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* Affects >85,000 European citizens * Most cases undiagnosed

* Cause of preventable * Best care demands
-ANAEMIA/BLOOD TRANSFUSIONS -DIAGNOSIS (INCLUDING BY SCREENING)
-BRAIN ABSCESS (1 IN 16 CASES AT VASCERN CENTRES) -NOSEBLEED AND PREGNANCY ADVICE
-ISCHAEMIC STROKES (>1 IN 8 REFERRALS) -IRON DEFICIENCY ANAEMIA MANAGEMENT
-HEART FAILURE -ACCESS TO MULTISYSTEMIC INTERVENTIONS
-MATERNAL DEATH IN PREGNANCY (1% OF PREGNANCIES) -LONG-TERM, COMPLEX MEDICAL CARE
-VENOUS THROMBOEMBOLI (VTE) -WISE APPLICATION IN ADULT AND PAEDIATRIC MEDICINE

zw

HHT WG Meeting # 8, Paris 14.10.2017
12 monthly telecons; more than 1,000 emails

HHT, an inherited multisystemic vascular dysplasia that leads to
nosebleeds, anaemia due to blood loss, and arteriovenous
malformations (AVMs) in organs such as the lungs, liver and brain.
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First, a reminder of what we had achieved by the 2019 VASCERN Days

VASCERM-HHT Year 1 Qutputs

= Patient pathway defined and revised

= Priorities defined by 61 patients/professionals -
= Drug Registry designed and first data published

* 5 Outcome Measures defined and applied

* 11 cross-border clinical cases discussed

HHT Patient Pathway

Mitichusiplinary
- clivical puiation
Presemation

Famity history HHT

Bhanagernent
and Treatment

+ 1 Guideline (Clinical Statement) produced®*

Pulmonany &=

. HHT e
Diagnaosis [+ an=mia)

*= 13 Do’s and Don’ts for General Care produced
= B research projects with >1 vASCERN HHT centre

= 2 YouTube Videos (published online 2018)

= 2 Educational workshops (published 2017)

in addition to VASCERN members’ existing activities, e.g.
= 3 HHT clinical trials completed/in progress (Dueus Giroo)

= 17 PubMed-publications; >40 research projects

Top 7 HHT Priorities
1LAnaemia -
2.AVMSs
3 Blesding -
4 Children Th and

scientists and doctors

HHT Drug Registry

Separate questions for patients,

Pricritised antiangiogenic drugs
e B

5.Hereditary N
BZB. Avasti

6 Medications - ! -

F.nformed care

HHT Outcome Measures

P

>100 patient responses in review

Target

Wiscaral AVRLS

HHT Do’s and Don’ts

1. Physical Activity
2. Breast feeding

3. Conwsindicatad medications
4. Amtiplatelets/ anticoagulants
5. Wenous thromboemboli (VTE)
6. Haemorrhagic stroke

7. Brain abscesses:

8. Heart failure

3. Kidney failure

10. Muitiple traumatic injuries
11. Bronchoscopies

HHT Screen for pulmonary AVMS

= 90%

12, Aortic dissection

{clinical or Receive noseblesd advice in writing

= 90%

molecular

Assessment of iron deficiency at
diagnosis) >

=ach consultation

= 70%

132. Pneumothorax

For publication, March 2018

Receive written advice on antibiotic
4 | prophylaxis prier to dental and
surgical ures

Pulmonary
AVMSs [PAVMS)

1009

=15 mare in preparation, 2018

Recerve written adwvice on
PAVM/HHT pregnandies

HHT or PAVIMS,
and pregnant

5

The metrics identify healthcare providers of good care and encourage care

improvement by all healthcare providers details in
Guidance Statement- manuscript in review, Feb 2018

100%

Core Values:
=“Patient first, Safety First”

=*Combining evidence and
experience to work together™

¥ Refer o [interinations| patient suppont groves ]

Family slements

NEW PETENT -

Other 2017-8 Formal HHT Education

YouTube Minipilis of Kmowledge (5 minute videos)
An Overview of Hereditary Haemorrhagic Telangiectasia
{SHOWVLIN] https://youtu be /22241 DExSME
An introduction to HHT explaining aeticlogy and main features.
What an ENT doctor needs to know about HHT and why
{KIELDSEN) htps:/youtu be ko2 28 7NhE

12th HHT International Conference Dubrovnik, June 2017
Workshop on Management of Hepatic AVMs
({DUPUIS GIROD & BUSCARINI),
Workshop on Inflammation, Immunity and Injury in HHT
{SHOWLIN & BOTELLA)
WVASCERMN HHT PRIORITY EVALUATIONS 2016-2017

SHOWLIN ET AL ON BEHALF OF THE VASCERN-HHT WORKING GROUP

VASCERM HHT Survey 2: drug registry part 1
{BUSCARINI ET AL ON BEHALF OF THE VASCERN-HHT WORKING GROUP)

htips: . ncbi.nkm nih. gov/pubmed/29147802

Pan-VASCERN-specific investment
(excludes local HCP octivity eg patient reviews, ERN application)
>500 hours by Board (SHovun, DupPuis GiroD, Buscarimg)
=150 hours by the Leads of the 5 other HHT WG Centres
(Note the still very small number of clinical experts)

Hereditary haemorrhagic
telangiectasia (HHT)

VASCERN-HHT Year 2-3 Qutputs

VASCERN HMT OUTPUT
ORPHANET DEFINITION:
2ingeENSExpert=774

European Reference Network For Rare Vascular Diseases ([VASCERN) Outcome Measures For Mereditary
Haemorrhagic Telangiectasia (MHT).
Orphonet j Rore Dis. 2015;15(1):156.

-atr " Wl 1 513 - {_1,'37‘3 accm)

m&dm“m@mmhmmhmmw
Qrphanet ) Rore Dis. 2019 ?5& 28;14(1):210.
h . (4 ner (|

MANUSCRIPT:
Safety of thalidomide and bevacizumab in hereditary hemorrhagic telangiectasia.
https//ojrd bliomedcentral.com/articles/10.1186/513022-018-0982-4
R e e TR
Prevention of serious infections in hereditary hemorrhagic telangi
antibiotics, the pulmonary capillaries-but not vaccination.
htt www _h ac tent/1 S |

- PN (2,143 occesses) |
(424 occesses)

tasia: roles for prophylactic

(380 occesses)

3" pill of knowledge
HHT from VASCERN HHT: An Introduction to Hereditary Haemorrhagic Telangiectasia
hetps://www youtube com/watchv=0v|WI7 Agnda0&featura=youty be

(542 views)

And preparingYear 4 Outputs

>1,200 views for each of our three HHT videos, >12,000 views combined
° An Overview of Hereditary Haemorrhagic Telangiectasia https://youtu.be/z2g ALD8xSNE
. What an ENT doctor needs to know about HHT and why https://youtu.be/k2V92g87NhE

. HHT from VASCERN HHT: An Introductionto Hereditary Haemorrhagic Telangiectasia
2v=0VYi =

(9,067 views since 23 Jan 2018 upload)
(2,274 views since 23 Jan 2018 upload)
(1,329 views since 8 March 2019 upload)



https://youtu.be/z2gALD8xSNE
https://youtu.be/k2V92g87NhE
https://www.youtube.com/watch?v=0YjWf7Agn40&feature=youtu.be
https://www.youtube.com/watch?v=0YjWf7Agn40&feature=youtu.be
https://www.youtube.com/watch?v=0YjWf7Agn40&feature=youtu.be
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2020 A: REGISTRY PREPARATION: SELECTION OF CIROCCO

Hereditary haemorrhagic
telangiectasia (HHT)

HCP Approximate number of  Local / Funding for extra Consent for Likelihood of
cases Web workload to import to upload to obtaining
— on existing HCP CIROCCO European consent
database platform
Lyon 5-6,000 Web Yes (to modify the
database)
London >2,000 HHT/PAVM Local No No Unknown
Crema ~1,300 Local No No Low
Bari 800 Local No No Unknown
Essen >300 Local no no unknown
Odense 600 Web No No Low to zero
St Antonius  ~3,000 including controls Local No Maybe Unknown
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20208B: COVID-19 Statement, March 2020

