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Letter to the EUPALS commuwifcg

bear EUPALS commuwltg,
2023 was an exciting year n our common fight to find a cure for ALS.

n Light of vecent developments, we Like to provide an update on the evaluation of
potential ALS therapies by the Buropean Medicines Agency (EMA) that started in
2023. Indeed, after decades of setbacks tn clinical trials, theve is now a glinmumer of hope
for ALS patients.

BY fostering productive dialogues and sharing essential information, we con
collectively work towards brighter prospects for people Living with ALS.

Unfortunately, Amylyx received negative opinion from CHMP own its conditional
Marketing Authorization Application for AMX0025 ( ALBRIOZA ) based on data
from the CENTAUR Phase 2 trial. Amylyx is now analysing the data of its PHOENIX
Phase = trial to present to EMA ln R2 2024.

As for the ASO therapy Tofersen (RQUALSODY) from BIOGEN, we anticipate CHMP
opinion in HL of 2024.

Recognizing the significance of a well-informed evaluation, it is paramount that
CHMP members possess a comprenensive understanding of ALS and its profowund
mpact on patients and their families. To facilitate this, we strongly encourage our
member national ALS/MND Assoclations to arvange meetings with the CHMP
delegates vepresenting Your country).

we also Like to extend an tnvitation to engage with the Key Opinion Lenders tn Your
country. This collaboration would greatly aid in gathering the essential support
required for the approval process of theraples.

wWhenever feastble, these discussions should involve the presence of an tndividual Living
with ALS, allowing for a personal testhmony of the challenges faced.

Your wawavering dedication and commitment to the ALS community are sincerely
appreciated. Let us continue to stand united tn our mission to bmprove the lives of those
affected by this challenging condition.

Evy Reviers
chatrwoman EUPALS
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what is ALS?

ALS stands for Amyjotrophic Lateral Sclerosts, an incurable and deadly
neuromuseular disease characterized by progressive paralysis.

n Burope, ALS Ls also kmnown as

SULA, for Sclérose Latérale Amyotrophique (France and French-speaking Belgivum)
and for Sclevosi Laterale Amiotrofica (ttaly)

MND, for Motor Neuron Disease (UK, Ireland, lceland)

ELA, for Esclerosis Lateral Ambotréfica (Spain and Portugal)

Maladie de Charcot (France and French-speaking Belgivm): less used than SLA

In the US the illness is often called Low Gehrig disease, named after a legendary
baseball player who passed away from this disease in 1941.

SYymptoms of ALS

(n brief, the following symptoms can be observed in patients with ALS. Not all
symptoms occur i an individual ALS-patient.

weak and thin muscles, resulting in paralysis

_olnt and muscle pains; muscle contractions

e Fatigue, tiredness

o Reduced appetite resulting bn welght Loss

o Diffleulty chewing, swallowing and speaking; drooling

e Problews with bowel movement

o Reduced lung vital capacity, resulting in difficult breathing
®  Compulsive crying, laughing or yawning

Oceurrence and heredity of ALS

ALS Ls not a rave disense as it affects & to 7 people out of every 100.000. It oeeurs all
over the world. Most people are affected by ALS between the age of 50 and 75 but there
are also teenagers with ALS.

The diagnosis can only e determined after all other neurologic conditions have been
excluded. The course of the disease is progressive but the evolution varies from one
person to another.

n Burope, ALS affects about 50.000 individuals of middle age, killing about 10.000
people on o Buropeaw Level each year. Worldwide 450.000 people suffer from ALS. Each
year 120.000 people are dingnosed with ALS. This means that every day there are 328
new Rmnown cases, which equals 2 new dingnoses of ALS per 100.000. Every year
120.000 patients die from ALS worldwide.
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n about 10% of the ALS cases there is a familial pattern. When it concerns the
familinl type, ALS is usually geneticaly dominant, which means that a child has a
50% chance of becoming i, The symptoms of familial ALS ave the same as those of
the sporadic form. The only difference is that people with familial ALS are usually
younger whew the flrst symptoms arise.

About BUPALS

MLisslon

EUPALS (s n European assoclation taking the tnterests of European ALS patients to
heart. wWe want to obtain equal rights for all European ALS patients and provide them
better aceess to vesearch and information on ALS. We are willing to assume and carry
out our role for these = aspects.

Vislown

our organization aims to fight against ALS in Burope and make everybody aware of
this terrible disease. This {s why we want to unite all the Buropean ALS/MND
assoctations: to fight haroler together on a European scale.

