to reproduce an image of
the organ studied, such as the
brain. The radioactive subs-
tances used in PET are risk-free
for humans and the very low
radioactivity disappears com-
pletely within a day.

This technique is used to real-
time directly view in vivo the
kinetics and distribution of the
injected radiotracers and, as
such, those of the molecules to
which they attach themselves.

It is commonly combined with
a MRI performed by the same
machine to produce more

precise images of the organs
studied.

In MS, the death of neurons
leads to the progression of the
disability during the progres-
sive stages of the disease. This
neurodegeneration begins even
before the symptoms appear. It
is therefore crucial to unders-
tand its causes and to identify
reliable, accessible biological
markers so as to develop new
therapies capable of stopping
this process before the onset of
irreversible disability.

Thanks to this technigue, Bruno
Stankoff's team recently confir-
med the existence of a correla-
tion between the activation of
specific immune cells around
the ventricles, areas favored
by MS lesions, in contact with
cerebrospinal fluid (CSF), and
worsening disability in patients.
The molecules contained in the
CSF could, as such, worsen
inflammation in patients and
favor a deleterious progres-
sion of the disease, making

Il Demyelination
Il Remyelination

these molecules candidates for
future treatment research.

PET-MRI brain profile of a MS patient

B Lesions
Il Peri-lesions

Individual profile of the
mechanisms of brain damage
in an MS patient assessed
using PET MRI

On the right, the colored
regions correspond to the
inflammmation areas detected
in the normal-appearing white
matter (light blue), in the
lesions (red) and in the peri-le-
sions (violet).



technologies and applications

STROKECARE: for better quality

§\ of life for brain-injured patients

PIO

BIOSCIENCE

MAKING IT EASIER TO
ACCESS EACH CELL'S
RNA

RNA molecules provide precious
information about the activity of cell genes.
By quantifying RNA per gene, cells can be
characterized, their functions in individuals
can be clarified and the progression of

a disease can be detected. Today, RNA
sequencing on an individual cell scale
requires the use of complicated and costly

instruments that are not easily accessible to
researchers.

Scipio Bioscience, which has bbeen hosted
by Paris Brain Institute for 4 years now,
has developed a molecular biology kit
that enables any researcher to easily label
these RNAs by source cell. The Institute's
researchers, first to use the kit, have
already obtained results, in particular for

understanding the development of Alzheimer's
disease.

Paris Brain Institute and Human(s) Matter,
French leader of cognitive remediation
tools, are partnering on the STROKECARE
program that brings together cognition
experts, designers, data scientists and
caregivers to accompany patients who
are victims of brain injuries to become
more autonomous.

The STROKECARE program aims to develop projects for
brain-injured people, who have been victims of a head
injury, a stroke or have had neurosurgery. These patients
are particularly at risk of cognitive sequelae. These disor-
ders may be severe or rather more discreet, and so much
so that they are occasionally qualified as silent, because
they are not detected during routine neurological exa-
minations. However, these damages have a real impact
on patients' everyday life and on their socio-professional

future and may be responsible for reintegration-related
problems.

Over the last 10 years, mobile apps have enabled patients
to become actively involved in their health hand-in-hand
with their local speech therapists and neuropsycholo-
gists. More recently, digital therapeutics (DTx) have
been developed to provide a scientifically-validated
therapeutic response, but they are still not sufficiently
integrated into medical care.

Paris Brain Institute and Human(s) Matter share the
same desire to have a positive impact on the quality
of life of these patients by promoting their autonomy.
This program is totally in line with Paris Brain Institute's
missions to understand, prevent and treat nervous sys-
tem diseases as well as with Human(s) Matter's mis-
sions to make early detection tools and digital thera-
peutics as widely available as possible. It bridges the
gap between cognitive neuroscience research applied
to brain-injured patients and the new-tech industry
applied to assessing and training cognitive functions

by bringing together expertise around cognitive
design.