VASCERN HHT Statement on COVID-19

A statement from the European Reference Network for Rare Multisystemic Vascular Diseases (VASCERN)
Jor people with hereditary haemorrhagic telangiectasia (HHT) and their doctors:

1. People with HHT should follow the standard 3. The presence of HHT or AVMs in someone who
Public Health Measures as recommended in their currently has a normal or high exercise tolerance
specific country. should not limit their access to medical treatment

1.1. These are directed at reducing the spread of compared to someone without HHT or AVMs of
infection, and strategies differ slightly between the same age.
countries. 3.1. People with HHT have normal life expectancy
managed in Europe,[4.5] likely attributed to the
2. People with HHT should be no more and no less beneficial effects of reduced cancer, reduced rates of

cancer [4.6.7] and fewer heart attacks [£]

concerned about COVID-19 than the general 32 Anyone with normal or high exercise tol. .
population without HHT. (abie to walk uphill quite briskly without stopping)
2.1. There is no reason to think people with HHT [1] will have good cardiorespiratory reserve [9,10].
will be at higher or lower risk of infection [* 2], A .
or complications if they become infected. 4. For those who are obliged to self-isolate because

of the general situation

2.2. Some people with HHT, as for some people in the

general population, may be less able to tolerate the

extra demands placed on their bodies if they suffer
infection with complications. but this will be a

- 4.2 Avoid sedentary states- exercise 1s recommended
:::t?iil%smuP and should not be applied to all HHT as discussed further for the general population [11]

4.1, Maintain normal treatment gegimes if possible.
It is very important that iron supplements for
anaemia are continued.
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A reminder of the devastation wrecked by COVID-19 onthe HHT WG HCPs......

2020 estimate Period with no new | Now able to see new Usual patient Clinical
cases cases? willingness to be seen research

Odense University Hospital

University Hospital Essen

Azienda Ospedaliero-Universitaria

’

Hammersmith Hospital, Imperial College
Healthcare NHS Trust London

St. Antonius Hospital

Hospices Civils de L Missi ng
60%

OVERALL
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2020 C: Neurovascular-led Position Statement on cerebral screening in HHT

Eker et al. Orphanet Journal of Rare Diseases (2020) 15:165 h | f
https//doi.org/10.1186/513023-020-01386-9 Orp anet Journal o

Rare Diseases

POSITION STATEMENT Open Access

European Reference Network for Rare Vascular '.)
Diseases (VASCERN) position statement on _
cerebral screening in adults and children with
hereditary haemorrhagic telangiectasia (HHT)

Omer F. Eker'””, Edoardo Boccardi’, Ulrich Sure®, Maneesh C. Patel*, Saverio Alicante®, Ali Alsafi*, Nicola Coote®,
Freya Droege’, Olivier Dupuis’, Annette Dam Fialla®, Bryony Jones®, Ujwal Kariholu®, Anette D. Kjeldsen®,
David Lefroy’, Gennaro M. Lenato’, Hans Jurgen Mager®, Guido Manfredi, Troels H. Nielsen®, Fabio Pagella’,
Marco C. Post®, Catherine Rennie”, Carlo Sabba’”, Patrizia Suppressa’, Pernille M. Toerring®, Sara Ugolini”,
Flisabetta Buscarini®, Sophie Dupuis-Girod' and Claire L. Shovlin'®

Hereditary haemorrhagic
telangiectasia (HHT)




Eker er al. Orphanet Journal of Rare Diseases (2020) 15:165
httpsi//doi.org/10.1186/513023-020-01386-9 Or‘pha I'"IEtJOL:II‘nal of
Rare Diseases

s : .
e Eu;opean Hereditary haemorrhagic
0;-':'3;.' N'th:;sﬁfe telangiectasia (HHT)

> )
f;?;n e or low prevalence European Reference Network for Rare Vascular =2
e Networl Diseases (VASCERN) position statement on _
E= etwor. - . . -
Vascular Diseases cerebral screening in adults and children with
(VASCERN)

hereditary haemorrhagic telangiectasia (HHT)

Omer F. Eker'”, Edoardo Boccardi”?, Ulrich Sure®, Maneesh C. Patel?, Saverio Alicante®, Ali Alsafi?, Nicola Coote®,
Freya Droege”, Olivier Dupuis', Annette Dam Fialla®, Bryony Jones®, Ujwal Kariholu®, Anette D. Kjeldsen®,
David Lefroy®, Gennaro M. Lenato’, Hans Jurgen Mager”, Guido Manfredi”, Troels H. Nielsen®, Fabio Pagella”,
Marco C. Post®, Catherine Rennie”, Carlo Sdbbé/’, Patrizia Suppressa/, Pernille M. h)srring”, Sara Ugu\ini"j,
Elisabetta Buscarini®”, Sophie Dupuis-Girod' and Claire L. Shovlin'™

First, we summarised the published literature on prevalence and bleedingrisk in 6 different types of vascular abnormalities

encountered in people with HHT, and in general population.
- See Eker et al OJRD 2020 Table 2

Second, the neurosurgical and neurovascularintervention Lead authors provided a discussion on the treatments available,
includingrisks and benefits.

Third, we summarised published and unpublished datafrom across the VASCERN HCPs, including genotype distinctions, and

accordingto how thevascularabnormalities were classified
-See Eker et al OJRD 2020 Table 3

Fourth we generated statementswith 100% consensus from the VASCERN HHT Clinicians:

At least 6 of the 8 HCP Leads were able to share not only academic experience but also decades of discussingthese
critical decisions with patients
Individually (hundreds per HCP Lead), and

- at Patient Meetings.
This enormously wide experience was what allowed 100% consensus to be reached
amongst the HHT clinicians.




Eker et al. Orphanet Journal of Rare Diseases (2020) 15:165
https://doi.org/10.1186/513023-020-01386-9

Orphanet Journal of

..0“§ Euro ean Rare Diseases . .
..’.:“-:,-:. Refe11r)ence Hereditary haemorrhagic
':‘."'.'0 Network telangiectasia (HHT)
T haow prevalence European Reference Network for Rare Vascular
s Networl Diseases (VASCERN) position statement on
" Vascular Diseases cerebral screening in adults and children with
(VASCERN)

hereditary haemorrhagic telangiectasia (HHT)

Omer F. Eker'”, Edoardo Boccardi?, Ulrich Sure?, Maneesh C. Patel”, Saverio Alicante®, Ali Alsafi®, Nicola Coote”,
Freya Droege?, Olivier Dupuis', Annette Dam Fialla®, Bryony Jones®, Ujwal Kariholu®, Anette D. Kjeldsen®,
David Lefroy®, Gennaro M. Lenato’, Hans Jurgen Mager®, Guido Manfredi’, Troels H. Nielsen®, Fabio Pagella®”,
Marco C. Post® Catherine Rennie®, Carlo Sabba””, Patrizia Suppressa’, Pernille M. Toerr'\ngﬁ’, Sara Ugo\'mi",
Elisabetta Buscarini®~, Sophie Dupuis-Girod' and Claire L. Shovlin'®"

1. If neurological symptoms, or malformation found
accidentally

2. The current evidence base does not favour the
treatment of unruptured AVMs

3. Individual situations and conflicting advice from
non neurovascular experts

4. Beforeanyscan,informed, pre test review of the
latest evidence

—
—

—

Manage as in general neurological and emergency care

Cannot be used to support widespread screening of asymptomatic patients

All HHT patients should have the opportunity to discuss knowingly brain
screeningissues with their HHT healthcare provider, including informed choice
of scan

a) Regarding potential efficacy

b) Explicitly stating possibility of harm

due to detection of, or intervention on, a vascular malformation that would not have caused
any consequence laterin life.
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POSITION STATEMENT Open Access

European Reference Network for Rare Vascular "
Diseases (VASCERN) position statement on
cerebral screening in adults and children with
hereditary haemorrhagic telangiectasia (HHT)

