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IPOPI

« IPOPI is the association of national patient organisations

dedicated to improving:
awareness
access to diagnosis and
optimal treatments

worldwide for primary immunodeficiencies
« Established in 1992




IPOPI has 63 National
Member
Organisations

THE GLOBAL ORGANISATION WORKING TO IMPROVE
THE QUALITY OF LIFE FOR PEOPLE WITH PRIMARY IMMUNODEFICIENCIES

www.ipopi.org
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Primary Immunodeficiencies (PIDs)

« Over 300 different PIDs defined in 9 different groups

« Occur in persons born with failed immune systems

» Hereditary or genetic defects,

« Can affect anyone, regardless of age or sex.

« Vary in severity whether one or several parts of the
Immune system are non functional (innate or adaptive)

« Considered rare disorders but taken as a whole =
significant number of patients whose lives are profoundly
affected by their condition

W® . Est. 80% patients no access to adequate care
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A diversity of manifestations

autoimmunity/
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Key challenges for patients

« Misdiagnosis and late diagnosis

* Newborn screening

« Genetic testing

Access to & choice of treatment
« |G therapies are not generic medicines
« IVIG, SCIG, FSCIG — administered hospital/home
« BMT/Gene Therapy
« Many Others

Transition care

PIDs in adulthood / ageing

(@ - Financing / reimbursement > HTA assessments
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PID Principles of Care

Published in Frontiers Immunology
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Primary immune deficiencies - principles of care

Helen Chapel "%, Johan Prevot’, Hubert Bobly Gaspar’, Teresa Espaniol, Francisoo 4. Borilla®, Leire Solis®,
Josing Drabwe’ and The Editorial Board for Working Party on Principles of Care at iPOP]
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Primary immune daficiencies [PID=] 2re 3 growing group of ovar 230 different disceders
causad by inatfectva, absant or an inoreasing number of gain of function mutations in
immuna componants, mainiy calls and protens, Once recognized, thesa rare disorders
ame irestable and in some cases ourable. Dtharwise unirasied PIDs are ofian chranic,
sanous, or evan fatal. The diagnosis of PIDs can ba dffiouit duo 1o lack of awarenass or
faciities for diagnosis, and managemant of PIDs is complax. This dooumant was prepared
by 2 workiwide multi-disoplinay taam of specizlists; & 2ims 1o sat out comprahansive
prrciplas of cara for FIDs. Thasa inchude the role of specidlized camters, the mportance
of registnes, the nead for muitinetional resaarch, the mie of patiant organizations, man-
agemant and reatment optons, the requiremant for sustained sccess 1o all restmants
nduding mmunoglobulin tharapies and hamatopoetic stam cell transplantation, mpor
tam considarations for devaloping countrias and suggestons for implemantation. A rangs
of haalthcamn policies and services hava to ba put into place by govarnmeant aganoices: and
healthcara providars, to ansura that PID patients wardwide have access 1o sppropriate

Launched at European Parliament
December 2015

and sustsinable medical and support sanaces

¥ prirary

INTRODUCTION

'WHY A FRINCIPLES OF CARE DDCUMENRT,CALL TO ACTION

Primary immune defidencies [ FIDs) area larpeand growing group
of ower 230 different disorders, cresed when some components
of the Imamune system (matnly calls and protens) e defective
While FIs are generally recogmized as rare disoeders, some are
mare common than others. Taken as a whole, they represent an
impartant groap of conditions that, i not treated, can be dhronic,
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life-long, sevious, and even fatal The bves of patients with PIDs
are profoundly impaced by their condition. The immune sysiem
normallly helps the body o fight infections cansed by germs (or
“miro-organisms™) such as bacterta, vinese, fungl, and proto-
ma. Owing 1o dafective Immune sysiems, people with PIDs are
more prone o infections. In addition, 2 poorly regalated immune
swsiem may start o attack bses, leading o inflammation, and
smoemmunity (1, 2). When PIDs are lefi undiagnosed or are
misdizgnosad, chromic liness and disability tzke 2 heavy tell on
heslithcare resowroes (3, 4],

The bmemmune system Is divided into tweo parts, sach of whidh
contains hen components: on the one hand, sofable proteins may
be particular for one germ {antibodies) or non-spedific (comple-
memt). The other components are celhular — those that are spedfic
fior one garm only (lymphocytes) and innate cells that are involved
In dearing all types of Infactions: (such as phagocytes inchading
macrophages and neutrophilsl.

