S NORD *
2. L \e;.,uf. Ovgariiation Organisme d' Interét Geéneral Lo 1901 Eglﬂgﬁgﬁtﬁ ek gs Fores

BERY ¢ iniceneii il g

138 impasse de Champs Gervais - 74890 Bons en Chablais - France - 33 (0)4 56 30 74 43 - mcjlboiteux@aol.com - www.cutislaxa.or,
IBAN : FR76 1810 6000 4296 7525 0578 892 BIC : AGRIFRPP881

(Li ~NFWS V" 38 ~ SPECAL iSSUE ~ 2022
/

6th Cutis Laxa Days - Ghent - Belgium
13th — 14th - 15th — 16th September 2022

CUTIS TAXA INVTERVATIONALE "j‘ o Slliance b))

What a pleasure to meet again, especially after the Covid years that kept us away from each other!

The 6th Cutis Laxa Days were a huge success !!

It was the first time so many patients (23) gathered together;

the first time so many countries (11) were represented; and

the first time also that so many doctors and researchers interested in Cutis Laxa attended the
Conference.

It is always very difficult to account for what happened during four days, in the most accurate way
possible, especially when they were so intense : many moments of strong emotion, much information
shared, much joy, much fun, but sadness too .........

Photos are witness to all this, what Cutis Laxa Days represent .

Marie-Claude Boiteux, Présidente
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13th and 14th September 2022 - Clinics Days

f

Pr Bert Callewaert, Dr Karolien Aelbrecht, Mrs Deborah Wille and the full
team of the medical genetics department in Ghent University Hospital
welcomed us to allow patients to consult one-to-one in Genetics, Cardiology
and Ophthalmology. They also had blood tests as well as a biopsy.

All those tests aimed at evaluating the consequences of Cutis Laxa on the
organs examined, confirm the diagnosis initially given, allow molecular

diagnosis when needed, 1nform patients on the medical follow up their case deserves, but also include all those willing to
join the research programme led by Pr Callewaert.

,.-—-ll

Several rooms had been mobilized, as much for the consultations as to offer a waiting and resting room for patients and for
children, whether patients or not, and their siblings to have a place to play.

We want to deeply thank Pr Callewaert and his team for their attentiveness, their patience, their commitment and their great
expertise in Cutis Laxa.

We also thank Ghent University Hospital for the catering.
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15th September 2022 — Conference Symposium

In the beautiful historical
buildings of Ghent University,

, participants were more numerous
. EUROPENJOINT . than ever before. We were able to
‘“R‘RE DISE organize this symposium thanks to

funding from Ghent University,
EADV, ERN-Skin, FWO and the
European Programme EJPRD.

It was really moving to see such a crowded room !

Moderated by Paul De Brem, scientific journalist who has faithfully supported us since the Days in Annecy,
this event allowed researchers and health professionals coming from Europe, Turkey and the USA to share
with us the most recent information on Cutis Laxa.

Session I : Diagnosis and General Management in CL J

i Prof. Dr. Bert Callewaert (Ghent - Belgium) : CL Classification and Guidelines for g
i Global Management

This new classification will simplify the diagnostic process and identify relevant Cutis Laxa subgroups with
regard to management and clinical research. In addition, identification of the underlying genetic defect may
end the diagnostic odyssey, further stratify management, and may provide (im)partial answers to future health issues.
Furthermore, it provides answers to potential recurrence risks in the offspring of patients and relatives as well as the use of
diverse reproductive options. Finally, connecting with peers provides support and encourages participation into patient-
centered research aiming at a better quality of life and-hopefully- more directed therapeutic options.

