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On Tuesday February, 3rd, before the Conference where presentations had been adapted and put into
lay language to give patients a better understanding of their disorder, researchers met for a scientific
afternoon. The topics covered : Facial gestalt analysis of Cutis Laxa syndromes and related disorders
using gestaltmatcher ; A genetic mouse model of Cutis Laxa that reveals
immune-driven descending and abdominal aortic aneurysms and
Hemicentins as new regulators of elastogenesis. These topics were
followed by a discussion about the « COST project » presented by Gerhard
Sengle and a wider discussion on access to European fundings. These two
discussions are progress reports in the creation of the Consortium of Research on Cutis Laxa
initiated during the previous days in 2022 .
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Welcomed in Ghent Unniversity Hospital
Auditorium, patients and their families
coming from every continent appreciated the
effort made by researchers in presenting their
work in a simple and clear language all could
understand. It is very important for patients
to be informed about the latest research
findings and, then, learn more about their
disorder and be active in its management. The
topics discussed were rich in lessons and hope.

New classification of Cutis Laxa types
(Dr Aude BEYENS)
Dr A.Beyens presented the long piece of work that analizedg the
different symptoms of all Cutis Laxa types. The files from the 192
patients of the in house cohort studied by Pr Bert Callewaert’s team
as well as the cases published in literature were screened by
Artificial Intelligency (Al) in order to group major symptoms from

Anew CL classification using an integrative machine learning approach
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1
Transmission electron microscopy
Predefined CL classes show similar and
distinguishable EF abnormalities
¥

Machine learming-based diagnostic protocol of CL '
‘syndromes, supported by electron microscopy.

5 New classification
= Six-step clinical flowchart to stratify CL patients

= High diagnostic performance

= No prior knowledge on CL needed

= Can help physicians to diagnose the right CL subtype and to choose the

correct examinations and follow-up

= Genetic testing and counseling remains important to confirm subtype and

in the context of reproduction

Clinical suspicion of cutis laxa
Cardivascular group

ART algorithm
=
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623 files were thus analysed. Clinical and molecular features, plus
290 parameters were taken into account which allowed Al to define
6 groups which share clinical ad pathophysiologic features : Skin,

Cardiovascular, Pulmonary, Bone, Glycosylation and
Mithocondrial. Moreover, these groups show significant
differencies in the elastic fibers degradation.

Thanks to this study, it is now possible to build a decision tree
(CART Algorithm) that, depending on the clinical and

have a reliability of nearly 90%. This does not diminish the need
for genetic/molecular testing to confirm this suspicion. But, it

allows to immediately organize the care and follow up needed depending on the type, without waiting for the 6 to 8

months needed for the genetic test results. It is a significant improvement to diagnostic delay and improved care for the

patients.

“Take home

v/ EE morphology, pathofysiology.and elinicalipresentation are intrinsically/linked

 [nflammatory.responses /-autoimmunity.resultin EF degradation

v [nfiltration of immune cells'is a hallmark of EF degradationiin ACL

¥/ Cathepsin V.might be'anovel playerin EF degradation

v/ Samples are needed for research
= with novel techniques, resamplingimay/be neededitoo,
= skin'biopsiesi(EM, fibroblasts, RNA, singleicell)
= Blood|(DNA; methyoloom, proteomics, extracellular vesicles...)

different types, depending on the context in which it starts and the clinical

This type of Cutis Laxa still
remains the worst known. Not
included in the genetic forms,
it can nevertheless be said that
there is a predisposition to
develop it or not. If, for a long
time, we have been talking in a
general way about Acquired
Cutis Laxa Acquise, today we
know that there are at least two

signs it induces.
Unlike the genetic
types that show a
defect on various
stages of the

« creation » of elastic
fibers, Acquired Cutis
Laxa Acquise shows

but one must keep in mind that :

clinical presentation are intrinsically linked,

YV VYV

An inflammatory response/autoimmunity can result in the degradation of elastic fibers
The infiltration of immune cell is a hallmark of the degradation of elastic fibers in the acquired form
The Cathepsin V protein might be a new player in the degradation of elastic fibers

pathophysiological signs, can determine a suspicion of the type of
Cutis Laxa from which the patient is suffering, The results obtained

as a destruction of those fibers. It is therefore a different process
resulting from either an inflammatory or an autoimmune context.
A lot remains to be discovered about Acquired Cutis Laxa Acquise

» The morphology of Elastic Fibers, the pathophysiology and the



Cardiovascular problems in Cutis Laxa (Dr Ilse MEERSCHAUT)