Projects may be proposed and potentially integrated
into the program and more partners may be involved.

an incredible

fight against

"Life is made

for living”. This

is the motto of
Michael Craig
Gradwell, an expert
in interpersonal
communication and
project management, diagnosed one

and a half years ago with Amyotrophic

Lateral Sclerosis (ALS) - also known
in France as Charcot’s disease and
elsewhere as Lou Gehrig’'s disease.

At nearly 75 years old, this passionate

man has embarked on a physical
challenge against the disease and
on a magnificent human adventure.

As he has not been able to participate in a dedi-
cated research program, Michael Craig Gradwell
chose to fight for the future in another way. Even
though the disease now prevents him from spea-
king, he can still ride a bike.

So, on September ¢ this year, Michael Craig
Gradwell, a round-the-city cyclist, set off from
Donaueschingen (Germany) en route for
Constanta (Romania), located on the western
shores of the Black Sea, along the Danube; i.e.
over 2,800 km! His goal: to raise public aware-
ness to the disease and to raise money for ALS
research at Paris Brain Institute.

This charity project is also a means for real-time
collecting Michael Craig Gradwell's physiologi-
cal data that will be analyzed with the aim of

challenge in the §

furthering science, and for sharing experiences

with other patients suffering from Lou Gehrig's
disease.

Paris Brain Institute and all its teams thank Michael
Craig Gradwell warmly for his commitment and
assure him of their unfailing moral support in this

meaningful and courageous fight against this
disease.

To discover Neurobike 2021:
https://www.facebook.com/Michaelcraiggr



generosity

Reduce your taxes and help
tackle nervous system diseases

with Paris Brain Institute before
December 31!

In Europe, one in eight people will be affected by a
nervous system disease during their lifetime. The
Institute’s 700 researchers and experts rally on a daily
basis to tackle this public health issue. Your support
for them is vital to help them further their understan-
ding of the brain and to better treat and even heal
diseases that affect it. As this year draws to a close,
why not grasp the opportunity to make your taxes a
real incentive for progress that will benefit thousands

of patients and, at the same time, enjoy significant tax
advantages.

If your tax residence is in France, make
your donation before December 31 and

deduct 66% of the amount from your 2021
income tax!

There are several ways to do this: you can make a
donation by check, online, by bank transfer, etc.

> Three fiscal devices to support your generosity:

Do you pay income tax?

If you wish to support us with a

donation by check, please make your

check payable to the Institut
du Cerveau.

J

To make an online donation and

receive your tax receipt within 24

hours, please visit our secure site
www.institutducerveau-icm.org/en/

(=

If you wish to support us via bank
transfer, our Donor Department is on
hand to send you our bank details.

Life in the Circle of Friends

Generosity knows no borders Launch of the
«Friends of Paris Brain Institute» in the US

Since Paris Brain Institute was created, it has established close
scientific collaborations with leading American institutions such
as Yale and Stanford as well as the University of San Francisco,
California and MIT. And the Institute's researchers are regu-

larly honored for the quality of their work by prestigious US
foundations or federal agencies.

To enable donors residing in the US to support Paris Brain
Institute's research, the Institute created the "Friends of Paris
Brain Institute” fund in 2021. This fund, hosted by our partner
foundation the King Baudouin Foundation United States, supports
the Institute's activities and, at the same time, enables donors to
benefit from tax advantages specific to American legislation.

If, as Louis Pasteur said, "Science knows no country because
knowledge belongs to humanity”, then generosity has no borders.

|'.-E

El
—— Make a donation to the "Friends —

of Paris Brain Institute” (=l

You may make your donation to the "Friends of Paris Brain
Institute” by check, bank transfer or directly online by cre-

dit card on our dedicated page. Our fund also accepts
donations of securities and real estate.

To find out more, contact Marielle Lethrosne
marielle.lethrosne@icm-institute.org
+33 (0)157 27 4572

I'm a taxpayer in
Luxembourg, can | deduct

my donation to Paris Brain
Institute?