Primary bmemune defidendes are ourently dassified inio
groups, depending on the partis) of the immune system affected.
Cver half the affected patients have antibody defidendes and their
breatrment. consists of replading the mising antibodies (3). Cellu-
lar defects of lrmphocytes are more severe and require replace-




6 key principles

* Principle 1: The role for specialised centres

* Principles 2 : The Importance of Registries

* Principle 3: International research collaborations
* Principle 4: The role of patient organisations

* Principle 5: Management and treatment options

* Principle 6: Managing PID diagnosis and care in

all countries
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PID comprehensive
care models




Comprehensive care for PIDs

« From the foetus to the elderly
« Transition care & ageing
« Diagnostics including genetic testing
 Individualized patient approaches
« Diverse treatment options including PDMPs, gene therapies, BMTs
and other specialist treatments
« Choice of treatment
 Site of treatment
« Multidisciplinary, holistic care — need for specialist centres
- Patient-centredness

« Patient & family support

INTERNATIONAL
PATENT CRCANEATON



* French national reference centre for primary
Immunodeficiencies

* Funded through French national rare diseases
orogrammes

« Highest number of registered patients in the
EU

 Availablility of whole range of diagnostics and
@ specialist treatments




CEREDIH : objectives

1. Organise and structure PID care in France
« Ensure patients benefit from a holistic approach to care,
including appropriate transition care & improve proximity care
« Improve coordination between different structures

2. Improve knowledge and practises
« Educate, train and inform
« Epidemiology
« Develop projects focusing on clinical research, therapeutics,
public health and physiopathology

11 ans plus tard..



Registered patients in the ESID Registry
as of March, 17, 2017

Total number of patients: 22,819

Thereof number of patients
with data Imported from old
Registry that has not been
verified yet: 5789

Map shows distribution of ‘
verified data only!
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Physiotherapist Pulmonologist
'

PID

specialist
i |

& Clinical immunology lab

General
practitioner Rmg

Social

N 4 worker

& others: Gl, Dermato, Neuro, HSCT team, Patient association...

5 Keyword: NETWORKING
@ Tools: Monthly meetings, Visioconferences,
IPOPI Multidisciplinary consultations,...
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Plan national
maladies rares

national

Qualité de la prise

en charge,

Recherche, Europe
une ambition
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~ Less than 200,000 individuals (USA)
Fewer than 1 in 2,000 people (EU)

"enouvelee

Axes,
Mesures,
Actions

4 millions patients in France
30 millions in Europe

141 4441 44 iR e

Les maladies sont YAYE S, mais les malades NOMbreux.

Ensure equity in the access to me
care and therapy
(Public Health Law, 09/08/200_________

Plus d'infos sur

L Created
Partnership with industry in
+sUnrestricted annual grants to support research efforts Nov, 2005

uman resources and functioning)
» See last slide




Financing mechanisms

- Credit MR : 213.000 Euros / En
- Réévaluation par le PNMR3 i
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ERN Rare Immunological and Auto-
Inflammatory Disorders (RITA)

« |POPI involved in European Reference Network Board

« Higher visibility, including with health authorities and
policy makers

« Clear, EU-endorsed framework to optimize cross border
collaboration and care

« Patient-centred approach
« Funding opportunities for research and clinical projects
- EU
— National
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0o0’ Network

for rare or low prevalence

complex diseases

i Network
Immunodeficiency,

Autoinflammatory and
Autoimmune Diseases

(ERN RITA)

Coordinator Newcastle
Coordination Unit Munich

PID Munich

Autoimmunity Dublin

24 Health
Care
Providers

10 Member
States

iciency

European Reference Network

Web: http://rita.ern-net.eu

ERN RITA :
Rare Immunodeficiency,

w

Stockholm
. Newcastle
Dublin Leeds Groningen
P Utrecht
Birmingham  poiterdam
Liverpool Miinster
London Leuven
Prague
Strasbourg
: Munich
Paris Freiburg DR
Brescia
Pavia . Ljubljana
Milan
Genoa
Rome
Barcelona

E European
Commission

Autoinflammatory and Autoimmune Diseases
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European
Commission
I

Newcastle upon Tyne Hospitals NHS
Foundation Trust

UC Leuven

General University Hospital, Prague
Hopital Universitaire Necker Y Enfants Malades,
Paris

APHP Bicétre hospital, University of Paris
Cochin Hospital, Paris

Strasbourg University Hospital, Strasbourg

Dr. von Hauner Children’s Hospital, LMU,
Munich

Center for Chronic Immunodeficiency, Freiburg
University Children’s Hospital Muenster
Istituto Giannina Gaslini , Genova

Ospedale San Raffaele Milan

Ospedale Pediatrico Bambino Gesu Roma
Policlinico San Matteo, Fondazione IRCCS Pavia
University of Brescia

Primary Immunodeficiency Center Erasmus MC,
Rotterdam

Wilhelmina Children's Hospital, Utrecht
University Medical Center Groningen
University Medical Centre Ljubljana

University Hospital Vall d’"Hebron , Barcelona
Karolinska University Hospital Stockholm,
Sweden