According to a study of 469 patients with
CL, cardiovascular disorders

are present in 50 to 80% of these patients,
mainly tortuosity, arterial aneurisms or
arterial stenosis. Several types of Cutis
Ao Laxa are specifically concerned :
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E._ggal mutations FBLN4, SLC2A10, LOX et

EMILIN1 with aortic and main aortic
’ﬁﬁi branchgs tortuosity and mutation
ELN with multiple heart valve
8 v disorders. All these types need a . Vel are prsentn $080% f L patess
S Ut o= B (D @Blammen specific cardiovascul};rr) follow-up.
When suspecting one or the other type with those mutations in the new n
classification, it is mandatory to organise this follow-up without any delay. Blood e s o cur dpinensy e ety
pressure must be controlled, and it is also necessary to evaluate and follow up  Types & rquences of C prablmsan the geofonse difer between the genetcsubtypes
closely any heart or vascular trouble (echocardiography, MRI of the heart,
MR/CT angiography head to pelvis). The frequency and age for these tests must
be carried out depending on the type of CL. Difference in necessary follow up
depending on genetic mutations demand gene-specific guidelines to be o (U2, LTI (e
established for each known mutation..

11} Conclusions ‘
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Cardiovascular problems in CL syndromes

+ Mainly arterial tortuosity, arterial aneusyms and arterial stenosis

dissection is rare

Tropoelastin deposition to treat elastic fiber diseases ? (Dr Romain DEBRET)
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25 years ago, when we founded Cutis Laxa Internationale,
access to a therapy seemed to be an unaccessible dream.
Today thanks to researchers such as Romain Debret this hope
Dl extract is getting closer and therapeutic avenues are emerging.

After recalling the elements that make up the structure of Elastic
Fibers, and the place that troposelastin holds in them, he shared the
fruit of his labors: Creating a synthetic tropoelastin that could
replace the faulty one in Cutis Laxa. In vitro results are
encouraging.

Yet we are still far from a possible therapy for humans, but
hope starts to take shape.

Ophtalmologic issues in Cutis Laxa (Dr Lana HOEBEKE)

|
CORNEA Elastic Fibers are present in ’ HOW VISION WORKS
ELASTIC FIBRES maintain corneal shape almost all parts of our body,

Key structural components

1/ Cornea: Clear outer layer that

all our Organs' Their Biroises  omam bends light
. i) 2/ Lens: Focuses the light onto the
absence, degradation or ieting
1 3/ Retina: Light-sensitive tissue at
malfunction may then have = S
consequences at all levels. v o 4/ Optc Nerves Connects the eye to

RETINA the brain

This is how our vision can be
impacted by Cutis Laxa. Dr
Hoebeke explained how eyes
are functionning and how Cutis Laxa can alter it.

PHOTORECEPTORS.




|
MAIN TAKEAWAYS It is at the level of the cornea that the elastic fibers intervene to maintain its

shape thanks to an element that could be compared to a trampoline. The
N appearance of glaucoma and macular degeneration are all possible
> Patients with cutis laxa therefore have more risks of some ocular complications, e.g. . A L
changes incornealshape, gaucoms, macular degeneration consequences of Cutis Laxa in ophthalmology. This is why preschool
i il , : children must be tested early. In case of absence of signs, the evaluation
Preschool ocular screening in patients with cutis laxa

with a baseline ophtalmic review. Repeat eye| Must be made every 3 years.

examination every 3 years in the absence of significant
findings at baseline.

> Elastic fibers play a important role in ocular function

Physiotherapy and Cutis Laxa (Dr Inge DEWANDELE)

Our joints allow our body to move: waking, climbing up and down, kneeling, eating, washing, writing,etc, all these
actions solicit our body and our 4 limbs. Hypermobility or weakness of our joints lead to poor positioning and bad
postures. Muscle

Knee & hlp Strengthenlng and EndUl'CmCe TFCIInIng & Sports Bike / elliptical walker (low impact)
L | physiotherapy can Hypermobility 8 (Y
. 4 th - Risk of distortion, dislocation ﬂ‘ﬁxﬁ ) o
overcome £se - Prone to tendon overload injuries i
difficulties. {
However, not all B
1 Avoid contact sports  Avoid combat sports Aguajogging / hydrotherapy (low impac
sports are accessible R B

to patients with Cutis
Laxa due to other
associated
et eese | Symptoms. Thus, for
e 2R patients with
cardiovascular disorders, certain sports are too demanding and not recommended. There are alternatives and the choice
of sport must take them into account.