Omer F. Eker'”, Edoardo Boccardi”, Ulrich Sure®, Maneesh C. Patel”, Saverio Alicante®, Ali Alsafi?, Nicola Coote?,
Freya Droege?, Olivier Dupuis’, Annette Dam Fialla®, Bryony Jones®, Ujwal Kariholu®, Anette D. Kjeldsen®,
David Lefroy®, Gennaro M. Lenato’, Hans Jurgen Mager®, Guido Manfredi”, Troels H. Nielsen®, Fabio Pagella”,
Marco C. Post® Catherine Rennie®, Carlo Sabba’”, Patrizia Suppressa’, Pernille M. Toerringﬁ’, Sara Ugo\ini",
Elisabetta Buscarini®", Sophie Dupuis-Girod' and Claire L. Shovlin'®"

Fifth and finally, we summarised current practice across the ERN HCPs:

ADULT SCREEN

ANTE/NEONATAL SCREENS a

HHT Centre
Country
Bari

Italy
Crema
Italy
Essen
Germany
London
UK

Lyon
France

Discuss

Nieuwegein
Netherlands
Odense
Denmark
Pavia

Italy

Perform

8.1% (49/603) [20]

Discuss

| Perform

Huge difference between discussing for all
and recommending a screening scan to all

Fig. 1 Current screening practices across the eight VASCERN HHT Centres. Proportions of the cohorts where screening is discussed and performed. 4 colour
codes represent 4 broad percentage ranges: Black 90-100%; dark grey 50-90% (adult columns 1 and 2); mid grey 10-50%, light grey < 10%. a in addition to
population-wide, country specific antenatal screening programmes. b Pregnandies are an indication for antenatal screening and transfontanellar Doppler US in
perinatal period; MR is discussed on the basis of familial history. € as per protocol in [20]. d In any setting, discuss first, and have an open door policy for
imaging if things change. Aiming too for prenatal scan support. Under 3 months, as no general anaesthetic required for MR, use “feed and wrap”
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2020 D: Six HCP LEADS and ePAG CoCHAIR PARTICIPATED IN INTERNATIONALHHT GUIDELINES

Topics in keeping with our 2017 Survey:

Advoc

2" International HHT Guidelines Topics,
and VASCERN representation on each panel:

* Nosebleeds (epistaxis) Geisthoff (D)

* Gl bleeding Sabba (1)

* Anaemia Shovlin (UK)

*  HepaticAVMs Buscarini (Italy, Chair)
*  Children Mager (NL, Chair)

*  Pregnancy Dupuis Girod (F)

Crocione (ePAG)

What do you consider to be the 3 most important problems for HHT?
Childhood /young people
Hereditary disease

Lack of/? effective medications
Problems finding informed care

Anaemia

—
(e

Bleeding

Annals of Internal Medicine CLINICAL GUIDELINE

Second International Guidelines for the Diagnosis and Management of
Hereditary Hemorrhagic Telangiectasia

Marie E. Faughnan, MD, MSc; Johannes J. Mager, MD, PhD; Steven W. Hetts, MD; Valerie A. Palda, MD, MSc; Kelly Lang-Robertson;
Elisabetta Buscarini, MD; Erik Deslandres, MD; Raj S. Kasthuri, MD; Andrea Lausman, MD; David Poetker, MD, MA; Felix Ratjen, MD;
Mark S. Chesnutt, MD; Marianne Clancy, RDH, MPA; Kevin J. Whitehead, MD; Hanny Al-Samkari, MD; Murali Chakinala, MD;

Miles Conrad, MD; Daniel Cortes, BscPhm; Claudia Crocione; Jama Darling, MD; Els de Gussem, MD; Carol Derksen;

Sophie Dupuis-Girod, MD, PhD; Patrick Foy, MD; Urban Geisthoff, MD; James R. Gossage, MD; Adrienne Hammill, MD; Ketil Heimdal, MD;
Katharine Henderson, MS, CGC; Vivek N. lyer, MD, MPH; Anette D. Kjeldsen, MD; Masaki Komiyama, MD; Kevin Korenblatt, MD;

Jamie McDonald, MS, CGC; Jack McMahon; Justin McWilliams, MD; Mary E. Meek, MD; Meir Mei-Zahav, MD; Scott Olitsky, MD, MBA;
Sara Palmer, PhD; Rose Pantalone, RN; Jay F. Piccirillo, MD; Beth Plahn, RN, MHA; Mary E.M. Porteocus, MD; Marco C. Post, MD, PhD;

Ivan Radovanovic, MD; Paul J. Rochon, MD; Josanna Rodriguez-Lopez, MD; Carlo Sabba, MD; Marcelo Serra, MD; Claire Shovlin, PhD, MA;
Dennis Sprecher, MD; Andrew J. White, MD; Ingrid Winship, MBChB, MD; and Roberto Zarrabeitia, MD

Ann Intern Med. doi:10.7326/M20-1443 Annals.org
For author, article, and disclosure information, see end of text.
This article was published at Annals.org on 8 September 2020.
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2020 E: Other highlights

Despite COVID

We managed a further 7 meetings in first 10 months of 2020

Meeting number Date

#34 27 January 2020

#35 28t February 2020

#36 20t March 2020

#37 2" June 2020- in place of Face to Face in Lyon
#38 241 July 2020

#39 25" Sep 2020

#40 22nd .23 October 2020 - VASCERN Days

-several topics and cases prioritised for discussion
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Monthly Calls — 1-2 Cases

Version 2.0 — Under review

Criteria for inclusion discussed

5 completed by the end of this year

HTAD Database under development - ROPAC

2 Research studies ongoing

E3 summit

2 projects—in progress

1 proposal

WP4 Sharing of experience: discussion of difficult clinical cases |
WP5 Patients Pathways: improvements and updates ]
WP6 Mobile Application |
WP7 Pills of Knowledge _
WP8 Registries —
WP9 Clinical trials & Research _
WP10 | Availability of videos on YouTube |
WP12 | Definition of clinical outcomes ]
WP13 | Writing Clinical Practice Guidelines —
WP14 | Do’sand Don’ts factsheets —

2 available

15

oY)
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Robert Damstra
PPL WG Chair



@0,

Monthly Calls — 1-4 Cases + CPMS: New affiliated
member from Slovenia

General pathway: Published
Algorithm will be made
specific pathways proposal

Criteria for inlcusion discussed

WP4 Sharing of experience: discussion of difficult clinical cases
WP5 Patients Pathways: improvements and updates

WP6 Mobile Application

WP7 Pills of Knowledge

WPS8 Registries

Movie from Portugal with personal experience patient
More patients journeys We now have 4: overview PPL;
compressionin PPL; cellulitis / erysipelas in PPL
6 items have been put in a patient friendly video in
several langauges

FAIR registry test side

17



tuberosus sclerosis and lymphedema

bariatic surgery: NS and St. Georges

multicenter trial: primary genital lymphedema review
VEGF lymphatin in Milroy: controlled+comparative study
MR-lymphography with VASCA group

Proposal for 3 webinars:
-Research and genetics / infections / surgery and PPL

From the clinical outcome we generated a core minimal dataset

3 members joined the ERN-ITHACA for European guideline for
Phelan-McDermid syndrome (lymphedema part)

WP9 Clinical trials & Research
WP10 | Availability of videos on YouTube
WP12 Definition of clinical outcomes
WP13 | Writing Clinical Practice Guidelines
WP14 Do’s and Don’ts factsheets

13 items: Adjustments by patients with more same style of
language and more patiént based
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The European Reference Network for Rare Vascular Diseases (VASCERN):
VASCA-Working Group - towards Better Management of Vascular Anomaly Patients

Miikka Vikkula, L.eo Schultze Kool, Alan Irvine, Paivi Salminen, Nader Ghaffarpour, Andrea Diociaiuti, Jochen Rossler, C.T. van den
Bosch, Eulalia Baselga, Anne Dompmartin and Laurence Boon

