Blood Banks and Plasma Centers:
Converging Strategies for Meeting Patient Needs
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Innovators in addressing patient needs on a
global scale.

SHAPING
AN INDUSTRY

José Antonio Grifols Lucas (right)
and Dr. Edwin J. Cohn (left)
attending the International Blood
Transfusion Congress, 1951

The pioneers of bedside apheresis (José Antonio Grifols Lucas) and
plasma fractionation (Dr. Edwin J. Cohn).




Consolidated and Vertically Integrated Industry

1985 - Principal Producers of Human Plasma Derivatives for the US Market

Alpha Therapuetics California Green Cross (Japan)
Armour lllinois Cannaught (Canada)
Connaught Canada Revlon (USA)

Cutter North Carolina Bayer (Germany)
Hyland California Baxter Travenol (USA)
Immuno Michigan/Austria Immuno (Austria)
Massachusetts State Lab Massachusetts State of Massachusetts
Michigan State Lab Michigan State of Michigan

New York Blood Center New York New York Blood Center
Swiss Red Cross Switzerland Swiss Red Cross
Netherlands Red Cross Netherlands Netherlands Red Cross

Source: Blood Policy and Technology, US Congress, Office of Technology Assessment (1985), Table 21.
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Sources of Plasma Worldwide
In 2014, 36.9 MM liters of plasma were fractionated worldwide

75% from plasmapheresis (85% from the US)
 27.9 MM obtained by plasmapheresis
* 8.9 MM obtained by whole blood donations
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Changing dynamics in the sources of plasma for PDMP

« Dramatic increases in Source Plasma since the early 2000’s
» Flat and recently declining availability of recovered plasma.

Do the labels we use benefit or harm
patient access to PDMP?

TYPE OF PLASVIA PROCESSED IN NORTH AMERICA - 1996 70 2012 TYPEOF PLASMA PROCESSED IN EUROPE - 199610 2012
B il v e COMMERCIAL COMUPANIES & NON-FROFIT ORGANIZATIONS
{"Thousumi Liters}




When is Source Plasma not Source Plasma?
When it is apheresis plasma.

We request prompt follow up and agency action on this A o
issue . . . the most efficient use of apheresis plasma from %y It’s&f{,”fgpmm
volunteer (unpaid) donors for further manufacturing . . . Aoust g, )
for fractionation into life-saving derivatives.

Volunteer donor plasma should be regulated RERME;A/T
consistently, regardless of its method of collection. Vf::Comm,-ss,-o;,,,j:amymphe
The Circular of Information for the Use of Human Blood pening bl o
and Blood Components makes no distinction between sl e Toded e o
plasma based on the collection method. Clinical 1o ey~ 1 ey 200ncy 2SS 1 i n
indications for plasma are the same regardless of the ol . bfoa;Zz;:f.hgf‘c’;n‘;;?:;;gfaéﬁ;We‘“h‘fv’fzgzsggﬁﬁi"L%_Z'f:a’i’i’g:t
method of collection, whether from apheresis or whole Amh%hcamkrhhb,.,g o ’"(,g,s
blood collection. . . . bt i 5

We b,
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®rapig,

Shouldn’t all plasma for PDMP be held to the
same standards and requirements? SR E i ]

August 18, 2014
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Threats to Patient Access and Treatment

Ontario Prohibits Paid Donation
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The Voice of the Patient Community is Clear

Compensation for
PPlasma Donation in Ontario:
A CAUTIONARY TALE
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The HIV crisis of
ke v the 1980’s has

by ol durs o -
i ‘ " y 1 Wb cwar be Dr. Margaret Chan
PR VRSN A Director General

World Health Organization
T oA lbe v s wlivg e Geneva, Switzerland au US a a
b lewy v b B chanm@who.int

n n .
Subject: Rome D i ing Self- i in Safe Blood and Blood
Products, based on Voluntary Non-Remunerated Donation e p a I e n VO I Ce I S

Dear Dr. Chan,

,'. . z Z " [ [} [}
.‘ S, oy The American Plasma Users Coalition (APLUS) is a coalition of national patient organizations
g g S created to address the unique needs of patients with rare diseases that use life-saving plasma essel I Ia I I l O I‘ : -
5 % , protein therapies. Together our coalition represents more than 125,000 Americans living with

chronic disorders who depend upon plasma protein therapies to lead healthy, productive lives.

