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Country Institute/Hospital Principal Investigator

Austria Medizinische Universitat Innsbruck Prof. Dr. Sylvia Bosch
Belgium Universite libre de Bruxelles Dr. Gilles Naeije
Czech Republic  Motol University Hospital, Prague Prof. Dr. Martin Vyhnalek
France Hopital Pitié Salpétriere, Paris Prof. Dr. Alexandra Durr
Hopitaux Universitaires de Strasbourg Prof. Dr. Mathieu Anheim
Germany Universitatsklinikum RWTH Aachen Prof. Dr. Jorg B. Schulz
Prof. Dr. Kathrin Reetz
Universitatsklinikum Bonn Prof. Dr. Thomas Klockgether
Klinikum der Universitat Minchen Prof. Dr. Thomas Klopstock
Universitatsklinikum Tubingen Prof. Dr. Ludger Schals
Greece National and Kapodistrian University of Athens Prof. Dr. Georgios Koutsis
Ireland Tallaght University Hospital, Dublin Prof. Dr. Richard Walsh
Prof. Dr. Sinead Murphy
Italy Fondazione IRCCS Istituto Neurologico Carlo Besta, Milan Prof. Dr. Caterina Mariotti
Ospedale Pediatrico Bambino Gesu, Rome Prof. Dr. Enrico Bertini
Netherlands Radboudumc, Nijmegen Prof. Dr. van de Warrenburg
Spain Sant Joan de Déu Children's Hospital, Barcelona Prof. Dr. Francesc Palau
Hospital Universitario La Paz, Madrid Prof. Dr. Francisco Rodriguez

United Kingdom University College London Prof. Dr. Paola Giunti



The E- “ CTS Reqistry

Demographic Data

Status 05 May 2023:

1143 FRDA patients 579 female patients 600 core patients *
76 control subjects 564 male patients 543 new patients
Patients / Controls Sex (patients) Core/New (patients)

W Patients Controls m Male Female H Core MNew

50,7% 48%

(* Core patients recruited before 01 May 2013, new patients afterwards)



All Patients
192 <18y at BL
74 <18y 2023
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Age Distribution

Core Patients
59 <18 y at BL
3 <18y 2023

New Patients
133 <18 y at BL
71 <18y 2023

Underage patients
(all patients)

m>18y 2023 <18y 2023

Underage patients
(core)

m>18y 2023 <18y 2023

1%

Underage patients
(new)

m>18y 2023 <18y 2023

13%
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Terminations

Status 05 May 2023: 200 terminations

Reasons for terminations

I
o0

loss of contact

unable to come _ 31
unwilling to come _ 39
deceased | <o
withdrawal of consent _ 22
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Visit Intervals

Visit Intervals - All EFACTS Patients - Hospital visits

Subject Visits
I o o
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fad
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Visit Times [months]

2

1 month interval:
3 month interval:

> 3 month interval:

47.4 %
31.3%

21.3%
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Visit Numbers

EFACTS Recruitment

50

0

O Controls
B Patients
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Visit Numbers

EFACTS Hospital and Remote Visit Numbers
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Chronological overview - from natural history studies to clinical trials

-

/?bundaﬁoﬁ\

of the European
Friedreich’s Ataxia
Consortium for

Baseline

Translational
Studies (EFACTS) il
www.e-facts.eu g""* ,"@*
ol B
E/CTS

Biological and\

clinical
characteristics of
the EFACTS
cohort: a cross-
sectional analysis R
of baseline data
Reetz et al.,

Lancet Neurol RS

Research For a Better Future

/

\\N/

2010

1&

of Friedreich

i i ataxia: from
IMENENSGE its discovery
r= to therapy.
L;P] Schulz et

A 4 aI J
Neurochem

2013

/

2013

-2015

/

2015

Progression

Cognition in\

Friedreich's
ataxia: a

behavioral and

multimodal

imaging study.
Dogan et al.,

ACTN 2016

Friedreich Ataxia
Reetz et al., Neurology
2018

/

2016

/2y Follow-up /H

characteristics of the

EFACTS cohort: a 2
year cohort study

Reetz et al., Lancet

Neurol 2016

---------

,/

20

monataxia symptoms in \

T | iz o Urw s e T e v et g by et P
. - [
- - e L
B = N
. | |
. L l | - . - I
O

/

17 2018

™

4

,/

Applicﬁ

and brain : #E_:" Quantitative

atrophy = '_f Motor
markers in - «JE Assessmentin i,
FRDA - - FRDA L
Dogan et =~ Hohenfeld et

al., JNNP & F al, Cerebellum

2018 .. 2019

-

-

o DFG (T

Begin of E-RARE/ DFG
funded multi-centre

clinical trial with

nicotinamide
Reetz et al.,
NRP 2019

Frledrelch
Ataxia
Research
Alliance

FARA

A Natural History Study to
TRACK Brain and Spinal
Cord Changes in Individuals
With Friedreich Ataxia
(TRACK-FA)

