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IPOPI

* The association of national PID patient organisations dedicated
to Improving:
* Improve access to early diagnosis & patient-centred care
 Build capacity & support national member organisations
« Educate, promote knowledge and data-sharing
« Strengthen multi stakeholder cooperation

 To Improve the lives of people living with a primary
Immunodeficiency (PID), worldwide
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IPOPI| Worldwide




What are PIDs?

autoimmunity/
inflammation

allergy

other




|G therapies & PIDs

* Immunoglobulin therapies (IG) are plasma-derived medicinal products:
biologics

* PID patients who require life long |G replacement therapy will:
« Each have an individualised dose of Ig to prevent infections
« Each have a unigue trough IgG level to prevent bacterial infection
* Not every product will suit every patient : Not generic!

* Improved patient survival in connection to higher IG dosing has been
demonstrated

* |G therapies are considered as Essential Medicines by the WHO both
for adult and children with PIDs.
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What do PID Patients need ?

Access to Igs!
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Access to IGs In the world

» est. 80% of PID patients do not have access to appropriate therapy on a
worldwide basis

* Prevalence ranges differ from region to region

« Assuming the range of prevalence estimates varies between 1/1,200 and
1/5,000* patients for PIDs and based on the latter more conservative
prevalence (200 per million population) we estimate that at least:

* 1.4 million people live with a PID worldwide of which a majority would
require |G therapy

« = 305 tons of Igs needed to cover PID patient needs (conservative
estimate)
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22 Years of Worldwide Plasma Proteins Market Growth
(Without Recombinant products)

1996 2018

nnual growth

7.4% a
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Total Market: $4.8 billion

Total Market: $24 billion 4
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THE WORLDWIDE PLASMA PROTEINS MARKET BY REGION - 2018
WITHOUT RECOMBINANT FACTORS
Total Market $24,052 Million

Asia & Pacific

Latin America

Europe

North America
Middle East & Africa




THE IVIG MARKET IN VOLUME BY REGION - 2018

Total Market 211 Metric Tons
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AVERAGE IVIG/SCIG CONSUMPTION BY COUNTRY
(Kilograms per Million People)
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What do PID Patients in LIMCs face ?
Many hurdles




Immunoglobulin access globally (all routes)
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Access challenges in LMICs

* Plasma as raw resource
 Collection when existing, not meeting the international quality criteria
« Plasma waste
« Donation not in the culture (outside for family members)

e Access to treatment

* Little awareness / interest from Health authorities for IgT as they address
the most prevalent conditions at first (Malaria, TB, ...)

* IgT considered very expensive, especially international ones (lg, devices)
* Few local / regional facilities for quality fractionation

 Contract fractionation difficult because of quality of plasma

» Poor or inexistent health insurance systems

)
\® . Remote area
 People living in remote areas in an even worst situation



Has COVID-19 made the situation more difficult?

Yes unfortunately




Impact of COVID-19

Replies received per region (n=30) _ _
Region Overview
Europe and Central Asia Asia

Belarus Inc?ia
Estonia China a4
France Indonesia

® Europe Germany "u"ietn-am - -
Greece Latin America and Caribbean

= Asia Iceland Argentina
ireland Ecuador

= Latin America and Caribbean Italy 4

El Salvador
) Poland
North America Pnrtugal 17 Mexico

m Africa Slovakia North America
Sweden Car_mda 2

m Oceania United States

Africa
Russia Kenya
The Netherlands Sudan
Spain Uganda 3
() ’ ‘ Ukraine Oceania
\ & 2% Turkey Australia | 1

IPOP! 4.
T Source: IPOPI members survey 2021

FOR FRIMARY IMMUNCOEFICIENCIES




Level In which the Ig shortage was felt

Since the start of the pandemic, have patients with PIDs experienced Ig tensions or
shortages in the countries... (multiple options posible)

Do you know at which level the shortage/tension was felt?

(n=34)
I don't know [l 1 Overview Question 2 N answers
Yes, at national level 16
Yes, at hospital level 5
Yes, at provincial/regional level _ 3
Yes, at provincial/regional level 3
Yes, at hospital level _ 5 No 9
ves, atnational tevel | N 5 S -
Total of answers 34
0 2 4 6 8 10 12 14 16 18

Source: IPOPI members survey 2021



Observations

‘ Blood and Plasma donations as a result of COVID-19

x donation rates usually during humanitarian crisis, not this time!
’ awareness of plasma and its vital therapeutic role

=) convalescent plasma and hyperimmune

m=) patient needs at the forefront of policy discussions

==) donors compensated or not? little attention paid to it

== |_MIC structurally face access difficulties: Supply tensions on a

worldwide scale do not help, now further increased by COVID-19
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What is IPOPI doing? _
Working on

several fronts!




Raising awareness and empowering patients
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O u r fo CU S O n p | aS m a JPrion {il:gbizz:le:]nel:l;gnoglubulin supply: steaming towards

Johan Prevot* and Stephen Jolles®

P | D P H | E n Purpose of review
| | E This review describes how plasma is sourced for fractionation into plasma-derived medicinal products
(PDMPs), such as immunoglobulin (lg) together with differences between plasma from whole blood
[recovered plasma) and from plasmapheresis [source plasma) in tlerms of global plasma supply. Specific

areas of growth in immunoglobulin use are identified alongside novel therapies, which may reduce

demand for some immunoglobulin indications.

Recent findings

There has been a 6-8% annual growth in immunoglobulin use. Secondary immunodsficiency alongside
improved recognition and diagnosis primary immunodsficiency disordsrs are drivers whereas the novel

neonatal Fe receplor inhibitors (FcRni] may reduce demand for some immunomodulatory indications.