AGenetic diagnosis

CuTIS LAXA!
AND GENERAL MANAGEMENT GUIDELINES
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Pathophpmology

Cutis Laxa disorders usually present cardiovascular issues that need a specific follow up. Various devices can
be used such as echocardiography, CT-Scan and MRI. Each one of those devices has its pros and cons and
must be chosen according to what is examined.




| Mrs Klara Farkas, MD (Budapest, Hungary) : Potential applications and value of
. novel skin imaging techniques in connective tissue disorders

In this presentation we introduce novel imaging techniques
including nonlinear optical (NLO) microscopy, multispectral
imaging and high-frequency
unltrasounds (HFUS) to visualize the
charcteristic changes in Connective
Tissue Disorders (CTDs). The novel
imaging techniques may prove
useful in the early diagnosis of
CTDs. They may be also used for
the objective follow-up of the progression of CTDs, and the assessment of
the efficacy of novel therapeutic approaches in the future.

The European Reference Networks (ERNs) set up by the European Commission allow a collaboration
between all health professionals concerned by a specific disorder throughout Europe. They also allow the
discussion of more difficult cases, online, thanks to the Clinical Patient Management System (CPMS)

plateform.

Prof. Gerhard Sengle (K6ln, Germany): Matrix Biology - What can we learn from
. animal modelling ?

Understanding how the fine tune
mechanisms of elastic fibers
formation is perturbed in the
different types of Cutis Laxa is
crucial to design molecular
therapies in preclinical trials using
animal models.

Mrs Aude Beyens, MD (Ghent, Belgium): Structural defects of Connective Tissue
i Proteins and CL

Elastic fiber assembly, or elastogenesis, is a complex process
that is precisely regulated in a
spatiotemporal manner and depends on
proper growth factor signaling and
mechanosensing.

The underlying molecular defect in cutis
laxa syndromes affect the synthesis and/or
association associated extracellular matrix
proteins




LTBP1-related cutis laxa

= Clinical characteristics
= Short stature
« Brachydactyly
= Craniosynostosis
= Congenital heart defects

LOX-related culis 1axa EMfL!Nf—re':::ad cutis laxa
« Glinical characteristics « Clinical characterist
« Generalized CL
+ Artetial tortuosity and aneurysms s
: )i:g':F::DC:"EW o « Urological abnormalities
* Fractures

» Mild 6L
« Arerial tortuosity and aneurysms

Prof. Dr. Uwe Kornak, MD (Gottingen, Germany): The Secretory Pathway, Glycosylation,
and Cutis Laxa

A .responsible for the transport to the correct cellular compartment, but also for the maturation and modification
of these proteins. A central part of the secretory pathway is the Golgi compartment, which consists of several « pancake-

like » membrane sacks (cisternae).
One important modification is glycosylation, which has been found altered in a whole group of Cutis Laxa disorders, that

are also named congenital disorders of glycosylation (CDG).

Golgi trafficking factors cause cultis laxa

+ Defects n
layed

Antero- and retrograde Golgi trafficking can be de
to over-modification

ycosylation,
and Cutis Laxa

The Secretory pathway, Gl

. Accumulation of cargo in Golgi can lead

Eiams + Glycosylation changes are variable and tissue-specific
el fr Humangenstik
Lnivore/talsmedizin Gattingen
b arangence

. Glyeosylation changes are only causative for some disease aspects

+ Parturbation of other cellular compartments (lysosome, ....)

Bih Culis Laxa Day, Gent
15.08.2022




Session 111 : Pathophysiology and State-of-the-art in the different CL Subtvpes (continued) J

Dr. Thatjana Gardeitchik, MD (Nijmegen, the Netherlands) :
Neurometabolic Defects in CL i

roughly divided in two groups, based on type
of involved pathomechanism : defects in
genes coding a « structural » ECM-

which mutations can inborn errors of

with Cutis Laxa.

The exact way these divergent molecular
remain unclarified.

The best known function of mithocondria is
energy production (ATP synthesis) via the
respiratory chain.
However, this organelle is
also central in several
metabolic processes like
the tricarboxylic acid
(TCA) cycle, the urea
cycle and important for
cellular stress response processes and programmed cell death. This presentation will focus
on the clinical differences between and within the single entities, discussed in relation to known and novel findings from
cellular and animal models. By this, an overview about the research on the mitochondria related cutis laxa disorders will be
given.