Oljectives

Stanol up for the vights of all European ALS patients

Create awnreness about ALS on a European scale

mprove access to and tnformation about ALS research and clinical trials
obtain the same rules for ALS vesearch and clinicaltrials across Europe
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EUPALS ®Board of Directors

Evy Reviers
Chairwoman

Sabine Turgeman
Treasurer
CEO ARSLA France

Prof. Christian Lunetta
Director
Post Fata Resurgo Italy

CEO ALS Liga Belgium

:

Joaquin de la Herran
Director
Executive Committee member
Fundacion Luzoén Spain

Dr. Aylin Yaman
Director
Antalya Branch of ALS/MND
Association Turkey

Gudjon Sigurdsson
Secretary
Chairman MND Iceland

Limore Noach

Director
CEO Stichting ALS The
Netherlands

EUPALS Board of Directors meetings in 2023

March 1 (webmeeting)

o September 13 (webmeeeting)

October 24 (webmeeting)

July 11 (Bavcelona satellite to ENCALS or webmeeting)



https://als.eu/node/19
https://als.eu/node/9
https://als.eu/node/16
https://als.eu/node/171
https://als.eu/node/8
https://als.eu/node/120
https://als.eu/node/172
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BEUPALS Patlents and Carers Expert Board (PCER)

Alper Kaya

Angélique van der Lit — van
Veldhuizen
ALS patiéntenvereniging

ALS/MND Association Turkey

Mia Mollberg

Jan Bastiaens
ALS Liga Belgium

ALS Sweden

FigniE” < o~

y l~\ A \‘..
Josefina Garcia Pastor
Fundacio Miquel Valls Spain

Ywan Dierick
ALS Liga Belgium

Major activities 2023 of the
EUPALS PCER

Mareh 15 (webmeeting)
July 11 (Barcelona satellite to
ENCALS or webmeeting)

September 20 (webmeeting)
December 13 (webmeeting)

e Feedback to 4 EUPALS
(wdustr% Partners

® Testlmonles at TRICALS
Masterclass 2023
Amsterdam



https://als.eu/node/48
https://als.eu/node/134
https://als.eu/node/51
https://als.eu/node/150
https://als.eu/node/45
https://als.eu/node/46
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BUPALS Sclentific Expert Board (SER)

Prof. Philip Van Damme
UZ Leuven, Belgium

Prof. Leonard van den Berg
UMC Utrecht, The Netherlands

)

Prof. Philippe Corcia
CHRU Tours , France

Prof. Caroline Ingre
Karolinska Institutet Stockholm,
Sweden

Prof. Adriano Chio
University of Torino, Italy

N\

Prof. Ammar Al-Chalabi
Kings College Londen, UK

Prof. Orla Hardiman
Trinity College Dublin, Ireland

Prof. Monica Povedano
IDIBELL Barcelona, Spain

Major activities 2023 of
the BUpALS SBB

EUPALS Ls represented Lin bi-
weemg TRICALS Executive
Board webweeting

Co-drafting BUPALS Position
Paper on Genetic Testing



https://als.eu/node/63
https://als.eu/node/67
https://als.eu/node/62
https://als.eu/node/64
https://als.eu/node/69
https://als.eu/node/65
https://als.eu/node/66
https://als.eu/node/70
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BUPALS Member Associations 2023

Uniting 22 ALS/MND Assoclations from 22 European countries

ONLUS
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EUPALS mdustrg Partners 2023
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Stlver
&
Worldwide
Clinical Trials
Bronze
Julius
Clinical
Acaodemlie partners Close collaboration

INTERNATIONAL
ALLIANCE OF
ALS/MND
ASSOCIATIONS

E ﬂ C ﬂ LS European Network to Cure ALS ;%&QZQALS

The highway towards a cure

BUPALS actlvities 2023

Mareh 1 Board of Dlrectors
Mareh 15 Patients and Carers Expert Board
Mareh 21 Newsletter Spring edition
Mareh 29 Sclentific webinar
April 19 Board of Dlrectors
May 10 Brainstorm session on topies Round Table july 11
satellite to ENCALS Barcelona
June F Patients and Carers Expert Board
June 14 Board of Dlrectors
June 21 Newsletter Summer edition
July 11 Satellite to ENCALS Barcelons : 09h-12h : Annual
Geweral Meeting
July 11 Satellite to ENCALS ®Barcelonn : 12h-13h : Board of
Dlrectors
July 11 Satellite to ENCALS Barcelona : 16h-19h : Round
Table
September 12 ®Board of Directors
September 20 Patlents and Carers Expert Board
Septenber 21 Newsletter Autummn edition
November 22 ®Board of Dlrectors
December &-8 Satellite to nt. ALS-Symposium Basel : Board of
Dlrectors
December 13 Patlents and Carers Expert Board
December 21 Newsletter Winter edition
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BUPALS Annual General Meeting 2023