Of course. As an income tax-
payer in Luxembourg, and irres-
pective of whether you live there
or not, your donation to Paris
Brain Institute is tax-deductible.
In Luxembourg, donations are
deductible for up to 20% of your
taxable income up to a limit of
1 million euros and as long as
the total amount of donations
made exceeds €120 over the
year. To check all the require-
ments, you can contact the

Grand Duchy governmental
departments.

My bank is asking me
to authenticate my
donation made by
credit card, how do

I do this?

Do you pay solidarity tax on wealth?

66% of your donations to Paris Brain Institute

75% of your donations to Paris Brain Institute
are deductible from this tax, up to a limit of 20%

There are several ways to do
are deductible from this tax, up to a limit of

this but the most common

is that your bank sends

you a text message to your

; €50,000. : .

of your net taxable income. phone with a one-time code

For example: You benefit from a For example: You benefit from a that you should enter on

With your €6,600 tax deduction of: With your tax deduction of: the donation screen. Once
donation €10,000 donatlon €20,000

of: €3,400 And your donation €5 000 And your donation
costs you:

authentication is confirmed
costs you:

by your bank, the payment
is authorized and the
transaction finalized.
Some banks may also ask
you to authenticate the
transaction by logging on
to your bank app.

Do you pay corporate tax?

60% of the amount of your donation to Paris Brain Institute is deductible from corporate tax within the

limit of € 20,000 or 0.5% of the turnover if it is conducted as patronage. For amounts above this, the
reduction is 40%.

your dedicated contact
at the Circle of Friends Office

Ms Marielle Lethrosne +33 (0_)1 5? 2? 4572
cercle@icm-institute.org




Paris Brain Institute’s
CircLE oF FRIENDS

Together, let's push back the
limits of neuroscience and invent
tomorrow’'s medicine.

Paris Brain Institute’s Circle of Friends groups together exceptional women and
men who wish to help research push back the limits of neuroscience through their
financial and human commitment and around shared values, including: generosity,
efficiency and innovation for the benefit of Humankind.

Our Circle intends to grow. This is why we invite you to join our Circle, YOUR Circle,
where we create a privileged link with doctors-researchers, startups created in the
Institute and its dedicated, committed members. Tomorrow’s medicine is being
created today, for you and through you. Thank you!

Martine ASSOULINE and Maurice LEVY
Co-Chairs of the Friends of Paris Brain Institute Committee

Please make your check payable to Institut du Cerveau and send

DONATION FORM ) rsBreln
Paris Brain Institute - ICM - Hopital Pitié-Salpétriere - CS 21414 .

75646 Paris Cedex 13 - France . InStltUte

|:| , | want to help the researchers at Paris Brain Institute make progress in
research against diseases of the brain and spinal cord.

[OMrs [IMr [IMrand Mrs

Last name: First name:
Address

Postcode:City:

Email: _

[]1 would like to receive free information on bequests and donations.

The information collected in this newsletter is recorded in a computer file managed by Paris Brain Institute for the purposes of transmitting your tax receipt, reporting
on the use of your donation, inviting you to conferences and events, appealing to your generosity and occasionally for study purposes to get to know you better,
elicit your opinion and improve our practices. This data, intended for Paris Brain Institute, may be passed on to third parties mandated for printing and mailing
te du nen your receipts, our donation appeal campaigns and studies. You have a right to access, rectify, delete, oppose, limit and request the portability of personal data
ing with Trust by contacting the Bureau du Cercle des Amis de I'lnstitut du Cerveau - Hopital Pitié-Salpétriere - CS 21414 - 75646 Paris Cedex 13 - France. You also have the
possibility of filing a complaint with a supervisory authority. Paris Brain Institute attaches the greatest importance to protecting your personal data and respecting
your wishes. Paris Brain Institute does not transmit or exchange the contact information of major donors.




