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INTRODUCTION

In general usage, plasma donation is often confused with blood donation, and
people are unaware of the uses of plasma — which accounts for the majority
of the blood used to manufacture essential medicines to treat a range of dis-
eases. Likewise, there is little awareness of what collecting and processing
plasma involves. As a result, discussions of “altruism and solidarity” with
regard to donation tend to deal in generalizations, while ethical evaluations
fail to distinguish between blood and plasma donation.

For decades, blood donation has been the ultimate paradigm of altruism and
solidarity in Spain, with its origins in the social solidarity shown in response
to calls for blood to treat the wounded during the Spanish Civil War (1936-
39). In popular culture, blood donation is seen as a voluntary altruistic action,
for which the only recompense is social recognition.

Plasma donation, by contrast, arose out of the health system’s needs for suffi-
cient quantities of raw material to produce medicines that were essential to
treat those suffering from specific diseases for which there was no alternative
therapy. The plasma recovered from whole blood does not come close to
meeting production requirements, and this prompted the development of
plasmapheresis, a technique that makes it possible to collect plasma alone,
which has the additional benefit of far faster recovery times than whole blood
donation. However, plasma collection cannot easily follow the pattern of
whole blood donation, because it requires regular donors, the donation pro-
cess is longer, and it requires costly infrastructure to guarantee the safety and
quality of the plasma submitted for fractionation and manufacturing.

This means that it is questionable as to whether plasma self-sufficiency is
attainable in an individual country or region, at least in the short to medium
term, and particularly if based exclusively on unpaid donation. The reality is
that most countries have to purchase plasma products from companies that
manufacture them using plasma from individuals who are remunerated for
their donation, as the plasma obtained from each country’s altruistic donors
is not remotely sufficient to meet demand for these products.



Introduction

In view of this fact — which is confirmed by statistics — the Victor Grifols i
Lucas Foundation considered whether payment for plasma donation can be
justified, and if some of the arguments traditionally raised against remunera-
tion (“the commercialization of blood exploits the poor”, “human life should
never be the object of trade”, “financial incentives undermine the intrinsic
value of the altruistic act because it changes the objectives”, “paid donation
endangers the safety of donated product” etc.) are still valid, or whether med-
ical progress and the growing needs of the world population mean we should
review some of our beliefs about donation, as has happened in other spheres
such as assisted reproduction.

The participants in “Ethics and plasma donation: an overview” provided both
information and analysis, enriching this ongoing debate to help readers reach
an informed decision on the issue.

Nuiria Terribas
Director of the Victor Grifols i Lucas Foundation
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The notion that the human body should never be the object of commercial
transactions is the principle that provides the basis for prohibiting compen-
sation — whether monetary or otherwise — for the donation of human organs
or body parts, including blood and plasma. A series of declarations from
international institutions, such as the World Health Organization and the
Council of Europe, and legislation in most European countries, recommends
and in some cases dictates that blood donation should be voluntary and
unpaid. The ethical principles of altruism and solidarity, along with the idea
that unpaid blood donation is a guarantee of safety, reinforce the belief in
altruistic donation.

The principal source of arguments in favour of altruistic donation is Richard
Titmuss’ book, The Gift Relationship, published in 1970. In it, Titmuss con-
siders the phenomenon of gift-giving in primitive societies in which there is
no economic exchange. Drawing on the theories of anthropologists such as
Marcel Mauss, Bronislaw Malinowski and Claude Lévi Strauss, Titmuss
describes donation as a reciprocal relationship which has disappeared in
so-called advanced societies. The booK’s great achievement lies not just in its
identification of the value of gifts at a time when giving without expecting
anything in return is so rare, but also in the fieldwork he conducts to stress
the importance and necessity of defending such relationships. He compares
the blood donation system in the United States and Japan, where donors are
paid, with that in the United Kingdom, where donation occurs as part of a
public system in which there is no remuneration. The study uses empirical
data to show that altruistic donation is a self-supporting system where it is
dominant, but disappears where it co-exists with paid donation. He found
that, over the same ten-year period, while unrewarded donation almost dis-
appeared in the United States and Japan, it remained stable and actually
increased in the United Kingdom.

Richard Titmuss was an interesting individual, an autodidact and civil ser-
vant with limited academic training, who became a professor at the London
School of Economics. Convinced of the value of social policies, he dedicated
his life to defending them and demonstrating their benefits. His book on
donation reflected his unbreakable commitment to building a solid welfare
state as the only way of overcoming poverty and meeting people’s basic needs.
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Titmuss’ text is extremely important. However, it is also true that both blood
donation and the wider medical needs it has to meet have changed radically
in the almost half-century since the book was published. Nor can we ignore
the technological innovation or the far-reaching social, economic and cultur-
al changes which might have influenced his analysis.