Own July 11, BUPALS organised tts Annual General Meeting 2023 satellite to ENCALS ln Barcelona.
Thank You all our Member Assoclations, mdustnd Partners and other stakeholders who attended tin
PEFSON OF \/wtuaug.

Annual General Meeting
28 national ALS organisations
July 11 - Barcelona

09:00 - 12:00

EUPALS Round Table 2023

On July 11, BUPALS organised its Round Table on Market Access satellite to ENCALS 2022 in
Barcelonn. Thank you all our Member Assoclations, ndustry Partners and other stakeholders who
attended in person or Virtually. Your active participation and valuable input is greatly) appreciated.
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BUPALS Position Paper 2023

Following the BUPALS Round Table 2023, an BUPALS Working Group on Market Access wiis set
wp. n close collaboration with the EUPALS Sclentific Expert Board, the EUPALS Position Paper ‘Need
of BU harmonisation of ALS patient genetic testing’ was drafted by the Working Group.

Own March 23 2023, the Position Paper was communicated to Members of the Ewropean Parliament.

EUfPALS

Curopean Drganisation ar Professionals and Patients with ALS

Position Paper

Need of EU harmonization of ALS patient genetic testing

Hope emerges for ALS patients as ASO-based therapies for genetic subgroups become succassful

After decades of repeatedly negative clinical trial results, hope is emerging for ALS patients as a clear
milestone in ALS research has bean reachad, showing that ALS is a treatable disease after all.

Indeed, positive data from the Biogen's VALOR OLE study of the antisense oligonucleotide (ASO)
Tofersen in patients with ALS based on an 5001 mutation were published in the prestigious journal
The New England Journal of Medicine (edition 2022; 387:1099-1110). The study shows that the
therapy reduces motor nerve cell damage and that patients show stabilization in their diseass
progression. Based on these study results, the FDA approved QALSODY (Tofersen) on April 25, 2023.

Tofersen is currently under evaluation by EMA for market authorization in the EU. Meanwhile,
Biogen initiated a Compassionate Use - Early Access Program for Tofersen in the EU.

Having shown the therapeutic potential of an ASO to treat ALS, Biogen and several other companies
are currently conducting similar ASO-basad clinical trials in other genetic subgroups of ALS patients.

My genetic profile: an ALS patient’s access key to ASO-based clinical trials and therapy

To gain access to an ASO-based trial and therapy, it is critical to an ALS patient to know his/her
genetic profile. In addition to previous scientific knowledge that gene mutations are the underlying
cause of familial ALS only (approximately 10% of patiants), it becomes nowadays widely accepted
that genes also play a role in sporadic ALS {90% of patients), as some of the ALS genes have a
reduced penetrance.

Genetic profiling should therefore be offered to all ALS patients as part of the standard clinical
practice at diagnosis.

Need of EU harmonization of ALS patient genetic testing

In accordance with the right of freedom of movement of EU citizens, genetic profiling should be
harmonized throughout all EU member states, and preferentially expanded to the additional EEA and
EFTA countries, as well as the UK.

In practice, results performed by a certified ALS genetic testing facility of a certain EU mamber state
should be accepted in all other member states. Most appropriate, this can be implemented through
an existing European network of centers of excellence, e.g. ENCALS.
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To facilitate this, a pan-EU agresment on the genstic profile that should be analyzed (ranging from a
well-defined set of ALS causative genes, to whole-genome sequencing also revealing ALS risk genes),
and the according unified technical method to be used, should be agreed upon by the European
scientific ALS community as soon as possible. As the initiation of new therapies depends on the
outcome of the gene testing, the turn-around time of gene testing should be short.

EU harmonized ALS genetic testing with minimum out of pocket contribution chargad to the patient

As ALS therapy and care brings along a substantial economic burden for most patients, the out of
pocket contribution that is charged to the ALS patient to have genetic testing should be minimized.