What is the cause?
« Deep external rotators are weak

* Stronger - Knee moves more straight

Transmission and testing during pregnancy in case of a genetic disorder
(Dr Candy KUMPS et Dr Sofie SYMOENS)

For all young
people with Cutis PGT: Trajectory in case of a known genetic defect

Cutis laxa - inheritance Laxa, girls or .
e boys, parenthood - %o
A raises many g -5 months
q ' - *\ questionS: Can I smnPGTl 2 months _ ~6 weeks l 5;“:579‘:
»t" Q : trgnsmit my e i X ;m:,:u:mm ’ E;?E‘%}xm
LR . 03 D disease? How? i N
hi g What are the L T AN e

Risk oA SO 108 risks? In the
‘ event of ‘
Success rate for live birth after transfer: ~40%
pregnancy, can [

find out if my future child could be affected? etc.

All these questions and many others are rarely highlighted in multidisciplinary consultations for rare diseases. We were
fortunate at this conference to have Dr. Kumps and Dr. Symoens address them clearly. To begin with, they recalled the
differences in transmission depending on whether the disease is dominant or recessive. These differences imply a
percentage of risk from simple to double. They then moved on to the process and procedure of a preimplantation analysis
in the event of a known mutation, when future parents wish not to transmit the mutation. It is a process that can last about
5 months with 40% success of a viable pregnancy after implantation of the embryo.

Before closing this first day....

....the floor was open to the audience — patients and family members, and we heard a dialogue between
doctors, researchers and patients in order to better understand their needs and how they might relate to
research. Their opinions will enrich the list of projects to be carried out by the consortium to improve their
daily lives and their experience with the disease.



[TBPUARY 4 FESTIVE EVENING

After this day of conference where we all learned a lot about the consequences of
Cutis Laxa, an evening of relaxation was welcome.

Ghent Covered Boat Tour

crisscross the city of Ghent and its surroundings. These rivers are navigable and
we were able to enjoy nice tour of the city in a covered boat with commentary from a
very friendly guide.
Ghent is a beautiful city whose
medieval architecture surprises us
at every corner, day and night.

Families and Speakers Dinner

After this nice walk, we all met up, doctors, researchers and patients for a very nice dinner in the warm atmosphere of
a restaurant in the heart of the old town.

The next two days were devoted to
medical consultations. Genetics,
pulmonology, cardiology,
ophthalmology, blood tests and biopsies, everyone's program was very
busy. A large room had been reserved for patients and their companions
and, between appointments, the children played and the adults chatted.
For those who had come with their families, the presence of the
volunteers of Cutis Laxa International was welcome to take care of the
siblings and take charge of siblings and free parents.




The support of everyone was necessary. All
these appointments are very exciting and allow
patients to take stock of the necessary care and
to learn more about their disease. In addition,
these consultation days are an opportunity for
patients to participate in the research program
so that Cutis Laxa is better known and patients
better monitored.

BIAVTIFUL INCOUNTIPS

The Cutis Laxa Days are beautiful encounters, an exceptional
opportunity to exchange, as the days go by, with those who share the
same daily worries, the same concerns, the same experience.

In the hotel, in the city, in the hospital, over a meal, the members of our Cutis Laxa Family enjoyed this unique time
together.




Coming from all corners of the planet, abolishing borders, and across oceans, Japan met Colombia, Greece befriended
Sweden, Canada and Germany laughed together, France and Lebanon chatted, the United States and the United
Kingdom walked around.......

18 patients were present. Some happily reconnected from previous Cutis Laxa Days,
others got to know each other.

T TIMINIS

They all say it, these days are unforgettable and we are lucky to have an exceptional medical and scientific team on our
side.

It was all very useful and ina very
easy and understandable language. |
learnt thing about my daughter’s
disease which | didn’t know. | was
very happy to meet you




Cutis Laxa Days are a blessing
for us patients. The exchange
with other patients, the
exchange with the medical staff,
who are very qualified and very
friendly, is a gold mine for us!
information. Only positive. A
HUGE THANK YOU!

Thank you for all the hard
work you have been doing
all this time to make the
CL Days successtul and in
order to help all the
patients and parents
connect, share ideas and
stories.

Your engagement for rare diseases and Cutis Laxa over years is
so outstanding and your commitment has been a true source of
strength for us as parents.

We feel blessed by all your
doings

The CL Days have become enormously important for my life and
it is always healing when I spend time with you guys. Lots of love

Alas!! The best thi

energy gathered th

in the face of such
are precious.

leave each other, get back to everyday life. However the

information received during the conference and consultations
make it possible to face difficulties. Hope is there and we
trust our doctors and researchers. Their expertise is a real gift

aWBYY

ngs must come to an end and you have to

rough meeting other patients and the

arare disease. Their listening and kindness

If all goes well, we will meet again in September 2029 for the 8th Cutis Laxa Days. Thank you to all those who, through
their commitment or their donations, have enabled us to make these days a success:
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