Great Ormond St. & Royal Free Hospital London
NHS Foundation Trust

Leeds Teaching Hospital NHS Trust

Behcets UK (London, Birmingham, Liverpool)

Email: contact-rita@ern-net.eu
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""" " CLINICAL GUIDELINES

....... RESEARCH & INNOVATION
KNOWLEDGE

NATIONAL HEALTH- SPECIFIC """" GENERATION & SHARING
PATIENTS CARE PROVIDERS

Clinical virtual
care
Remote monitoring &
follow-up

....... TRAINING & E-LEARNING

Remote guidance and diagnosis

Source: Enrique Terol, DG Sante, EC
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IPOPI and EU Consortia
SCIDnet & Recomb

¢ * Multi-stakeholder consortia for the
__Q ~ research and development of gene
“ therapy for SCID

SCIDNET « EU grants (Horizon 2020)

\ \ ) « IPOPI's role: represent SCID
patients’ views on the research and

development process, incl. clinical

DE \/ELCFI 'G GENETIC MEDICINES FOR design, review of trial protocols,

« Consortium of university hospitals, associations, SME and
patient organisation from different European Union countries and
Switzerland
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Gene therapy In inherited bone marrow
disorders

« Cures now available for specific SCID and metabolic conditions
(and encouraging early results in hemoglobinopathies)

» First ever cures with Gene Therapy

« Morbidity and mortality still low compared to other treatments and
previous innovations

* New effective safer vectors are being used

« Each disease should be considered individually (gene regulation,

expression, tissue specificity)



GMP cell product manufacturing platform
One platform, multiple products

Ship to manufacturing

facility o ~ .
\ 9\ Isolate HSC
OO o solate S

Collect blood o B , \
e

ﬁ 2 Gene modify HSCs with
w99 disease specific vector

57 i .. f . .
Thaw and infuse
product o \ /

— -'\@
o w’. | © o Cryopreserve HSC product

Ship cryopreserved
product to hospital

GSK receives positive CHMP opinion in

Europe for Strimvelis™, the first gene
therapy to treat very rare disease, ADA-
s SCID
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The role of patient organisations...
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Advocacy

IPOPI PID Forums — Brexit impact for RDs/PIDs & Ageing with PIDs
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Growing older with a PID: transition of care and ageing
Recommendations of the International Patient Organisation fo
Primary Immunodeficiencies (IPOPI)
July 2017
Introduction

The International Patient Organisation for Pamary Immunodeficiencies (IPOPI) s the
association of national patient organisations, dedicated to improving awareness, access
to earfy diagnosis and optimal freatments for peopls with primary immunedeficiencies
[PIDs) worldwide.

PIDs are a group of more than 300 genetic mre disorders in which the mmune system

does not work adegquately or at all. PIDs are ofien regarded as a group of conditions
typically cbserved in pasdiatne age. However. PIDs affect patients throughout their ife,

and with increasingly more knowledge and awareness about rare diseases, more

e
Lt .
Don't Brexit on rare disease patients — the case of PIDs
Recommendations of the International Patient Organization for
Primary Immunodeficiencies
March 2017

Introduction

IFOPI s the Intermational Patient Organisation Tor Primary Immunogefidenclies. As the assoclation
of national patient organisations, 1 |5 dedicated o Improving awarsness, access to early dlagnosis
and optimal traatments for primany Immunogenciency (PID] patients wondwide.

Following the United Kingdom's (UK voie in the Brexit referendum, both the EU and the UK ane
cmendly preparing for the formal negotiation procass. The potential consequences of the UK leaving
tha EU are stll unknown, However, patlents with primary Immunadeficiendes (PIDs), heakhcane
professionals working In the field and other stakeholgers Involved with rare diseases have
SXpressed S2rpUs CONCEINS 300Ut the consaguences this poiltical witharawal from the U will endzl
for patients, as wel as healthzane professionals, researchers and other stakehokders,



SCID NBS Campaign ..

Commitfee on the Environment, Public Health and Food Safety

NOTICE TO MEMBERS
(0001/2013)

Question for Question Time in committee 00012013
vnder Bule 197 of the Rules of Procedure
by Glenis Willmott, Frédérique Ries. Mireslav Mikoladik

Subject:  Oral question on "Newbom screening for rare diseases”

Change.org Start a petition ~ Browse Q Login

Petitioning UK Newborn Screening committee
Stop the unnecessary deaths of babies. Include
SCID in the UK new-born screening programme!

@ Susie Ash London, United Kingdom

Sign this petition

24,917 have signed. Let’s get to 25,000.