Therefore, we call upon the MEPs and all stakehaolders invalved in HTA, pricing negotiation, and
reimbursement decision processes of all EU member states to align the personal financial
contribution by the ALS patient.

Call to action

» Genetic profiling with short turn-around time should be offered to all ALS patients as part of
the standard clinical practice at diagnosis.

* Results of ALS genetic testing in a certain EU member state should be accepted in all other
member states. This harmonization should preferentially be expanded to the additional EEA
and EFTA countries.

s Reimbursement of genetic testing should align among all EU member states, to minimize the
out-of-pocket financial contribution by the ALS patiant.

BUPALS awareness campaigns 2023

* February 2€ 2022: On the occaston of Global Rave Disease Day, EUpPALS Lawnched a
soctal media campaign with an nfographic/video on ALS

Amyotrophic
Lateral Sclerosis (ALS)

“My friends and family do not see the sickness, the ALS, they see me.”
- Person from Sweden living with ALS

P

ABOUT

ALS is a deadly disease with no known cause or cure. There is no time to
waste, people living with ALS need better and coordinated care now and
further research to find a solution.
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* June 21 2022: On the occaston of Global ALS Awareness Day, EUPALS Lawnched a
soctal media campaign with compilation video of messages by our member ALS
Assoclations

S LIGA - LIGUESLA

\‘N s .";‘*"" ‘:cureforAl.So

5h.

.
.

-

BUPALS anod EU poLch ’meact 2023

* February € 2022: Co-organisation of the event ‘Care for persons with Amyotrophic
Lateral Sclerosis (ALS) bn Burope’ n the Buropean Parliament Brussels in
collaboration with Fundacion Francisco Luzon anol MEP Jordl Caias (Renew Europe).

Ow this oceaston, the document ‘Comparative analysis of care for people with ALS in
Burope’ was presented and discussed by a panel in which BUPALS Chatrwoman Bvy
Reviers participated.

08/02/23 EUROPEAN
11:30h ~13:00h PARLIAMENT

ROOM ASPIEY
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* September 7 2023 Participation bn the event “Tlime to lmprove the Lives of people with
ALS' in the Buropean Parliament Brussels in organisation of the EULALS Coalition
of which EUPALS s a partner.

Ow this oceasion, the document ‘ALS, a rare neuwrodegenerative disense: European
landscape assessment and policy recommendations for improved diagnosis, care and
treatment’ was presented and discussed by a panel in which EUPALS Chatrwoman
Bvy Reviers participated.

ALS clinteal trials tn 2022

In 2023, the following ALS clinical trials were conducted by BUPALS ndustry Partners
(alphabetical):

*  PHOENIX Phase 2 study with AMX-0025, conducted by Amylyx

*  MERIDIAN Phase 2 study with pegeetacoplan, conducted by Apellis

*  VALOR Open Label Extension study with Tofersen (SOP-1 ASO), conducted by Blogen
* DAZALS Phase 2 study with dazucorilant, conducted by Coreept

* COURAGE-ALS Phase 3 study with reldesemtlv, conducted bg Cytokinetics

* ADORE Phase = study with FABL22 (oral edaravone), conducted by Ferrer

*  HIMALAYA Phase 2 study with SAR442220, conducted by Sanofi

*  FOCUS-CY Phase 1b/20 study with WVE-004 (C9or{72 ASO), conducted by wave
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EUPALS entered partnership in BU project Real4Reg

n 2023, EUPALS entered partnership in the EU Horizon project Real4Reg that develops Artificial
Intelligence methods for Real World Data analysis in regulatory decision making.

EUpPALS partners in Real4Reg:
a new European research project

on real world data m

BUPALS 2023 in numbers
n 2023, BUPALS Lnvested vesources and time tn

*  Updating the EUPALS website, representing 104 hours

e Production of 4 Newsletters, representing &4 hours

e Organisation of 2 weblnars, representing 20 hours

®  Catoh-up meetings with industry Partners, representing 576 hours

o Managing 6625 e-mall contacts, representing 1625 hours

*  Managing partnership tn EU project Real4Reg, representing 416 hours
®  Co-chalring the EULALS Coalition, representing €32 hours

Hours spend

Newsletters; 64
Website; 104 webinars; 20

EU project
Real4Reg; 416
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Contact

Address: EUPALS, vaartkom 17, 3000 Leuven, Belgium
Enterprise number: BEOES4.923.631

RPR: Lewven

website: ALS.eu

E-nmail: info@als.eu

X/Facebook: @EUPALS