We need to start by asking three fundamental questions:

1. Can the concept of the “gift” be extrapolated to contemporary societies?
2. Can blood donation and plasma donation be compared?
3. Is financial payment justifiable for plasma donation?

In reality, the widespread commercialization of products and services in
today’s societies makes it difficult to see how gift-giving can be compatible
with a modern economy. It is also important to remember that ‘primitive’
gift-giving was not entirely altruistic. Rather, it established a reciprocal rela-
tionship. This was a “collaborative” economy, to use a current term, within
which donation was based on each person’s capacity and willingness to con-
tribute to the good of the community. This situation is very different from
our own. When we talk about things that “money shouldn’t be able to buy’,
to use Michael Sandel’s phrase,' we are talking not about reciprocity or col-
laboration but about withdrawing certain products from the market and from
economic transactions, and entrusting them to the good faith of altruistic
individuals who are prepared to help those in need. We argue for a principle
in which we believe: that organs, tissue or products derived from the human
body should neither be bought nor sold. If we have abolished slavery — under-
stood as the purchase of men and women - then the commercialization of
parts of the human body strikes us, in some sense, as a prolongation of the
very system of slavery we have rejected. From an ethical point of view, this is
a basic premise and one that is beyond question. However, like all of the basic
premises or principles of ethics, it is an abstract principle. And abstractions
alone cannot resolve practical conflicts. Otherwise, we run the risk of impos-
ing a rigid approach whose consequences may be unjust and even unethical.

In light of the development of medicine and of biomedical research, given the
growth of research with cells and tissue extracted from the human body, and
taking into account the expansion in therapeutic applications, we must con-
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sider whether the collection of material extracted from the human body
should be limited by the altruism of donors, prohibiting any kind of compen-
sation for this donation, or whether this elevation of the principle of
non-commercialization of the human body is, itself, ethically unacceptable.
To put it another way: Is donating a kidney the same as donating blood or
sperm? Why not, and what is the significance of this? When altruistic dona-
tion of blood or plasma is not sufficient to meet the therapeutic needs of
patients, should the altruistic principle prevail even if this means that patients
do not receive medicines?

We need to take actual situations and real problems as our starting point. And
we must consider not just the ethical principles themselves but also the con-
sequences that arise from applying them rigidly and without acknowledging
the specific circumstances and characteristics of each situation. Here, we are
concerned with the donation not of blood but of plasma, and with the real
difficulty we face in meeting a level of demand that is not satistied by unpaid
donation alone. It is a fact that donating blood and donating plasma are not
the same. Blood donation is quick, simple and straightforward, and does not
pose any risk for healthy donors. Extracting plasma from blood using the
technique of plasmapheresis is a lengthier and more complex process. Part of
the extracted blood is returned to the donor, but the process is longer than
simple blood extraction. This difference between donating blood and donat-
ing plasma means that, while blood donation is sufficient to cover existing
demand except in special circumstances, it is not so easy to recruit plasma
donors, and altruistic donation does not currently cover the therapeutic
demand for the plasma products derived from human plasma. Neither
Catalonia nor Spain nor Europe are self-sufficient in plasma; if the pharma-
ceutical industry is able to attend to current demand for plasma products, it
is thanks to the plasma collected in the United States, where donation is
remunerated.

Global demand for plasma has risen due to development and innovation by
the pharmaceutical industry. At the same time, there is a fundamental right
to health, which means that it must be guaranteed for all citizens. However,
this guarantee is hindered by the insistence that the availability of treatment
is dependent on the altruistic attitudes of citizens who are prepared to donate
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plasma to supply the pharmaceutical industry. It is hard to describe this situ-
ation as anything other than hypocritical. In general, in Spain, with a few
exceptions, the principle of unpaid blood and plasma donation has been
maintained without distinction. At the same time, nobody objects to the use
of plasma from paid donors to attend to the therapeutic needs of our patients.
The question is this. Which is ethically more acceptable: maintaining the
altruistic principle of unpaid donation along with the attendant hypocrisy, or
accepting reasonable reward for plasma donation so that countries are able to
supply their own needs?

Any analysis of these conflicting ethical arguments needs to consider the
following issues:

The cost of altruism.

Ethical arguments for altruism.

Safety and demand in plasma donation.
Ways of rewarding plasma donation.