. VASCERN virtual Days 22-24/10/2020

Pr. Laurence M. BOON

Chair Pr. Miikka VIKKULA
Coordonator Center for Vascular Anomalies
Division of Plastic Surgery
Cliniques universitaires Saint-Luc
Human Molecular Genetics, de Duve Institute < 7 full
centers
Université catholique de Louvain
°
Brussels, Belgium * 2 collaborative centers
L o
* 14 applications for new full HCPs
evaluated 2020
——
] NETHERLANDS
Pr. Leo SCHULTZE KOOL
Co-chair B Expertcenter for Hemangioma and Vascular Anomalies (Hecovan)
J Radboud university medical center Co-funded by
Nijmegen, Netherlands B . - the Health Programme
iy O of the European Union
o3}, European
0'.:...;‘,‘.\ Reference S
0o0' Network dxiebalics-dripibmmeaitmaaakii ot e
for rare or low prevalence VASCERN 10 provide accossible cross-border hoalthcare
complex diseases to patients with rare vascular disoasos
3 Network
Vascular Diseases
(VASCERN
UCLouvain

copyright © M. Vikkula-UCLouvain 2020



T vascey (FEEZITET. S Objectives

- Define patient pathways

- Clarify coding (Orphanet, ICD)

- Setup a Virtual FAIR-based Registry

- Make Educational YouTube Videos

- Generate Pills of Knowledge (POK) to be distributed e.g. via ERN website
- Define clinical outcomes/ outcome measures

- Elaborate Do’s and Don’ts Factsheets

- Write Recommendations / Expert opinions

- Organize Training, Help new Centers to be established

- Set-up Clinical Trials & Research Projects

- Discuss difficult cases using CPMS (secured Clinical Patient Management System)

copyright © M. Vikkula-UCLouvain 2020



a Gathering the best expertise in Europe
e VASCERN to provide accessible cross-border healthcare
to patients with rare vascular diseases

A Objectives

Define patient pathways

Clarify coding (Orphanet, ICD)

Set up a Virtual FAIR-based Registry

Make Educational YouTube Videos

Generate Pills of Knowledge (POK) to be distributed e.g. via ERN website
Define clinical outcomes/ outcome measures

Elaborate Do’s and Don’ts Factsheets

Write Recommendations / Expert opinions

Organize Training, Help new Centers to be established

Set-up Clinical Trials & Research Projects

Discuss difficult cases using CPMS (secured Clinical Patient Management System)
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The European Reference Network (ERN) for Rare Vascular Diseases (VASCERN):
VASCA-Working Group — Capillary Malformation Patient Pathway

Baselga E, Boon L, Diociaiuti A, Dompmartin A, Dvorakova V, El Hachem M, Ghaffarpour N, Irvine A, Kapp F, Kyrklund K, R6Rler J, Salminen P, van den Bosch C, van der Vleuten C, Schultze Kool L,
Vikkula M

Pink to PURPOSE: Capillary malformations (CM) are a large group of vascular malformations with many clinical phenotypes and genotypes They M
i -, e anagement/Treatment of Capillary malformation (Vascular st
e may also be part of complex syndromes. Initial diagnostic workup for CM depend on recognition of the clinical phenotype. In order to g / P Y (

l l guide patients and physicians in the evaluation of CM, the working group VASCA-WG within VASCERN (https://vascern.eu/) a European

Lateralized or [— Central face network for Rare Vascular Diseases has elaborated a CM patient pathway. apiary Doppler dltrasound Consider Response to e
bilateral +/- atypical, (glabella, philtrum) . . " . arteriovenous | —— RSRUSRRIEH Stany || repeated cranal Germline and safety of AVM (refer to
midine separation Ml darker and METHODS: A CM pathway was drafted by the Collaborating Center of Barcelona and discussed within the VASCA-WG monthly virtual malformation suspected AVM and spinal MRI || - genetic testing faser not AVM pathway)

wider atpuberty known

meetings and finalized on a face-to-face meeting. (cm-Avm)

Frontal +/- upper
eyelid

Check for oral/neck
lymphatic anomalies
and local overgrowth

Macrocephaly

Consider acetylsalicylic acid or
prophylactic antiepileptic drugs if
severe leptomeningeal involvement

Ophthalmology
at regular
intervals

Annual neurology
and repeat cranial
MRI if symptomatic

RESULTS: The pathway starts from the clinical suspicion of a capillary stain and recognition of patterns: 1) Multiple oval/round small
I |lesions +/- white halo; 2) Multiple oval/round, small, prominent, dark red with microcephaly; 3) Linear/reticular with skin atrophy; 4)
Warm/rapid-refill/pulsatile stains; 5) Pink to red-purple larger macules, distinguishing those affecting the face ( forehead or other) and -

elsewhere. For CM on trunk/ extremities recognition of overgrowth or undergrowth further guides diagnosis and management. m:.::‘,’,‘“:.a.:.‘:lféz,.

wine stain) w/o

CONCLUSIONS : The VASCA working group of VASCERN, a network of the 9 Expert Centers, has led to a consensus statement Patient Sturge-Weber
Pathway for CMs. This Pathway should help clinicians and patients in the management of CM. This pathway is available on the VASCERN Syndrome

Nevus simplex cLaro web-site (http://vascern.eu/).
(salmon patch) syndrome ( ) Check for oral or neck lymphatic e e—
CLAPO syndrome anomalies and facial overgrowth. "”“‘:'r arly
Consider somatic Genetic test >

Capillary malformation (Vascular stain) Diagnostic Work-up

Consider early
[

« Early referral to ophthalmology.
and neurology

« Cranial MRI at 1 year of age or if
symptomatic

Mosaic genetic testing
Consider early

capillary
malformation
(Port-wine stain)

capillary malformation
(MCAP)

Microcephaly
capillary

Refer to

e malformation neurologist
Jumbosacral area syndrome (MIC-CAP)
Page 1
:\Q::;p:ﬂz\ff ,‘::a,,s Microcephaly Linear or RO Nevus simplex Consider spinal ultrasound (<6 months)
D Multiple oval to reticulated purple Warm, pulsatile el (salmon patch) or MRI (>6 months) of lumbosacral area
Family hi £ round, small, stain with skin stain with bruit (RIS in case of other signs of dysraphism
-amily history of prominent, i macules
similar lesions Gk s atrophy
s Fast flow lesions
Cutis marmorata
telangiectatica
Fr—— - - congenita
_C"’I‘;";’t ba;"‘:’f:’:";'&' et | oty « Doppler ultrasound onTe)
spinal MRIto check for / « Germline genetic testing and sometimes MRI
No other Lateral marginal veins Digital abnormalities Cerebriform connective tissue nevus * Germline genetic testing to confirm fast-flow
abnormalities Lymphatic vesicles Scoliosis. +/-Other vascular malformations RASAL, EPHBA STAMBP PSS ——
but may have +/- Venous Epidermal Nevus Hypotrophy capillary malformation
digital malformations I Scoliosis with overgrowth
abnormalities +/- Lymphedema Other vascular Digital abnormalities (bcmo)
malformation(s) Capillary Microcephaly Cutis marmorata Arteriovenous see part B
malformation- capillary telangiectatica malformation
e oy " e overgrowth Megalencephaly-
Localized or Megalencephaly- Klippel- CLOVES or Proteus ar T"“’"e"‘_’“‘ :‘"3 mTI\jllcm(‘:AP) “(‘g'a:"c']a (Avm) Syndromes capillary
diffuse capillary capillary Trénaunay PROS not otherwise malformation syndrome (MIC- Figure 2 - CM on malformation (MCAP) -
malformation malformation syndrome specified (CM-AVM) g L Refer "; 'S"EXASCE"C‘ °°T“‘"e°’
with overgrowth | | syndrome (MCAP) (kTs) extremitis and PP ipin e
(DCmo) . i i KTS, CLOVES or
Figure 1— CM on face. ACKNOWLEI?GEMENTS. Th\s project has been .supported by the .Eur(?pean Reference Network on Rare Overgrowth + lateral PROS ot ethorunse
Multisystemic Vascular Diseases (VASCERN) - Project ID: 769036, which is partly co-funded by the European vein + Iymphatic specified,
a) Forehead, r/o SWS; Union within the framework of the Third Health Program “ERN-2016 - Framework Partnership Agreement il KTS Proteus syndrome
b) lower lip, r/o CLAPO 2017-2021." More information available at: https://vascern.eu vesicles r/o Page 2 LEGEND: ([oenes |
i i de Duve | UCLouvain . S lirs .
£ | Y= 1 I Bl dn Eda - B 1
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* Treat oozing, bleeding and causes of protein lo
Macro cystic LM PPPRTMRMMOMIIN - cciuce risk of compromise of vital function if sudden
Mixed LM
GLA/KLA/GSD
Channel Type LM