Summary
There is a signiﬁcunl geographical imbalance in global supply of plasma with 65% collected in the United
States. This results in a dependency of other countries on United States supply and argues for both more
ﬁ- plasma supply and greater regionally balanced plasma collection. In addition, progress towards a
.

transparent, regulated and well tolerated framework for the coexistence of unpﬂ:d and compensated plasma

s of plet ot i Ho soing hrapy o cors ofdonrs v o sy of o and PP
D 0 n 0 RS CONFERENCE ON THE EVALUATION OF THE EU LEGISLATION ON BLOOD, TISSUES
AND CELLS

Panel 5 FUTURE ACCESS TO
PLUS  pLASMA DERIVED
15:30 to 16:40 | MEDICINAL PRODUCTS:
PATIENT CENTERED
DECISION MAKING

2019-10-28 |

Patients call for:

1. Increased supply and free movement of safe and efficacious PDMPs
developed on robust GMPs with the goal to meet patients’ growing
needs

2. Development of guidelines, policy & legislation should be based on FACTS
& SCIENCE & experience (not ideology)

3. Safety of patients means global sufficiency based on regionally balanced
plasma collection (each region has to do more, incl. the EU)

4. Avoid wastage of plasma

5. Develop or strengthen plasmapheresis programmes when possible, only
way to increase plasma collection

6. Encourage the co-existence of public & private plasma collection to face
the needed investments and benefit from existent knowledge and
experience

7. Future EU legislation on PDMPs should be patient-centred

g@:& World Health
oY Organization

29" September 2020 In collaboration with
15:00-16:30 CET MEP Sirpa Pietikainen
(EPP)
Online Event

Comments on WHO Working Document

Title of the document:

Increasing supplies of plasma-derived medicinal products in low-and middle-income countries
through fractionation of domestic plasma

Comments submitted by: Leire Salis IPOPI)

Telephone number: +351 21 407 5720

Address: Av. Aida, Bloco 8, Escritério 821; 2765-187 Estoril, Portugal
Email: Jeire@ipopi.org

Date: 21 October 2020
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Advocating for change
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Principles of care used in LMICs

 Publications of PID principles of car
« Advocacy support toolkit )

* Implementation survey ’ =
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Advancing Clinical Care & Research

Types of Vaccines

Live vaccines < -y -
* Live attenuated > g™
Primary Immunodeficiencies [ - - - f . iﬁ.& ' ‘
= Killed inactivated 9 RN e -
. ; of p ; A r -
resulting in human disease = * Toxoids © — S o
« mmune dysreguiaton: severeecument nfecton, e cCell fractions - Im s <
autolmmunityinflammation, allergy, cat e
 nedence: “ae” = = Recombinant vaccines

= DNA vaccines
MRNA vaccines

did we get here and how does it work?

1UIS new classification - How
Speaker: Prof Stuart Tangye

Patient Preference and Adherence Dove

ORIGINAL RESEARCH

The Development of a New Questionnaire to
Measure the Burden of Immunoglobulin Treatment

in Patients with Primary Immunodeficiencies: The
lgBoT-35

AL § Recomb
;, European Granulomatous-Lymphaocytic
TQ 7 & Interstitial Lung Disease Network
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This article was published in the following Dove Press journal:
Patient Preference and Adherence

Pww. dove press.com/ by 46.189.253.13 on 03-Sep-2020

Georgina L Jones‘ Purpose: To describe the development and psychometric testing of a new questionnaire to
Kate Williams 2 measure the burden of immunoglobulin treatment (lg) from the perspective of patients with
INTERNATIONAL E Mark Edmandson-]onesl primary immunodeficiencies (PID).
PATIENT ORGANISATION ) 2 " r AR TRTL N, (r— adinie 0 atiants
FOR FRIMARY I ] Johan Prevot® Patients and Methods: An online, cross-sectional survey was administered to PID patients
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How to improve availability of 1G therapies in LMICs?

More plasma & quality
Less wastage




NNNNNNNNNNNNN
PATIENT ORGANISATION

How to improve plasma availability?

IPOPI collaborates through the Platform of Plasma Users (PLUS), in the
preparation of recommendations to ensure the availability of plasma. -
Dublin Consensus statements & Other PLUS position papers

Key ideas and suggestions (on blood and plasma management):
* Increase the availability of high quality plasma for fractionation.

 Urgent need to improve GMP practises and thereby enabling
fractionation into products for patients

* Implement measures to avoid the wastage of plasma recovered from
whole blood.



How to improve plasma availability?

« Key ideas and suggestions (continuation):

* Provide an adequate supply of PDMPs from recovered and source
plasma to meet patient needs on a global level.

» Public and private sectors co-existing or even collaborating to leverage
plasma collection capacity

* The needs of patients should determine the optimal collection of blood
and plasma.

* IPOPI and PID patients need & support both blood and plasma
donors
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Conclusions

|G therapies are the ‘driving product’ of the PDMPs industry

The demand for Ig therapies has been growing annually at 6-8%

Supply tensions happening on a recurring basis and further worsened by COVID19
PID patients need IG therapies and do not have any alternative treatments
Significant disparities in terms of PID diagnosis rates and patient access to IG

LMICs most affected!



Conclusions

INTERNATIONAL
LI

Significant imbalance in global plasma collection with 65% of this being from the US

Need for regionally balanced collection to reach global sufficiency in PDMPs & better

access in LMICs
Need for personalized treatments & patient-centred policies, more medical expertise
Collaboration guided by patient needs, donor care, safety of PDMPs and a better

understanding of the differences between blood and plasma and their derived

therapies

Plasma and PDMPs supply is a basic healthcare need and a safety issue. An

insufficient supply is a major safety risk to patients.
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