\/ Pl Schulz/

2019 2020

4y Follow-up

,/

\/ Site PI Reey

2021
\
Progression

= characteristics of the
EFACTS cohort: a 4
year cohort study

Reetz et al., Lancet
Neurol 2021




The E- “ CTS Reqistry

i — & & ® Longer allele 1400 —

1200

Total sarmple size needed
—

27100 =

1800

1 - 1500 -
1

5o 3o 0 600 730 360 105 1200 130 1500 I i
GAA repeat number " "ﬂ?’ﬁf ‘..rgi:'h‘?d:'h N

(Al repeat number

1200 -

Total sample size needed

Reetz et al., Lancet Neurol 2015; o B B b H o A @ |

Reduction in 5ARA progression (%)

Reetz et al., Lancet Neurol 2016;



4y Natural Hist Dat
y y 40 ® “oe o0 o oc o © o ® o ® e o 'o..o::.-.o.. .o:":.: :.:.:::. .
: o:-:' e .10? .o P i :o:é...: ...o L ?:.:: ":'....‘: ] . ':‘.':'.':'.' v -:.-';: _.°. —
602 patients at baseline (V1) l B, L e L L e WY
102 patients missed V2 2 @— SEES
24 terminations: 3 deceased; 11 loss of - -.31“.““—.. o
contact; 8 unable & 1 unwilling to come; 1 z § - "'E::. ;
withdrawal of consent. s F ol %
E : : % 20 e .o
. . . . . 3 ©
3l 500 patients with 1y follow-up (V2) g é : . B
E . . 76 tients missed V3 g ?' @ ;,,
4 I;etu\‘,rsed 7|;etu\r,2|ed M fr ett\l;‘:;‘led 11 terminations: 3 deceased; 3 loss of 10 |8 . § & -
or or or contact; 3 unable & 2 unwilling to come. % T e " ooee
E . : s ‘ S we o
. : : : g ool - R e
: s 465 patients with 2y follow-up (V3) : : 0 < | o somme “ede Celpma et i
: : : . 4 10%; S Vl’o ® o0 o.onc::o.o: o:-.:. : .oo.m‘:. o. L Ll
129 patients missed V4 31 returned| |5 returned ) S i - il ——
23 terminations: 2 deceased; 5 loss —— - e e ¢ TR A AT T N T ——
of contact; 5 unable & 5 unwilling i - e & W . T o TR
to come; 6 withdrawal of consent. : - : : e S— " . -
- " 0'e — : ; -
. " " - _ 0 1 2 3 4 years
g 374 patients with 3y follow-up (V4) pikkidk - : 4 (V1) (vV2) VE) (V4) (V2)

82 patients missed V5
11 terminations: 3 deceased; 1 loss | :

A wiues pur wivk: Indvideal score
for V5 of contact; 3 unable & 4 unwilling g & tomico . ,
5 to come. 5 @ Antuiuery 4
& @ ro st ® Kanantaiury A

Reetz et al., Lancet Neurology, 2021; 20: 362-372



Stratification Patient-reported outcome measures
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major axis

Dogan et al., INNP 2018; 90: 615
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Biomarkers
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Biomarkers
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A Natural History Study to TRACK Brain and Spinal Cord Changes in
Individuals With Friedreich Ataxia (TRACK-FA)
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A Natural History Study to TRACK Brain and Spinal Cord Changes in Individuals With Friedreich Ataxia (TRACK-FA) ((TRACK-FA))

ClinicalTrials.gov Identifier: NCT04349514

The safety and scientific validity of this study is the responsibility of

the study sponsor and investigators. Listing a study does not meanit et -
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and potential benefits of clinical studies and talk to your health care

provider before participating. Read our disclaimer for details. See Contacts and Locations