Specialized treatments per type of LM:

Micro cystic LM

Macro cystic LM
Mixed LM

GLA/KLA
Channel Type LM
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Patient Pathway for the Management of Lymphatic Malformations (LMs): A European Reference
Network (ERN) collaboration by the Vascular Anomalies (VASCA) Working Group of VASCERN

Ghaffarpour N, Baselga E, Boon L, Diociaiuti A, Dompmartin A, Dvorakova V, El Hachem M, Irvine A, Kapp F, Kyrklund K; R6Rler J, Salminen P, van den Bosch C, van der Vleuten C, Schultze Kool L, Vikkula

Lymphatic malformation: Management/Treatment Overview

M

PURPOSE: Lymphatic malformations (LMs) are part of vascular anomalies. They are rare congenital malformations caused by an abnormal development of
lymphatic vessels and classified according to the International Society for Study of Vascular Anomalies in macrocytic, microcystic and mixed lesions and also

encompass the complex multisystemic LMs such as GLA, GSD, CCLA. The aim of this work was to draft a patient pathway for the management of LMs.

Overall treatment options are:
Watchful - waiting, compression garments, antibiotics,
corticosteroids, sclerotherapy, surgery and Sirolimus. The
jon must be made within multi-disciplinary teams
of all treatment modalities, the
evaluated regularly

ns of infection, always

antibiotics.

* Reduce risk of infections and inflammations

swelling occurs in the malformation, protect vital

ity of life and treat malformation which
social burden to the patient

« Antibiotics due to

METHODS: By the initiative of the European Commission, European Reference Networks (ERNs) have been established. They are composed of experts and patient
after representatives in 24 fields of rare diseases. Rare vascular diseases have been identified as one of the fields requiringdedicated working groups (VASCERN). VASCA-
WG is the working group for vascular anomalies. Establishing clinical pathways for patient management for several vascular anomalies including LMs, Venous
Malformations, Arterio-Venous Malformations, Capillary Malformations and Rare Infantile Hemangiomas has been prioritized. Each patient pathway was
presented as a draft by a chosen lead expert to the joined VASCA-WG on monthly video conferences and finalized during a bi-annual face-to-face meeting.

RESULTS: The layout of the LM patient pathway is in concordance with other patient pathways of the VASCA-WG with color-coded boxes (Clinical evaluation,
suggested investigations, treatment options, associated genes and particularities). The LM pathway gives guidance on when to consider different subtypes of LMs,
on appropriate diagnostic approaches, treatment options and on causative mutations.

CONCLUSIONS : The patient pathway for LM is an expert opinion statement reflecting strategies and recommendations for the management of LMs. It is
preferable that patients are evaluated, and re-evaluated post treatment within expert, multidisciplinary teams. Patient pathways are not only important tools for
the referring physicians and the expert multidisciplinary teams dealing with the rare diseases, but also for patients having the diseases to be informed on what to
expect from the healthcare system. The LM pathway is available on the VASCERN web-site ( http://vascern.eu/)

Suspected
lymphatic

Localized lesions, limited to the skin, subcutaneous tissue or mucosa

malformation

T ——

malformation

agnosis, Management and treatm

ple LM, Common LM)

1) Ultrasound/ Doppler :

- No flow in cysts?

- size of cysts?

- Involvement of deeper tissue and relation to vital structures?

2) MRI if suspicion of extension to vital structures and organs, and/or prior to treatment
3) Mucosal investigation with endoscopy if signs of protein losing enteropathy

Diffuse and extensive lesions, verified deep extension or fluid

/lymph effusions in deep cavites on MRI

Watchful waiting if no

Common Macrocystic LM || Common Microcystic LM || Common Mixed LM

ymptoms, no risk of relevant physi

complications nor psychosocial impairment

Doxycycli
May require
Surgery, If the

procedure o
sclerotherapie:

recurrent infections.
« Topical

(Bleom

Sclerotherapy often
« Consider Sirolimus

treatment: OK-432,

Doxycyclin etc)

Consider primarily surgery if exci
nade or after more than four

attempts of uns

sclerotherapy s

ion work-up prior to treatment. Associated with
higher risk of Chronic Localized Intravascular
coagulopathy (LIC) and Kasabach Merritt Phenomenon
(KMP)

Consider surgery prior t
malformation is in cof
functions.

erotherapy when
with vital structures and

Dietary adjustment to lower chylus Consider Sirolimus if there are contraindication to other
circulation treatments
r MR lympha aphy Consider MR lymphangiography and embolization
new emerging diagnostic tool which treatment
opens new treatment options - and
embolization treatment

Suspected lymphatic malformation

Possible clinical signs or symptoms :
Prenatal detection of a cyst
Onset most often in early childhood
Gradual swelling of a (subcutaneous) non-solid, non-compressible mass
Bluish hue on the skin
Vesicles
Recurrent lymph leak/oozing/ bleeding
Frequent skin infections and inflammations in the mass
Protein loosing enteropathy / pleural- pericardial or abdominal fluid effusion or cysts
Most often no pain
Incidental finding
Edema

Doppler ultrasound to confirm diagnosis & exclude flow in the lesions,
MRIif diagnosis unclear o prior to surgery or sclerotherapy

CT if suspicion of bone involvement (Gorham-Stout disease)
Lymphatic scintigraphy if suspicion of lymphedema

Mucosal investigation with endoscopy

Macrocystic LM

Pre-treatment clinical
view

MRI imaging

B

L
ul d guided Post-sclerotherapy

S R ST P G 7 e () G el et
iR AR s
(sl e (e e e e et ) st _ -
Merritt Phenomenon (KMP) Somatic PIK3CA mutation is
Biopsy or FNAC needed for di diagnosis * associated with most LM
{ ) : ) 3 Iy 2
mple / LM as part of LM in Gorham- Channel type Syndromic Primary lymphedema
Common LM Generalized lymphatic anomaly (GLA) Stout disease M (i.e. PROS)
| and Kaposiform Lymphangiomatosis (KLA) (GsD) l
GLA with mixed LM: A) Post-natal clinical view; B) MRI imaging; C) Clinical result after surgery P‘*”:‘“ "a"““‘a"f for . Please see pathway
Syndromic vascular rom VASCERN PPL-WG
and sclerotherapy ymnlfmmmm";
L 3 - . "
i de Duve mICLouvain ;

needle puncture (arrow) clinical results

Sclerotherapy, fir

2, Bleomycin,

ion is considered table, part of a debulking

attempts of insufficient

si
f other treatment options are considered inad
ic

If signs of local infections t

antibiotics and consider

MRI t0 evaluate relation to
vital structures and organs
and prior to surgery or
sclerotherapy.

ort term of glucoco

Diffuse and extensive lesions,
verified deep extension or fluid
/lymph effusions in deep
cavites on MRI

2 2 1 ¥

cavity

Generalized Lymphatic Anomaly (GLA)
Mixed- and macro cystic LM not limited | | 6LA
to the subcutaneous tissue with deep
expansion, lymphatic/chylus leak into
pleura, pericardium or the peritoneal

Gorham Stout disease
(65D), GLA phenotype
with bony involvement

Kaposiform Lymphangiomatosis (KLA)
phenotype  associated  with
cosgulation  disorder  such
Kassabach Merrit Phenomenon

Channel type LM, LMs part of the
central conducting lymphatic vessels
associated with lymphatic shunts or
chylus reflux

T for investigation
of bony involvement

1) Blood work, with heamostatic/ coagulation evaluation
2) Consider MRI lymphangiography to evaluate lymphatic shunts and chylus reflux

Treatment options are:
1) D

v adjustm
t

ith high ri

struction or lymphatic leakage or reflux
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The European Reference Network for Rare Vascular Diseases (VASCERN):
VASCA-Working Group —Venous Malformation Patient Pathway

Dompmartin A, Baselga E, Boon L, Diociaiuti A, Dvorakova V, El Hachem M, Ghaffarpour N, Irvine A, Kapp F, Kyrklund K, R6Rler J, Salminen P, van den Bosch C, van der Vleuten C, Schultze Kool L, Vikkula
M

Purpose: VASCERN (https://vascern.eu/) is a European network for Rare Vascular Diseases. Its|
working group (VASCA-WG) focuses on Vascular Anomalies. The group elaborates patient pathways
to guide patients and physicians towards efficient diagnostic and management measures.

