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PULMONARY HYPERTENSION, RARE DISEASES
AND EU POLICIES

What is PH? When to suspect PH?

From a frequent anomaly to rare forms of PH
— Pulmonary arterial hypertension (PAH)

Remarkable orphan drug development - Still high mortality
— Vasodilators

— Pipeline

Knowledge dissemination

— Practice guidelines and statements
— 156" World Symposia on PH

National policies vs. EU policies
Key messages and action points
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WHEN TO SUSPECT PH?
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PH IS AFREQUENT ANOMALY (1%)
BUT SOME FORMS ARE RARE (<1/2.000)

Group Description Prevalence

Group 1 1/20.000

Group 2

Group 3

Group 4

Group 5

Galie et al, EHJ and ERJ 2015




PAH TREATMENTS (vasodilators)

1995 2000 2005 2010 2015

Gaine & Mclaughlin, ERR 2017; Humbert et al. N Engl J Med 2004; Humbert et al. Circulation 2014
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DESPITE DRUG DISCOVERY AND EDUCATION
PAH REMAINS A DEVASTATING CONDITION

* Incident cases IHA-PAH
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Survival rates
1 year 82.9% (95% Cl, 72.4 — 95.0)
20 - 2 years 67.1% (95% Cl, 57.1 — 78.8)
3 years 58.2% (95% CI, 49.0 — 69.3)
3 years 73%
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Humbert M, et al. Circulation 2010;122:156—-63.
Boucly et al. Eur Respir J 2017; 50: p1700889.



OTHER APPROACHES (targeting proliferation)
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PAH/PH/CTEPH GUIDELINES - STATEMENTS

2004

EUROPEAN

ELSEVIER ariotoare

ESC Guidelines
Guidelines on diagnosis and treatment of pulmonary
arterial hypertension

The Task Force on Diagnosis and Treatment of Pulmonary
Arterial Hypertension of the European Society of Cardiology

glg ERS OFFICIAL DOCUMENT
3 ERS STATEMENT

® 2017 An official European Respiratory Society
statement: pulmonary haemodynamics
during exercise

CrossMark

European Heart Journal 2009 ESC/ERS GUIDELINES

doi:10.1093/eurheartj/ehp297

CaRmioLaGY*

@' Guidelines for the diagnosis and treatment
of pulmonary hypertension

The Task Force for the Diagnosis and Treatment of Pulmonary
Hypertension of the European Society of Cardiology (ESC) and
the European Respiratory Society (ERS), endorsed by the
International Society of Heart and Lung Transplantation (ISHLT)

@ 2019 ERS statement on exercise training and
rehabilitation in patients with severe

CrossMark . .
chronic pulmonary hypertension

® 2021 ERS statement on chronic
thromboembolic pulmonary hypertension

CrossMark

@ European Hear ournl 2015 ESC/ERS GUIDELINES

v doi:10.1093/eurheartj/ehv317

@ 2015 ESC/ERS Guidelines for the diagnosis
and treatment of pulmonary hypertension

The Joint Task Force for the Diagnosis and Treatment of Pulmonary
Hypertension of the European Society of Cardiology (ESC) and the
European Respiratory Society (ERS)

Endorsed by: Association for European Paediatric and Congenital
Cardiology (AEPC), International Society for Heart and Lung
Transplantation (ISHLT)

ANNOUNCED

2022 ESC/ERS Guidelines for the diagnosis
and treatment of pulmonary hypertension
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RARE DISEASE POLICIES IN EU

Recommendations on the
Integration of European
Reference Networks (ERNs)
into National Health
Systems
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Fig. 1. Evolution of rare disease policy in Europe (December 2014) [4].

Rodwell & Aymé, Biochimica et Biophysica Acta 2015
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FR as the best example of a
large country with a well
defined RD plan

\Q) WHTAP

FRENCH
NATIONAL PLAN < ¢ " ‘
FOR RARE
DISEASES 2018-2022
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Sharing innovation, maladies rares
a diagnosis and a treatment Ex
for all
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Réseau Fran;als

Site réservé aux professionnels de santé

Réseau Francais HTAP

ésea Bienvenue sur le site du Réseau Frangais de I'HTAP
Réunion R . Ce site institutionnel a pour objectif d'apporter une information médicale sur la prise
Gulde des bonnes en charge des patients souffrant d'une Hypertension Artérielle Pulmonaire (HTAP).
pratiques Il s'adresse en priorité aux professionnels de santé prenant en charge ces patients.
E nement
e # Editorial # Publications # Actualités
Recherche
» Protocoles a promotion Chers amis, Les publications extraites des Newsletters ERN-LUNG Issues
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» PHRC ceaeau ﬂ:a.[lcalsl H [AEd s achgdxe » Newsletters ERN-LUNG
aprés un peu plus d'un an de
» Recherche INSERM U999 | | = "™ 0 tre partenaire # Registre HTAP Informations et candidatures
Registre HTAP I'agence Internet AEI [...] » Lettre DU MVPC 2019-20
publ » Enseignement https://registre-htap.aphp.fr Congrés HTP
hﬂﬂﬂ. == — D.l’nl‘r‘ - D RF'"TP
Actualités - Retrouvez ici les présentations du % newsletter o
réseau et notamment la PAH - - ﬂfu—':'"" en ERN-LUNG slide kit
University » 21 téléchargement: ¥
Infos Réseau ;' Septembre 2019 Présentation ERN-LUNG
DU Maladies vasculaires T Newsletters ERN-LUNG Issues
pulmonaires chronigues » 11 et 12/2018
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Université Paris Sud
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UK: another large country with
advanced care organisation
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Publication, Part of National Pulmonary Hypertension Audit