Sponsor:
Monash University

Collaborators:
University of Minnesota
RWTH Aachen University
University of Campinas, Brazil
Children's Hospital of Philadelphia
University of Florida
Friedreich's Ataxia Research Alliance

AN

RWTHAACHEN UNIVERSITY OF MINNESOTA

F @ I murdoch
MONASH W& ua 1 Gisen
@ University Y R research UNIVERSITY

UNICAMEB M @ ™ B institute

Driven to Discover

www.clinicaltrials.gov



|
Key facts about the project Nicl JJEA

® Previous phase | study @ “x ® Epigenetic and neurological effects and safety of high-dose
nicotinamide in patients with Friedreich’s ataxia:
an exploratory, open-label, dose-escalation study

Vincenzo Libri*, Cihangir Yandim*, Stavros Athanasopoulos, Naomi Loyse, Theona Natisvili, Pui Pik Law, Ping Kei Chan, Tarig Mohammad,
" Marta Mauri, Kin Tung Tam, James Leiper, Sophie Piper, Aravind Ramesh, Michael H Parkinson, Les Huson, Paola Giunti, Richard Festenstein

Efficacy, safety Safety, efficacy and dosing

i

Safety, dose finding

S

il

Preclinical Phase | Phase Il

.

BMECRIN UNIKLINIK
B e RWNTH A ACHEN Libri et al., Lancet 2014 —


http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=k9ewDd5Z0fQtdM&tbnid=-_KKfbR_liNS0M:&ved=0CAUQjRw&url=http://www.agence-nationale-recherche.fr/programmes-de-recherche/appel-detail/appel-a-projets-transnational-pour-la-recherche-sur-les-maladies-rares-conduite-par-des-jeunes-chercheurs-dans-le-cadre-de-lera-net-e-rare-2-2012/&ei=jFAbUtXLLIbbtAa50YHoBw&bvm=bv.51156542,d.Yms&psig=AFQjCNEZHJoDczOXBqtoRWAwyo0JNuVR3w&ust=1377608200196672

® Clinical phase
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Key facts about the project
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. .

i

Preclinical Phase | Phase I/II Phase Il

EUROPEAN CLINICAL RESEARCH
INFRASTRUCTURE NETWORK

UNIKLINIK
RWTHAACHEN

|
NIC!_FA


http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=k9ewDd5Z0fQtdM&tbnid=-_KKfbR_liNS0M:&ved=0CAUQjRw&url=http://www.agence-nationale-recherche.fr/programmes-de-recherche/appel-detail/appel-a-projets-transnational-pour-la-recherche-sur-les-maladies-rares-conduite-par-des-jeunes-chercheurs-dans-le-cadre-de-lera-net-e-rare-2-2012/&ei=jFAbUtXLLIbbtAa50YHoBw&bvm=bv.51156542,d.Yms&psig=AFQjCNEZHJoDczOXBqtoRWAwyo0JNuVR3w&ust=1377608200196672

PHASE A

Open-label dose adjustment
wash-in period

PHASE B |

Randomized, double-blind, placebo-controlled and parallel group
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Results: clinical protocol development NIci JEA

Reetz et al. Neurological Research and Practice (2019) 1:33 N ey I'D‘| E}gl cal RES earch
and Practice

https://doi.org/10.1186/542466-019-0038-9

CLINICAL TRIAL PROTOCOL Open Access

Protocol of a randomized, double-blind,

placebo-controlled, parallel-group, -
multicentre study of the efficacy and safety
of nicotinamide in patients with Friedreich

ataxia (NICOFA)

Kathrin Reetz'“(®, Ralf-Dieter Hilgers®, Susanne Isfort®, Marc Dohmen®, Claire Didszun ', Kathrin Fedosov'~,

Jennifer Kistermann®, Caterina Mariotti®, Alexandra Durr®, Sylvia Boesch’, Thomas Klopstock®*'®,
Francisco Javier Rodriguez de Rivera Garrido'', Ludger Schéls''?, Thomas Klockgether'®', Massimo Pandolfo'®,
Rudolf Korinthenberg'”, Philip Lavin'®, Geert Molenberghs'®, Vincenzo Libri*Y, Paola Giunti'”,

Richard Festenstein®’, Jorg B. Schulz'**" and the EFACTS or NICOFA study group
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* Thanks to all FA patients and their families
participating in EFACTS

e Thanks to all Pls

* Thanks to Myriam Rai, Claire Didszun, Jennifer
Michels
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