We also stand in support of statements by our counterpart, the Platform of Plasma Protein

n
We are writing to express concerns regarding the Rome Declaration on Achieving Self-
Sufficiency in Safe Blood and Blood Products, based on Voluntary Non-Remunerated Donation. l I I a I l I g
Users (PLUS), in PLUS'’s letter dated May 21, 2014.

We agree with PLUS that the Rome Declaration recommendations may seriously and adversely
impact access to treatments for patients relying on life-saving and life-enhancing plasma
derived medicinal products, several of which are classified by WHO as essential medicines both
for adults and children.

In the United States there is no policy ictil voluntary i of plasma.
The majority of safe and effective plasma derived medicinal products are produced from plasma
obtained through apheresls of remuneraled plasma donors. There is no evidence that

plasma ave i safety risks for patients in the United States.
Rather, there is a robust and safe supply of plasma products for the ever-increasing demand for
such products to treat various rare and chronic disorders.

While we support the importance of voluntary blood and plasma donation for labile products, we
believe that if in the Rome D are there will be a
serious decline in the supply of plasma-derived medicinal products, which will leave patients
who need life-saving plasma treatments at severe risk of not having access to their treatments.
On several occasions we have indicated our support for the importance of and necessary
coexistence of both voluntary and remunerated systems as essential.*

According to estimates of the Market Research Bureau, in 2010, 32.8 million liters of plasma
and is) will be collected ide. Of this amount, 20.4 million liters (62%)
will be collected in North America;? the vast majority of this amount is collected in the United
States. Plasma derivatives made from United States source and recovered plasma are essential
if we are to meet patient needs globally. Without these products, there will be a global shortage

1|Page
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Treatment Gap for Patients in Need

A
@ WFH /;;smmg 75% of people with bleeding disorders still receive very
Treatment for All .
inadequate treatment or no treatment at all. The
percentage is even higher for those with von Willebrand
disease and rare factor deficiencies.

World Federation of Hemophilia

A

1 Of the estimated 100,000 people with Alpha-1 in the U.S.,
90% don’t know they have it.

ALPHA-1

FOUNDATION

@ Immune IDF conducted a national internet survey in 2010, which
[ 2efieienoY  showed that less than half (46%) of patients with PIDD

who have a diagnosis which IG is the recommended
therapy are being treated with any form of IG.
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PDMP Growth Drivers — Unmet Patient Need

We have only scratched the surface of potential

therapeutic uses from proteins found in human plasma.

* More than 1,000 proteins have been identified in human plasma
« Only 20 of those identified currently have therapeutic application
* From that, only 4 proteins account for more than 70% of patient use

« 200 therapeutic uses have been identified for PDMP

10 GRIFOLS 7%



An Evolution in the Relationship Between

the Blood and Plasma Sectors

A relatively peaceful co-existence for Location (City, State)

more than 40 years.
Phoenix, AZ
Dallas, TX
El Paso, TX
Milwaukee, WI

Indianapolis, IN

San Diego, CA

Salt Lake City, UT
Fayetteville, NC

Moorhead, MN, and Fargo, ND
Orlando, FL

Colorado Springs, CO
Cleveland, OH

Numbers of plasma

centers and blood centers
in select US cities.

W NN W W w B DD 01w o0 o

Number of Plasma Donation Number of Blood
Centers Donation Centers
3 2

- A N B DD WO W ww o

Given the changing supply dynamics for blood and recovered

plasma — how will the relationship betwee
plasma centers change?

n blood banks and

1"
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Shared approaches on ensuring blood and plasma supply

4@ Carter BloodCare

Be a part of something great.

Ensagaficl | DENECOD

DOMATE BLOOC SOCO FACTS  YOU CAN MELF

My one reason for donating plasma?:

B . My nephew n
:u: Earn points & get it to stay alive. ws

As a new donor you could earn $100 in one weeks
Donate today at:
Talecris Plasma Resources

1501 Moore Ave., Pugblo  (719) 544-3009 R

GRIFOLS

Give blood at participating
locations* and start earming points
that can be redeemed for all
kinds of Great Rewards!

*Includes sl Carter BloodCare

Donor Centers and all blood drives

an appointment today at 10 IFEPLASMACON

W THE REWARDS 2) EARN POINTS FOR 3) REDEEM YOUR POINTS m g el S
HO 450 Getz Road * ﬂﬂ"ﬂm * 250-434-1922
PROGRAM WORKS: EACH BLOOD DRIVE... FOR FUN STUFF! 1 F !