Methods: A VM pathway was first drafted by the Collaborative Center of Caen and subsequently
discussed within the VASCA-WG monthly virtual meetings and annual face-to-face meetings.

Results: The Pathway starts from the clinical suspicion of a venous type malformation and lists the
clinical characteristics to look for to support this suspicion. Subsequent imaging and histopathology is|
suggested. These steps should enable to confirm/inferm the suspicion and to separate the patients|
into 4 subtypes: 1) sporadic uni or 2) multifocal, 3) familial, multifocal and 4) combined and/or
syndromic. The management of each one of these is detailed in subsequent pages of the pathway.
Colour is used to differentiate 1) clinical evaluations, 2) investigations, 3) treatments and 4)
associated genes. Actions relevant to all types are marked in separate boxes, including e.g. MRI if]
treatment is considered. When definite diagnoses have been reached, the pathway also points
towards disease specific additional investigations/follow up that is needed. In the last two pages,
different options for management are detailed for each subtype, including conservative and invasive
treatments, as well as novel molecular therapies.

iy S, {5 ] verrucous venous mattormation (vvi) ) Venous Malformation Conclusion: The collaborative efforts of the VASCA working group of VASCERN, a network of the 9

For all ty
Evaluate : ain,
and functiona rs

Venous Malformation Management/Treatment

Sporadic uni or
multifocal VM
Small skin and
mucosal lesions

Foralltypes of VMs
Coagulation status (D Dimer, ibrinogen)
MRI:

pt GVM and Maffucci)
G Laser for superficial lesi

Sporadic Unifocal Sporadic Unifocal
{(1] venous
No family i Malformation

~iftreatment i considered + Treatment of consumptive coagulopathy (next page)

* Non-steroidal anti-inflammatory drugs (NSAID)

Sporadic Uni or
multifocal VM
Large skin and
mucosal lesions

e.8 muscles oints, bones, organs)
- f genital orperineal location MR of the
pelvis to ule out internal vascular
mafformation

« Sclerotherapy (alone or in combination with
+ Intralesional Diode or Radiofrequency intral
« Cryoablation

Emerging treatment option
+ Sirolimus
3 | sporadic multifocal T ——
sren Anemia : iron supplementation, blood transfusion
7 | Familial multifocal o
cm Prefer laser for “plaque-like lesions

Verrucous Venous
Prefer surgical resection or laser

* One large VM at birth
* Multiple small blue-to-purple “rubbery blebs”
disseminated in entire body including Gl tract,
evolving over time
mucosal or hyperkeratotic
nd soles

+ Anaemia

Hard bluish nodules
Hand and foot deformities.
No coagulation abnormality

(vvm)

Expert Centers, has led to a consensus Patient Pathway for VMs. This Pathway should help clinicians [“Ankle: e .
and patients. It also emphasizes the role of multidisciplinary expert centers in the management of| Unifocal sporadic VM E E‘V"jl'“”aw"‘“'“““‘ _
. . N N N Neurologic monitoring
” VM patients. This pathway will become available on the VASCERN web-site (http://vascern.eu/). Malformation (HCCVM)
Malformation .
Cutaneous " E Sporadic Multifocal
Mucosal (VMCM) nd functional ris «Spindle cell * Prefer surgical res
H » + Cancerm
Suspected Venous Malformation e J Cancer monitor
For all types of VMs:
Dark blue or purple plagues, Coagulation status (D Dimer, fibrinogen) I .
nodules - MRI: Histology : « Blue or skin coloured swelling; s Chronic Consumptive Coagulopathy Manageme!
Superficial skin lesions. - iftreatment is considered: * UM : dilated veins, sparse vascular smooth muscle cells « Typically empties with compt n
Familial Multifocal pratlonpalpaton * to anticipate complications * GUM : veins surrounded by glomus cells + Painful at awakening or after exercise. For extended period if local thrombosis (1 to 2 weeks)
Small lesions. No coagulation abnormality « to characterize the VM: size and extent  Maffucci syndrome : spindle cell hemangioma « Sometimes : firm, painful on palpation and/or palpable phleboliths.

(e.¢. muscles, oints, bones, organs)

«if genital or perineal location MRI of the
pelvs to rule out internal vascular
malformation

R

* VVM: clusters of venus-like channels, GLUT 1+ + No thrill, not warr
+ Number of lesions, associated anomalies and/or limb hypo / hypertrophy.
+ Family history

Less compressible
Number increases with time
Family history

ction

Normal D-dimer level N

Dark blue or purple papules
Keratotic, Not

ainful on palpation

Seizures, headaches, cerebral

Cutaneous

¢
Malformation
(Heevm)

GVM: Glomuvenous Malformations * MR if diagnosis unclear

VM Venous Malformations + Doppler ultrasound to confirm diagnosis & exclude fast flow
VVM: Verrucous Venous Malformations » Biopsy rarely needed for differential diagnosis

ain
* High D-dimer level at baseline scle 0 ntional procedures
+ Normal fibrinogen nan

i

bolism, abnormal echocardiography,

Sporadic Sporadic Familial Combined and/or
Unifocal Multifocal Multifocal syndromic

Digital anomal

Epidermal naevi Glomangiomatosis
Hypertrophy / overgrowth or Hypotrophy

oot Lo (5 omrtrmsr cioves e s Yo et ovrmh ey B

Macrocephal

Multifocal sporadic VM

Iy
urological anomalies .
Neurological anomalie * High D-dimer level at baseline

* Low fibrinogen n of treatment optic

(Genetics germine mutation: bood test_) ACKNOWLEDGEMENTS: This project has been supported by the European Reference Network on Rare Multisystemic Vascular Diseases (VASCERN) - Project ID: 769036, which is partly co-funded by the European Union within : 'I‘ff;??H o o
the framework of the Third Health Program “ERN-2016 - Framework Partnership Agreement 2017-2021." More information available at: https://vascern.eu ol &

Other Vascular malformations
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Severe/rare infantile hemangioma patient pathway

by the Vascular Anomalies (VASCA) Working Group of VASCERN

Diociaiuti A, Baselga E, Boon L, Dompmartin A, Dvorakova V, El Hachem M, Ghaffarpour N, Irvine A, Kapp F, Kyrklund K, RoRler J, Salminen P, van den Bosch C, van der Vleuten C, Schultze Kool L, Vikkula

Patient with suspected severe/rare Infantile Hemangioma (IH)

M

Superficial lesion ‘

Deep lesion

No clinical
evidence of IH

Clinical evidence
of IH

Doppler
ultrasound

Segmental or large

Focal IH Multiple (>5) IH indeterminate It

Evidence of IH No evidence of IH

PURPOSE: Infantile hemangiomas (IHs) are common vascular tumors, but a rare subgroup of them
is particularly sever. Risk of functional impairment, airway obstruction, ulceration and risk of
disfigurement are possible. Syndromic conditions and cardiac failure may be associated with
segmental |H or hepatic IH respectively. The VASCA working group within the VASCERN
(https://vascern.eu/), a European network for Rare Vascular Diseases, has elaborated an IH patient
pathway as a guide for physicians for an appropriate management of severe/rare cases.

METHODS: The severe/rare IH pathway was first drafted by Bambino Gesu Children’s Hospital and
then discussed within the VASCA-WG monthly virtual meetings and finalized on a face-to-face
meeting.

RESULTS: The pathway starts from the clinical suspicion of an IH that may be focal, multiple,
segmental or large/indeterminate. Segmental or large indeterminate IHs may be part of syndromic
conditions such as PHACE, PELVIS/LUMBAR/SACRAL. Five or more cutaneous IHs may be associated
with hepatic hemangiomas that can have a hemodynamic effect. Moreover, the beard distribution
may be associated with life-threatening laryngeal IH. Orbital or auricular IH and localization on the
lip or hand may result in functional impairment. In the pathway clinical evaluations, investigations to
rule out associated malformations or comorbidities, and treatments are discussed.