Ll

The cost of altruism

Altruism is defined as “willingness to do things that bring advantages to oth-
ers, even if it results in disadvantage for yourself” (Cambridge). From a phil-
osophical perspective, it contrasts with selfishness and is synonymous with a
moral attitude, in so far as it entails the duty of recognizing other people’s
reality and showing solidarity towards them. Achieving a balance between
one’s own interests and the interests of others is one of the goals of ethics,
which does not strive to make people strictly altruistic but rather encourages
them, in addition to pursuing their own interests, not to disregard the good
of others and to show solidarity with the vulnerable.

Philosophy has considered altruism in general terms, differentiating between
altruism as a moral value to which we should aspire and altruism as a reality.
As is the case with most moral values, appreciating the value of altruism does
not mean that we are altruistic by nature. Thomas Nagel expressed this clear-
ly when he wrote: “To say that altruism and morality are possible in virtue of
something basic to human nature is not to say that men are basically good

15
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But if altruism is a moral aspiration, we cannot take its existence for granted.
When legislation establishes altruistic donation as the sole condition for
blood or plasma donation, it is assuming something that is not necessarily
“real”. And this raises at least two questions. Firstly, whether we should con-
tinue to base ourselves on the supposed altruism of donors, even at the cost
of prejudicing patients. And secondly, given that we are not altruistic by
nature, what should the state - which defends free donation of plasma - do
to promote altruism and ensure its capacity to meet the needs of patients who
require plasma products?

To clarify both questions and determine to what degree paid donation is
incompatible with ethics, we need to analyse some of the reasons for viewing
altruistic donation as ethically superior to paid donation.

Ethical arguments for altruism

If we return to the specific issue of blood or plasma donation, the reasons put
forward by theorists who prefer altruistic to paid donation are as follows:

a) the commercialization of blood exploits the poor

b) human life should not be the object of commercial exchange

c) the commercialization of blood suppresses the expression of altruism
and erodes our sense of community

d) financial incentives undermine the intrinsic value of people’s actions
because they change their purposes

e) paid donation endangers the safety of the donated product.

Each of these claims needs to be examined in the light of the current situa-
tion, and must be checked against verifiable facts:

a) It is true that the system of donation in exchange for material reward
attracts those who are most in need. We cannot close our eyes to the fact that
we live in a world of economic inequality, where many people do not have
access to very basic goods and where the only way they can acquire these is
by engaging in practices that we might prefer did not exist. However, the best
way to fight such inequality is not by preventing the disadvantaged from
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exploiting opportunities to improve their situation but through more ambi-
tious measures to promote social equality.

In the meantime, we need to consider whether permitting practices such as
payment for plasma donation is so ethically unacceptable as to justify depriving
these people of a resource which helps them to solve some of their problems.
At the same time, paid donation — where permitted - is not an obligation. The
system does not prevent those who wish to donate blood for free from doing
so. What remains to be seen is whether they will be sufficiently motivated.

b) The principle that human life should not be the object of commerce is too
general and abstract: selling a kidney is not the same as receiving a small
reward in exchange for donating blood or plasma. We need to consider each
case in the context of therapeutic needs, and decide which is more important:
maintaining a principle that is, to some degree, a convention deriving from
what is arguably an excessive sanctification of the human body in general and
blood in particular; or deciding that rewarding for the donation of something
as commonplace as blood is a lesser evil when compared to the benefits for
human life offered by plasma collection.

At the same time, it is important to analyse in detail why a semi-sacred aura
attaches to blood donation but not to other types of donation. Both sperm
and egg donation are remunerated — extremely well, in the case of eggs — and
neither of these practices is subject to the criticism and rejection directed at
the possibility of extracting plasma in exchange for a reward or compensa-
tion. Why is this? Is it another example of hypocrisy?

¢) The third claim is difficult to verify, like many claims regarding human
behaviour. It is derived directly from Titmuss book, which appears to show
that paid donation automatically discourages altruistic donation. According
to his statistics, in the United Kingdom altruistic donations rose by 31%
between 1961 and 1967, while in the United States, over the same period,
altruistic donations declined in favour of the paid alternative. In Japan, the
reduction was greater, and 98% of donations are currently remunerated.