ViSIT BIOLFEPLASMA COM
\

T0 SCHEDULE YOUR DONATION

t‘“nnu

T DONATED IN SIX
D 5E £

1) COORDINATE A
BLOOD DRIVE AND YOU
ARE AUTOMATICALLY

12



Addressing Challenges Going Forward

Shedding old stereotypes and biases Accommodating changing market dynamics
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BUSINESS DAY | NYT NOW

Blood Industry Shrinks as Transfusions Decline

By MATTHEW L. WALD  AUG. 22, 2014

Changes in medicine have eliminated the need for millions of blood transfusions,
which is good news for patients getting procedures like coronary bypasses and
other procedures that once required a lot of blood.

But the trend is wreaking havoc in the blood bank business, forcing a wave
of mergers and job cutbacks unlike anything the industry, which became large
scale after World War 11, has ever seen.

Transfusions are down almost one-third over the last five years, to about 11
million units last year from about 15 million units, according to the American
Red Cross, which has about 40 percent of the market. With “minimally invasive”
techniques like laparoscopic surgery and other shifts in medicine, demand for
blood continues to drop despite population growth and a soaring number of
people over 65, who have the most surgeries requiring blood.

Blood bank revenue is falling, and the decline may reach $1.5 billion a year
this year from a high of $5 billion in 2008.

As fewer units of blood are used, hospitals, seeing strong supply and weak
O 0 as ma, We at, an demand, are asking for a lower price per unit.

As a result, the blood bank business has already lost some jobs, and the

losses will reach as high as 12,000 within the next three to five years, roughly a
e ars quarter of the total in the industry, according to the Red Cross. Officials there
expressed some concern that the decline could reduce the system’s ability to
When cobbling together a livable income, many of America’s poorest respond to crises or to invest in new products or research.
people rely on the Stlpends th ey receive for donatin g plas ma. From time to time since 2008, the Red Cross operated at a deficit. But it

balanced its budget partly by cutting 1,500 jobs. Shaun Gilmore, president of
Biomedical Services at the American Red Cross, said the organization was also
looking to give up some real estate as it shrinks its operations to an appropriate
size.
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Converging Strategies for Meeting
Patient Needs

Mark W. Skinner JD

IPFA / BCA Symposium — Future for Blood and Plasma
Donation

28 September 2015

Dallas, Texas

Skinner IPA Ltd. 2015



APLUS, PLUS — Globally Connected

* The American Plasma Users Coalition (APLUS) is a coalition of

A national patient organizations created to address the unique
needs of patients with rare diseases that use life-saving plasma
PLUS protein therapies. Together our coalition represents more than

125,000 Americans living with chronic disorders who depend

upon plasma protein therapies to lead healthy, productive

lives.

* The Platform of Plasma Protein Users (PLUS) is a consortium
of 7 patient organizations representing people living with

p LU S treatable rare plasma related disorders such as haemophilia,

= e Pprimary immunodeficiencies and alphal anti-trypsin deficiency

DPOTVI\J U ERS . .
- among others. Together these organizations they represent

the views of more than 110,000 people living with treatable

rare plasma related disorders in Europe.

Skinner IPA Ltd. 2015



PLUS Consensus Statements
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The Dublin Consensus Statement on vital issues relating to
the collection of blood and nlasma and the manufacture of

plasma products
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The goal was to negotiate 3 revised set of princi
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representing organisations as follows:
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Haemophilia Consortium (EHC) and Irish H
Society, David Watters-IPOPI, Larry Wan
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InTERNATIONAL FORUM

medicinal products

Brian OMshony

ptimised supply of pl derived

Irish Haemophilia Society, Steering Group PLUS, Dublin, Ireland

Following previous consensus conferences in
Dublin in 2010 and 2011, consensus statements were
published'? on vital issues relating to the collection

Irish Haemopiils Society; Lamry Waren and Johmn

Immunodeficiency (IPOPI); David Page, World

ofblood Federation of Hemophilia (WFH);
‘medicinal products. Following the publi ofthe - Other A-PLUS and WFH;
statement from the 2011 conference, it was sgreed  Charles Waller and Albert F:

by participants that the focus of the next consensus
conference should be on optimisation of the supply of
plasma-derived medicinal products. In January 2012
a further conference was convened in Dublin under
the auspices of the plasma users coalition (PLUS) to
discuss the relevant issues relating to optimising the
supply of plasma-derived medicinal products and to
see whether a consensus could be achieved with regard
to recommendations to be made to assist in achieving
this objective which could be potentially accepted by
most stakeholders including global patients, donors,
‘manufacturing and provider organisations. PLUS was
eager to continue the constructive dialogue that had
in2010 and 2011