Session IV : Organisation of Care ]

..............................................................................................................................................

The study lead by Mrs Pooja Solanki from Pr Urban’s team is based on conversations she has had with

patients who are members of the Cutis Laxa Facebook group. The prerequisite being that interviewed people
‘ should speak English, the number of participants was therefore limited. It is a qualitative study on the main

issues faced by patients suffering from Cutis Laxa.

Mrs Marie-Claude Boiteux (Chair Cutis Laxa Internationale - France) : Patients” and

Caregivers’ Perspectives : Patient Journeys

The « Patient Journey » is a personal testimony that reflects the natural history/needs of patients with a rare
disease.



It represents the collective perspective on the burden of the disease and the needs of people with first-hand experience of
living with a rare disease. It is a baseline reference document for clinicians to develop a healthcare pathway and guidelines
to address the identified needs.

Cutis Laxa is such an heterogeneous disease that we could not make only one « Patient Journey » but two to represent the
specific needs of the patients with the different types of Cutis Laxa.

Since we set up Cutis Laxa Internatianale in 2001:

‘ BACKGROUND

> Knowledge about CL has Increased,
# New mutations have been discovered, From 4 or 5 known types

# 20 years ago to 17 different ones now, which means :
* 17 different levels of care,
* 17 different chailenges and burdens,
* 17 different levels of quality of fife;

» Butamong those different types 2 mai ntified
specific needs for each gmupvp i Mo

% - €L with ateries / lung symptoms
* CL with neuro { skeleton symptoms. 5

Mme Elif Yilmaz Gulec, MD (Istanbul, Turkey) : Cutis
Laxa in Turkey : Challenges, Opportunities and

Collaboratlons

Our Cutis Laxa patients are usually referred to us during neonatal

period or early infancy.

Many are confused with progeria, a rarer but

more famous syndrome before admission.

( ;:..H\“‘:; IH ‘,“1h.‘.rf.:.‘r.u | Cu‘gis Lgxa needs a multidispiplinary approach, as soon as the diagposis is ma}de, the
2 collibosee i patient is referred to screening for possible accompanying organ disorders. Since the

o s ! molecular defects determines organ pathologies and prognosis, molecular diagnosis is

made as soon as possible.
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Although the concept of patient participation still lacks of a clear definition, there is a well-supported
consensus that it is the cornerstone of the bio-psycho-social perspective of our healthcare system and thus of
a patient-centered approach in healthcare. In this presentation, we will give an overview of what patient
participation entails, what the importance is, but also its challenges, and how our multidisciplinary team implements the
concept of patient participation in practice and research.

B
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The aim of this
event dedicated
to research was
to set up
collaborative
research among
researchers




interested in Cutis Laxa, worldwide. It was also to ask patients to work together with researchers to let them know what
Cutis laxa: SWOT main topics they would
be interested in 7 step-model for identifying patie?::f::js
| Pr Callewaert presented
the main challenges,

Uy
Large sample datoba
Patlent organizations

strength and \
e . weaknesses Cutis Laxa 7 ,"‘,
skin): registries, biobanking,  Norefemalto expert contras : é
i, biokaniing, a«iﬁﬂé_ﬁ_&f&“ﬁi represents. Then Dr i il
ol dherse deswce Jens Detollenaere . W @ W 4
7777777 s S KCE

talked about how

After working in 2 groups (clinic and research, and patients) with those interested in taking part in the
research collaboration, we reported our work in a general session.

We ended this working day on research collaboration with the decision to set up an International Research
Consortium on Elastic Fibers including a Patient Advisory Board. What a Success !!!!

The 6th Cutis Laxa Days
is also ........

— / -
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Gathering beyond continents.....




... Children’s laughter and games




.... Shared moments ...

Ghent ...

In

.... A Boat Tour

10



... Followed by a festive diner.
/
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Longing to meet again ....... Roll on the 7th Days ...
/
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and to | who helped with funding
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