Last name

Email




TRECS
program
Ongoing
discussion

TRECS/KRECS
Prospective screening

Political Map of Europe

TRECS
Ongoing
discussion

ld \4
e:; RUSSIA
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INTERNATIONAL

SF

BELORUSSIA

[YourEuropeMap. com|
is spansared by

pocket-talk.org
.

our Free Travel Dic tionaries!

TRECS/KRECS
Prospective
screening

PULCAND

UKRAINE

S

TRECS

Pilot program

TRECS/KRECS Due to start

Mass spec screening
For ADA

Pilot program




Implementation of PPLs of Care

NMO workshop — Interactive Session with all NMOs

Distribution of PPLs of Care Implementation Package
Started working on implementation survey
Used by doctors in Latam, Asia, Europe, Africa
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Primary immune deficiencies — principles of care

Helen Chapel ", Johan Prevot”, Hubert Bobby Gaspar’, Teresa Espandol”, Francisco A. Bonille®, Leire Solis®,
Josing Drabwel’ and The Editorial Board for Working Party on Principles of Care st IPO®] *
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INTRODUCTION
'WHY A FRINCIPLES OF CARE DDCUMERT/CALL T ACTION
Primary immune deficendies [ PIDs) area largeand growing group  normally helps: the body io fight infections caused by germs (or

Primary immung dafickences [PIDs] 2re a growing group of ovar 230 different disceders
causad by nafiective, absant or an increesing number of gain of function mutations in
mmura componants, manly calls and protens. Onoe recognized, these mra disceders
are traatable and n some cases curable. Otharwize untrastad FiDs are ofton chronic,
sanous, of even fatal. The disgnoss of PiDs can be dffiout dus 1o lack of awarenass or
facifitics for diagnosis, and managamant of PIDs is complax. This dooumant was prapared
by 2 worldwide multi-disoplinary taam of spocialists; it 2ims 10 sat out comprahansive
prnciplas of cara for FIDs. Thasa indiuda the mie of spocialized cartors, the mportance
of ragistncs, tha nead for mutinational rasaardch, the modo of pationt organizations, man-
agamaent and reatment options, the requiramant fior sustained aocess 1o all reatmants
nduding immunoglobulin tharapies and hamatoposctio stam cell transplantation, mpore
tart considarations for davaloping countries and suggestions for implamantation. 4 range
of healthcare polcies and senaces have to be put into place by povernmant aganoics and
healthecara providaens, to ansura that PID patonts workdwide have access 1o appropriate
and sustainable madical and support sanvices

¥ [primary

life-long, serious, and even faial The bwes of patients with PIDs
are profoundly Impacied by their condibion. The immune sysiem




Driving clinical care




Education

Primary immunodeficiencies

PIDS AND

: Moviae tr 1|
Treatments for primary _ Iov "7&‘) gel GOSN TESTINAL
immunodeficiencies: a guide {0 aquit cal

for patients and their families

N =
Primary immunodeficiencies

Vaccines and primary

pnmR\'IMHu‘NoxFOCIENCJES
SCIG INFUSIONS '
é‘é’.?éﬂ.‘éﬁ%s‘;”'“ immunodeficiencies

@_ l o - T Editors: J.L. Valverde and D. Watters
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Awareness — World Pl Week

22-29 April every year

INTERNATIONAL
B CRcA SN

IPOPI Supports local implementation of WPIW through IPOPI NMO """“:a:;
Support programme \

Dissemination of IPOPI Patient Information Materials and WPIW support
materials through network of NMOs

Promotion of World Pl Week through IPOPI’s Social Media Tools including
Facebook and Twitter

Participation of IPOPI Staff, Board Members and Medical Advisory Panel
in selected events

Since the inception of the campaign IPOPI has supported 103 NMO
national campaigns
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Working with others

PLUS Stakeholders Consensus

p I_U S Meetings
Organised since 2010 in either Dublin

PLATFORM OF PLASMA .
PROTEIN USERS or Estoril

OTENTIAL FOR
MANAGEMENT FOR PRIMARY
IMMUNODEFICIENCIES
IN AFRICA FROM A PATIENT
PERSPECTIVE

VITH HAEMOPHILIA

' PRIMARY IMMUNCDEFICIENCES. HAEMGFHILLA
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Conclusions

Few (none?) are the countries where fully effective
comprehensive care models have been implemented

The funding mechanisms involved in the financing of such
frameworks are country/region dependent

HTA assessments must take into account rarity of disorders

The vast majority of patients affected with a PID worldwide still
do not have access to their life saving and/or life enhancing
treatment

The situation is improving

IPOPI is committed to further develop as an international
advocacy organisation on behalf of PID patients worldwide

through collaboration with other PID stakeholders




Thank you for your attention!

Lf

g’ JLIKE US ON

facebook] facebook.com/IPOPIPID

3 ooV on @IPOPI_info

twitter

e e YouTube.com/IPOPIPID
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