PLU

‘manufactured from plasma. The goal of PLUS in this
work is to help encourage the production of a sufficient
supply of safe and effective plasma-derived medicinal

armugia, Plasma Proteins
Therapeutics Association (PPTA); Robert Perry
and Theo Ev Plasma Fractionation
Association (IPFA); Roger Dodd, International
Society of Blood Transfusion (ISBT); Karin
Magaussen, International Federation of Blood Donor

izt ); im America's
Blood Centers (ABCY); Gilles Folléa, European Blood
Alance (EBA), Mark Weinsten, Food nd Drug

Ssms(as).mms-nqm,aemu
Poel and Joan O Riordan, European Directorate for
the Quality of Medicines and Healthcare (EDQM);
Patrick Robert, Market Research Bureau and William
Murphy, Health Service Executive, Ireland who
chaired the discussion. The representatives from
EDQM and FDA attended as observers and were
Dot requested to consider endorsing the resulting
statement.

A number of other

that the collection systems for blood and

Thalassemia

plasma-derived medicinal products are interrelated in a

Federation of Red Cross and Red Crescent Societies but

considerations relating to the supply of plasma-derived

to attend due to other commitments.
The Dublin Consensus 2012 statement was agreed

derived medicinal products by both industry and the
‘not-for-profit sectors, and the views of national blood
authorities and patient and doner organisations.
The meeting was attended by the following persons
representing organisations as follows:
- PLUS members: Brian O'Mshony (Convenor),
European Haemophilia Consortium (EHC) and

by all the parti present as being suitable for
submission to their organisations for consideration and
possible endorsement.

As of September 1¢, 2012, the Dublin Consensus
Statement 2012

organisations: PLUS member organisations”, the A-PLUS
(American Plasma Users coalition)’, the Network of Rare
Blood Disorder Organisations (Canads)", the Intemational

e (APOPT), e World
e Coar (EHC), Ala Eusope, Idicpathic Heroditaey Angiodems
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TP (Thrombortic Themsbocytopenic Purpura), Apistic Asemia and Myclodyspiasia
),

Heredity Angiosdema Network (CHAEN), Cinadin Imasanodeticencies
(CORD),

Pases Ogtaanton (CTPO Coaadan Ovpaizaon f Rare Disoders

0d e

* Endorsed by 29 Patient
Organizations whose
members rely upon
plasma derived
medicinal prodcuts

Endorsed or supported
in principle by:

- IPFA (2010,2011,2012)
- EBA (2010,2011,2012
- ISBT (2010,2011,2012)
- PPTA (2010,2011,2012)
_ FIODS (2011,2012)

- Attended by FDA, EMA,
WHO
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PLUS Consensus Statements

Consensus 2010

* “Plasma products made from both non — remunerated and
remunerated donations are currently essential to meet
global health needs.”

* “Activities undertaken to collect or promote adequate
supplies of blood products should take into account the
ability of those who collect plasma for fractionation to
meet the requirements of patients who rely on these
therapies.”

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

Skinner IPA Ltd. 2015



PLUS Consensus Statements

Consensus 2011

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

- do not seek to ban or stigmatise 1 supply
* “An insufficient supply is a major risk to patients”
* “All donations should be voluntary”

- replacement donors

- payment or time off work — both voluntary

* “Organisations involved in blood and plasma collection
should co-operate with the goal of ensuring the health of
the donor and potential blood component and PDMP
recipients.”

Skinner IPA Ltd. 2015



Component Plasma

America’s Blood Centers™ S —
. ' It’s About Life Tok 2023935725 Fax. 202386-182

1-888-USBLOOD & www. AmericasBlood.org|

August 18, 2014

Dr. Margaret A. Hamburg

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

RE: Regulatory parity for apheresis plasma and plasma from whole blood
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Rome Declaration

S PPTA

Plasma Protein Therapeutics Association

Dr Marie Paule Kieny

Assistant Director General Health Systems and Innovation
World Health Organization

E-mail: kienym@who.int

Ref: WHO14003

May 16, 2014

Dear Dr. Kieny:

| am writing to you i
Achieving Self-Sufficie
Remunerated Donatiol
High Level Policy Mak