CONCLUSIONS : The VASCA working group of VASCERN, a network of 9 European Expert Centers,
has generated a Patient Pathway for IHs. This Pathway should help physicians to manage
severe/rare IHs. This pathway is available on the VASCERN web-site (http://vascern.eu/)

Evaluate:
Risk of functional
impairment)
Airway IH @)

Ulcerated IH Cardiological

Risk of disfigurement evaluation
Evaluate:

Risk of functional Ultrasound signs of
impairment(® hemodynamic effect

Focal IH

Airway IH @) Hepatic IH®!
Ulcerated IH No Ultrasound
Risk of disfigurement of hemodynamic
effect

Multiple (>5) IH

Evaluate:
Risk of functional
impairmentt)
Airway IH @)
Ulcerated IH
Risk of disfigurement

! SRINT-LL :'a-clc Duve

Evaluate:

PHACES criteria (refer to experienced centres):w Risk of functional
Segmental or large MRI, MRA, i ion, and impairment
indeterminate IH consider laryngoscopy if beard distribution and Airway IH (2
Ulcerated IH

upper respiratory symptoms.

Risk of disfigurement

If ital IH perform
and/or MRI to search for other associated
anomalies (PELVIS/LUMBAR/SACRAL)

(1)Risk of functional impairment
- Orbital or auricular IH
- IH of the lip or hand
In some cases MRI is necessary to
evaluate the relation between the IH
and other structures

Evaluate:

Risk of functional
) -
E] Evidence of IH "“_"a""‘e”f” (2) Airway IH
Airway IH ~Suspect when beard distribution or
Ulcerated IH

upper respiratory symptoms.
- Consider diagnostic and follow-up
laryngoscopy

Risk of disfigurement

Search for new diagnosis.
No Evidence of IH Consider MRI and/or biopsy
if uncertain diagnosis

- Cardiological evaluation
- Test thyroid function

Figurel - IH
phenotypes
description A); B) ; C)

B UCLouvain | S ©SI0 st Kareliasks

Lt 0T

Treatment of severe/rare Infantile Hemangioma (IH)

No treatment
Risk of functional (follow-up)
impairment)
Airway IH @
Ulcerated IH Response: continue
Risk of disfigurement treatment and follow-up

Evaluate
response within 1 mo
No response: Re-
evaluate the diagnosis

treatment
- Corticosteroids
Corticosterol 1H confirmed
Sirolimus

ncristine
Embolizatio

No risk of No treatment Evaluation after
hemodynamic effect (follow-up) regre n of the IH
Risk of
hemodynamic effect

Hemodynamic
effect!t) soon as possible
Cardiological with Propranolol
treatment and/or 2-3mg/Kg/day in
follow-up 2 divided doses

Evaluation within 14 days

Consider second line
treatment Respon:
No Response: Re- esponse
~Corticosteroids continue
evaluate the
- Sirolimus treatment and

~Vinristine diagnosis follow-up

PHACES e et And treatment Consider
syndrome with ° according to repeating MRI
abnormal other specific depending on risk

cerebral arteries abnormalities of stroke
PHACES
syndrome with
no abnormal Treatment as o And treatment
cerebral possible with Propra according to
arteries/PELVIS/L 2-3me/Kg/day other specific
UMBAR/ d o abnormalities
SACRAL
syndrome

Treatment as inpatient
as soon as possible Start

Low weight
Premature
Comorbidity
Low compliance

In case of ulceration during
propanolol treatment consider

lowering the dosage.
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Orphanet codes for vascular anomalies & lymphedemas
(lead Prof Paivi Salminen, Helsinki, Finland)

This work was finalised for lymphedemas with the PPL WG
of VASCERN > update on the Orphanet web site ?

Work is ongoing for the vascular anomalies with Orphanet

https://www.orpha.net/
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Registry for Vascular Anomalies
(lead Prof Leo Schultze Kool, Nijmegen, the Netherlands)

1) KEY ITEMS to register defined

2) FAIR principal
and thus independent of registry software being used allowing linking to biodatabanks etc

3) VIRTUAL registry; each center owns its data, only accessible by request and permission

4) Definition of DISEASE-SPECIFIC ITEMS for 4 research projects ongoing in VASCA
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https://www.youtube.com/playlist?list=PLynYSx6bbQwSvt7QbrZnEGsEBI1MIHyUp

Educational YouTube videos :

Classification of Vascular Anomalies
VASCERN ERN Rare Vascular Diseases

t

~ Classification of |
Vascular Anomalies
VASCA-WG Pills of Knowledge
Diagnostic Approaches for Vascular Anomalies

VASCERN ERN Rare Vascular Diseases

Multi-disciplinary Expertise Teams for Vascular Anomalies

Vascular anomalies Pills of 3 VASCERN ERN Rare Vascular Diseases
Knowlege (PoK)
9 videos * 217 views *+ Last updated on Jan 6, 2020
Management of Vascular Anomalies
= A » 225 4 VASCERN ERN Rare Vascular Diseases
VASCERN ERN Rare
Vascular Diseases S 7 The lymphatic system & lymphatic malformations
5 ‘ é VASCERN ERN Rare Vascular Diseases
5:14 |
Treatment for lymphatic malformations
6 ‘& VASCERN ERN Rare Vascular Diseases
A 2 Klippel -Trenaunay syndrome (KTS)
7 T T VASCERN ERN Rare Vascular Diseases
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New:
PIK3CA related video

copyright © M. Vikkula-UCLouvain 2020


https://www.youtube.com/playlist?list=PLynYSx6bbQwSvt7QbrZnEGsEBl1MlHyUp

» European Gathering the best expertise in Europe

...l Network to patients with rare vascular diseases

W Reference VASCERN to provide accessible cross-border healthcare y

Results
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Pills of Knowledge (POKSs): Poster @ ISSVA 2020

The European Reference Network (ERN) for Rare Vascular Diseases (VASCERN):
Results from 2 years collaboration of Patient Advocates with the Vascular Anomalies (VASCA) Workgroup

van den Bosch C, Barea M, Baselga E, Boon L, Borgards P, Diociaiuti A, Dompmartin A, Dvorakova V, El Hachem M, Ghaffarpour N, Irvine A, Kapp F, Kyrklund K, van Oord A, RoBler J, Salminen P,

The lymphatic system &
lymphatic malformations

Blood vessels?

1%
e

¥
J B ) Checkpoints
=
Security guard §§ . Lymphatic fluid
The lymphatic malformations The lymphatic fluid in the
> lymphatic vessel developed effective vessels tends to
in a abnormal way accumulate in cavities and

Cysts. These abnormalities

/ appear at the particular
locations in the body: head,

Schultze Kool L, van der Heijden L, van der Vleuten C, Vikkula M

PURPOSE: European Reference Networks (ERNs) for Rare Diseases were established on the founding principle of
patient empowerment, participation and patient-centricity. The object is to improve access, safety and quality of
diagnosis, care and treatment for people living with a rare or complex condition. European Patient Advocacy Groups
(ePAGs) are recognized as integral to the strategic and operational delivery of ERNs, and play an active role in network
decisions, opinion-making structures and delivery of results.

METHODS: In the VASCA WG 5 Patient Organizations (POs) are active. They participate in the monthly virtual meetings
and in the 2 annual face-face meetings. Producing Pills of Knowledge (PoK) is an ongoing deliverable for the VASCERN
WG, made by the clinicians and the ePAG. A PoK can be for example a short single video lesson in which an expert talks
about a specific topic that has been selected and validated by the VASCA WG.

RESULTS: The ePAG produced 3 videos which were validated by VASCA WG, and translated to English:

1) The lymphatic system & lymphatic malformations

2) Treatments for lymphatic malformations

3) Description of the Klippel-Trenaunay Syndrome

These videos describe the disease and treatments currently available in a clear and understandable manner to educate
patients and non specialized clinicians.

All videos will have subtitles in several European languages.