12th Annual Report

Audit, Open data

Publication Date: 20 Jan 2022

Geographic Coverage: England, Scotland

Geographical Granularity: NHS Trusts, Country, Hospital Trusts
Date Range: 01 Apr 2020 to 31 Mar 2021

Download this page as a PDF
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Key messages
National Standards
1 PH centres should participate in the Audit
PH centres should see a sufficient number of patients
New patients should be diagnosed within 6 months
New patients should be seen or discharged within 30 days

Patients receiving a PH drug should have pre-treatment cardiac
catheterization

Patients should have pre-treatment exercise test and WHO functional
class recorded

Patients should have a pre-treatment vasoreactivity study recorded
New patients should begin drug therapy within 12 weeks of referral

9 Patients receiving a PH drug should have had a PH diagnosis recorded
1st line drug therapy for PAH should be a phosphodiesterase 5 (PDE5)
inhibitor

11 Patient quality of life should be recorded

12 Patients receiving a PH drug should have an annual consultation

13 Waiting times for pulmonary endarterectomy should be <4 months

14 Waiting times for BPA should be <18 weeks

15 PH centres should record patient participation in research
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National Pulmonary Hypertension Audit,

Chapter

Survival analysis
COVID-19-related mortality
COVID-19 experience
Reference tables
Methodology

Glossary

Further information
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The following documents are
published alongside the main report:

+ Tables and Charts (Excel)
» Open Data (csv)

+ Data Quality Report

» Dana Point Classification
« Staff Involved in Audit



233, European Respiratory Diseases
® %M Reference P y

®ess’ Network (ERN-LUNG)

ABOUT ERN-LUNG ~ OUR EXPERTISE ~ FOR CLINICIANS ~ FOR PATIENTS B SEEKING EXPERT OPINION? ~ NEWS  DONATE NOW

ERN-LUNG is made up of 9 Core Networks representing the diversity of diseases and
conditions affecting the lungs, and 9 Functional Committees that coordinate transversal
activities affecting all of the current and future Core Networks.

CF Cystic Fibrosis o Research & Clinical Trials

Primary Ciliary Dyskinesia @) Clinical Guidelines & Best Practice of Care

Registries & Biobanks
o=  Non-CF Bronchiectasis o g

o Communication & Outreach
[ Pulmonary Hypertension ]

e Ethical Issues HOME
Interstitial Lung Disease
o Cross Border Care

45 Chronic Lung Allograft Dysfunction o e B U e

V510 Mesothelioma Medical Education

o Patient Recorded Outcomes (PROs) &

IS Alpha-1 AntiTrypsin Deficiency Quality of Life

o/;IIN Other Rare Lung Diseases o Quality Management

3.05.22
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0s0’ Network

for rare or low prevalence
complex diseases

## Network
Respiratory Diseases
(ERN-LUNG)

Domain: PH
— 27 full members
— 4 affiliated partners
— 4 UK supporting partners

PHAROS

Severe Pulmonary Hypertension

‘ ‘ Management Across Europe

ﬁ.

EDITORIAL
ERS CLINICAL RESEARCH COLLABORATIONS

Severe Pulmonary Hypertension
Management Across Europe (PHAROS):
an ERS Clinical Research Collaboration

Olivier Sitbon @23, Abilio Reis ©*, Marc Humbert ©@'23, Anton Vonk

Noordegraaf® and Marion Delcroix ®*7, on behalf of the PHAROS Clinical
Research Collaboration
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Key messages

14 agents approved in the last 25 years

——

Median survival still averages 6 years

e Diverse care organisations and recognition/ignorance of expertise



ACTION POINTS

Stronger EU incentives for — and control of — the implementation of
national RD plans, including

— Clear 1dentification and financing of dedicated expert centres
— Improved RD care organisation and audits
Expedited new drugs approval/reimbursement
— Closer collaboration between EMA and EU Member States
More effective incentives on RD research
— Not restricted to genetic diseases; embedded in the EU scientific societies
ERNs
— Less administrative burden, more transparence, more coordinated actions between ERNs
— Global solutions concerning registries, data sharing regulation, ...
— Reconsidering the funding structure (project-driven, ...)