On May 19, 2014 ther ]—V
at serving a renewed

consistency with the R| Platform of Plasma Protein Usera

9 and May 14) and req

no answer as of today, 21 May 2014

PPTA is the intern

representing the m Dr. Margaret Chan

recombinant analogue| Director General

include cloting facto World Health Organisation
P Geneva, Switzerland

persons with immune chanm@who.int

These therapies are tt|

indications available cc:

estimated that over 70| Dr. Marie-Paul Kieny

Assistant Director General Health Systems & Innovation

kienym@who.int

Mr Cees de Joncheere, Director Essential Medicines

private sector manufac

The afore mentioned R & Health Products
measures which certa dejoncheerec@who.int
these lifesaving therap
achieved. Subject: Rome ion on Achieving Self: in Safe Blood and Blood Products,
based on Voluntary N Donation
The current Rome D Dear Dr. Chan,
unnecessary damage.
- During the mee We are writing to you on behalf of PLUS, (he Platform of Plasma Proteln Users, to express our
various stakeho! serious concerns regarding the Rome D on Achieving Self- in Safe Blood and
Patients Blood Products, based on Voluntary Non-Remunerated Donation (see enclosed) and request a
° meeting to further discuss.
o Regulato|
o Countrie: PLUS is a consortium of several patient organisations representing people living with treatable rare
o plasma related disorders such as primary and alphat anti-trypsin

Private s deficiency among others.

147 We are extremely concerned with the Rome Declaration which in our view puts forward dangerous

tel: 202789 3100 - 41 recommendations that could seriously impact access to treatments for patients relying on life-saving

and life-enhancing plasma derived medicinal products, several of which are classified by WHO as
essential medicines both for adults and children.

Today, the majority of safe and effective plasma derived medicinal products is produced from plasma

s 2 obtained through apheresis (paid plasma donations), whilst a minority of these products is produced

from plasma recovered from blood (unpaid blood donations). Irrespectively of their source material
(whether they are produced from apheresis or recovered plasma), plasma derived medicinal products
are crucially needed and life-saving treatments which undergo strict regulatory approval processes.
The European Medicines Agency considers that there is no difference between products made from
apheresis or recovered plasma both from an efficacy and safety standpoint (CPMP Position

on N and Donors: Safety and Supply of Plasma-Derived
Medicinal Products, EMEA/CPMP/BWP/1818/02/Final).

Please reply to: johan@ipopi.org, PLUS, Firside, Main Road, PL11 3LE Downderry, United Kingdom
e
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June 2, 2014

Dr. Margaret Chan
Director General

World Health Organization
Geneva, Switzerland

chanm@who.int

Subject: Rome D ion on ing Self: in Safe Blood and Blood
Products, based on Voluntary Non-Remunerated Donation

Dear Dr. Chan,

The American Plasma Users Coalition (APLUS) is a coalition of national patient organizations
created to address the unique needs of patients with rare diseases that use life-saving plasma
protein therapies. Together our coalition represents more than 125,000 Americans living with

chronic disorders who depend upon plasma protein therapies to lead healthy, productive lives.

We are writing to express concerns regarding the Rome Declaration on Achieving Self-
Sufficiency in Safe Blood and Blood Products, based on Voluntary Non-Remunerated Donation.
We also stand in support of statements by our counterpart, the Platform of Plasma Protein
Users (PLUS), in PLUS's letter dated May 21, 2014.

We agree with PLUS that the Rome Declaration recommendations may seriously and adversely
impact access to treatments for patients relying on life-saving and life-enhancing plasma
derived medicinal products, several of which are classified by WHO as essential medicines both
for adults and children.

In the United States there is no policy restricting remunerated voluntary donations of plasma.
The majority of safe and effective plasma derived medicinal products are produced from plasma
obtained through apheresis of remunerated plasma donors. There is no evidence that
remunerated plasma donations have increased safety risks for patients in the United States.
Rather, there is a robust and safe supply of plasma products for the ever-increasing demand for
such products to treat various rare and chronic disorders.

While we support the |mponance of voluntary blood and plasma donation for labile products, we
believe that if 1s in the Rome D are there will be a
serious decline in the supply of plasma-derived medicinal products, which will leave patients
who need life-saving plasma treatments at severe risk of not having access to their treatments.
On several occasions we have indicated our support for the importance of and necessary
coexistence of both voluntary and remunerated systems as essential.**®

According to estimates of the Market Research Bureau, in 2010, 32.8 million liters of plasma
(recovered and apheresis) will be collected worldwide. Of this amount, 20.4 million liters (62%)
will be collected in North America;* the vast majority of this amount is collected in the United
States. Plasma derivatives made from United States source and recovered plasma are essential
if we are to meet patient needs globally. Without these products, there will be a global shortage
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