CONCLUSIONS : The cooperation of the ePag with the VASCA WG have tangible results for VA patients worldwide.
More PoKs will be produced by other POs on other VAs (e.g. one on PIK3CA is almost finalized).

Custs neck, armpit Types of treatment
' ' Treatment,
[compucaTions| | yes or no? The patient, the parents and the doctor
« Infections e In case of serious complications or are all involved in the choice of
2. « Bleeding frequent pain treatment Description of the Klippel-Trenaunay Syndrome (KTS) - A) In parts of the body, cells are not

1 Large cavities filled with : ?i:l,:::‘sgs:.:hpi:i:‘r)ease redness, Determining factors Surgery  Sclerotherapy  Lasertherapy properly formed; B) KTS > a combination of one or more port-wine stains: CMs; C) KTS >
et g g + Shrinking R e = & VA N abnormal veins or small lymphatic blisters are visible; D) KTS > bone and/or soft tissue
fhe M docsrt couse any * Leakage of lymphatic fluid —Zevenrv U | | | - A overgrowth. Sometimes un}ie.rgr.()wth can ocF:ur and the.leg —.or body part affested -is smaller
major problem at all. The iy 3 Sirolimus - Radiofrequency ablation (RFA) or thinner; E) Usually, KTS is limited to one limb. Sometimes it can be located in several limbs
seriousness of the condition Social ’ and/or extended to parts of the torso; F) KTS can also affect internal organs.

varies  with  patients. It
depends on the location, size
and severity of the LMs.

Insecurity
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- Define patient pathways

- Clarity coding (Orphanet, ICD)

- Setup a Virtual FAIR-based Registry

- Make Educational YouTube Videos

- Generate Pills of Knowledge (POK) to be distributed e.g. via ERN website
—  Define clinical outcomes/ outcome measures

- Elaborate Do’s and Don’ts Factsheets

- Write Recommendations / Expert opinions

- Organize Training, Help new Centers to be established

- Set-up Clinical Trials & Research Projects

- Discuss difficult cases using CPMS (secured Clinical Patient Management System)

W Lowvain
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Gathering the best expertise in Europe

VASCERN | oo e o e ,,z V A SC A SUb - WGS . pr-oj ecfs

; VASCA PROJECTS - CONFIDENTIAL
| VASCERN Inter-ERN
i\ 3 |Group activity VASCERN lead activity Inter-ERN lead Project HCP / ePAG lead liaison  Organiser
| 5
"7 |VASCA-Anesthesia yes  Ignatio Malagon  yes lgnatio Malagon Pediatric anesthesia Leo Schultze Kool Leo Schultze Kool
8
9 |VASCA-CPMS yes yes Case discussion Leo Schultze Kool Leo Schultze Kool
110
VASE (Vascular Anomaly-Sirolimus-
i 11 [VASCA-Drug Therapies no no no no Europe), mTOR Laurence Boon Laurence Boon
18|
| 19 |VASCA-Funding yes Marine? no no Leo Schultze Kool Friedrich Kapp
20
VASCA-Guidelines/expert Specific, rather than all
| 21 |opinions yes no no no incompassing. Status as of today Miikka Vikkula Miikka Vikkula
26
Diagnostic genetic testing
ﬂ VASCA-Genetics no no no no (harmonization and guidelines) Miikka Vikkula Nicole Revencu
30
31 |VASCA-Genotype/phenotype no no no no VVM/HCCVM/"angiokeratoma" Alan Irvine Veronika Dvorakova
|32
| 33 |VASCA-National networks yes no yes no Establishment of expert networks  Leo Schultze Kool Leo Schultze Kool
34
'ﬁ VASCA-Orphanet no no no no Orphanet and ICD10/11 Paivi Salminen Paivi Salminen
| 37
, 38 | VASCA-Outcomes no no no no Qutcome measures for VAs Laurence Boon Laurence Boon
a1 |
42 |WASCA-Pathology no no no no VA pathology course Miikka Vikkula Michel Wassef
43
| 44 | VASCA-Patient passport 777 2977 2777 ?97? Electronic passport ? Caroline van den Bosch  Caroline van den Bosch
45
| 46 |VASCA-PHTS no no 2772 no PHTS Vas Miikka Vikkula Miikka Vikkula
51
| 52 | VASCA-Pregnancy yes Julie de Backer yes 99? Laurence Boon 7??
53
Patient pathways to special
| VASCERN issue @ Eur ] Med Genet
| 54 | VASCA-Publications no no no no 2021 Miikka Vikkula Miikka Vikkula
(60|
| 61 |VASCA-Radiology no no no no MR intranodal lymphangiography  Leo Schultze Kool Willemijn Klein
763 |
Leo Schultze
| 64 | VASCA-Registry yes Kool yes 279? VASCA FAIR-based Registry Leo Schultze Kool Leo Schultze Kool
170
| 71 |VASCA-Seminars yes Marine? no no WEBinars on VASCERN web-site Miikka Vikkula Miikka Vikkula
KO
£ VASCA-Surgery no no no no Sirolimus and interventions Laurence Boon Laurence Boon
1 78
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All outputs are on the website
https://vascern.eu/what-we-do/

WHAT WE DO NEWS ~ CONTACT REFERRAL OF PATIENTS TO CPMS

CLINICAL PRACTICE GUIDELINES (CPGS) ADOPTED

CLINICAL EXPERT CONSENSUS STATEMENTS WRITTEN (CLINICAL DECISION SUPPORT TOOLS)

CLINICAL OUTCOMES MEASURES

COLLABORATIVE RESEARCH & PUBLICATIONS

CPMS: DISCUSSION OF COMPLEX CLINICAL CASES

DO’'S & DON'TS FACTSHEETS (CLINICAL DECISION SUPPORT TOOLS)

MOBILE APP (VASCERN APP)

PATIENT PATHWAYS (CLINICAL DECISION SUPPORT TOOLS)

REGISTRY

WEBINARS AND PILLS OF KNOWLEDGE (EDUCATIONAL VIDEOS)
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Q&A,

sharing best practices & inter-RDWG s projects
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Webinars

« Each RDWG will select during VASCERN days topics & speakers for the
new Webinar programme which we will launch in the upcoming
weeks

« Zoom as a webinar platform: any comments?

Format

* timing? length?

* Questions and answers?

* With online chat?

* Questions for a posteriori answers ?
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Number of Panel Leads Total Number of

.‘\
Panels Number of Closed ..:_':_-.‘\
Panels Panels ...'%_.-'.‘l
(2018, 2019 ..'.".l
& 2020
Sophie DUPUIS-GIROD o o
— 2 0 WP4 Sharing of experience:
Uili2 DEBATE discussion of complex clinical
Guillaume JONDEAU L.
Kalman BENKE cases on a secured Clinical
fanneke TIMMERMANS Patient Management System -
Ingrid van DE LAAR
Leema ROBERT 12 1 KPIS
Eloisa ARBUSTINI https://vascern.eu/what-we-do/cpms-discussior
Guglielmina PEPE complex-clinical-cases/
Erik BJORCK
Julie De BACKER
Leema ROBERT L.
Michael FRANK Clinical cases panel
Ingrid van DE LAAR .
Bart LOEYS 10 2 leads:
Fransiska MALFAIT please upload your

caseon CPMS
OR
If you struggle, contact

Ibrahim for him to
upload

Miikka VIKKULA
Leo SCHULTZE KOOL

P3ivi SALMINEN 7 3
Andrea DIOCIAIUTI
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Sharing good practices: setting up VASCA
CPMS monthly virtual meetings

CPMS virtual meetings this month
® September 29, 2020 VASCA WG hEId

several CPMS
This month, members of the Vascular Anomalies Working Group (VASCA WG) held a virtual meeting using the Clinical
Patient Management System (CPMS) in order to discuss two new patients cases. case d ISCUSSIONS

on the CPMS.

Plan to have a
bi-monthly or
monthly
meeting on the
CPMS
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Q&A on the Terms of References, Projects &
Developments

Approval

* Questions, comments on the current functionning, structure,
organisation, governance

« approval
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https://vascern.eu/wp-content/uploads/2017/10/VASCERN-Terms-of-Reference.pdf