Titmuss' argument has been criticized by several authors, of whom the best
known is Kenneth Arrow,’ who argues that the thesis that the introduction of
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the “laws of the market” inhibits altruistic donation has not been sufficiently
proven and, indeed, is impossible to demonstrate convincingly. He adds that,
because “the creation of a market increases the individual’s scope for choice,
it delivers a greater benefit: it allows each individual to choose the manner in
which to donate” In summary, according to Arrow, commercializing an
activity does not change its meaning: it is better for some but worse for
nobody. People are not obliged to receive compensation for donating plasma
if they do not wish to.

d) The theory that, by remunerating an action, we change its meaning, is
defended very strongly by Michael Sandel in the work cited earlier.* He refers
to the excessive commercialization of certain activities in the United States,
not only in the sphere of health but also of education. For example, rewarding
students to encourage reading, or fining parents for being late when collect-
ing their children from nursery. Sandel argues that these measures under-
mine what should be the intrinsic value of punctuality or reading. Furthermore,
he argues that they do not achieve the stated goal: parents didn’t stop being
late because they were fined; instead, they took the fine to mean they had paid
for their lack of punctuality. It is undoubtedly the case that certain activities
should be protected from commercialization, but the reasons for doing so
cannot be identical both for the acquisition of habits, such as reading, and for
process of obtaining a therapeutically essential product.

e) The premise that unremunerated donation helps guarantee the safety of
blood or plasma is not empirically verifiable. What is true is that tighter
checks maintain safety, irrespective of whether the product in question comes
from free or paid donation. It is true that, from the 1980s onwards and in the
context of AIDS and HIV, a series of scandals relating to the use of contami-
nated blood led to the conclusion that paid donation introduced an incentive
to ignore the minimum controls designed to ensure that blood was safe.
However, the key element here is the controls, not the question of whether the
blood or plasma is donated freely.

The idea of the “gift” used by Titmuss is attractive because it come with the
glamour associated with certain supposedly archaic behaviours when com-
pared with our own atomized individualistic societies, where everyone looks
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after their own interests and solidarity is rare. It is important to remember,
though, that such reciprocity operated between members of the tribe, and did
not apply to “strangers’, as occurs in modern society. To argue that altruistic
donation should prevail as the most humane form of action in every case is
to ignore the many other factors — such as the need to obtain the donated
substances — which should not be ignored in favour of an abstract apprecia-
tion of altruism or the general idea that human life is sacred and cannot be
the object of commerce. Peter Singer, for example, with regard to the debate
between Titmuss and Arrow, argues that the calculation of material benefits
should not be the overriding consideration, and that the basic objective
should be how to create more caring societies. The question “What type of
society do we want?” should come before the question “How can we obtain
more blood at a lower cost?” This is true, but the move towards a better soci-
ety does not depend solely on whether or not we permit payment for blood
or plasma, in an attempt to prevent the expansion of a commercial mentality.
A society with more therapeutic resources is also better. The balance between
therapeutic needs and the protection of certain values is not something to be
achieved by eliminating specific practices which are not harmful in them-
selves, and which help to achieve greater benefits. This is not a case of arguing
that the ends justify the means. Here, not only are the ends good; it is also far
from clear that the means are so bad.

Remunerate, compensate, reward

It is never possible to analyse human behaviour in terms of simple binary
parameters such as good or bad, fair or unfair, black or white. Human
behaviour always involves shades of grey. Often, ethics is not a question of
choosing between good and evil but between greater and lesser evils,
because human beings are not perfect and values generally become an issue
when we need to make complicated choices between options that are not
easily reconciled.

The argument so far makes it clear that, when analysing or evaluating the
ethics of any problem, we must always consider it from two perspectives:
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principles and consequences. These are two complementary, not opposing,
considerations. In the case of plasma donation, the basic principle is the one
that establishes the illegitimacy of making the human body or any of its parts
the object of economic transaction. We can call this the altruism principle, in
so far as we understand that altruistic donation is the only legitimate alterna-
tive to commercialization. However, as we have seen, the human condition is
not totally altruistic and financial remuneration cannot always be seen as the
pernicious pursuit of personal profit. This is why we tend to refer to remu-
neration for plasma as “compensation”, a word that some argue is a euphe-
mism that avoids the true nature of the economic transaction but which, in
reality, can be understood - without distorting reality or introducing perverse
incentives - as the logical reward for the time the donor “loses” while donat-
ing plasma or the inconvenience that arises from this donation. Rather than
maintaining the distinction between altruism and remuneration, why not
accept that the individual who donates plasma is also altruistic, even if they
require the encouragement of “compensation” to act upon this altruism?

Blood banks that defend the altruistic public donation system are well aware
that they need to activate incentives to promote altruism among the popula-
tion, not only to donate blood but also to donate plasma, which - as we have
seen — is more complex. We should not rule out the possibility of our society
becoming more cooperative, of people becoming willing to do for free many
things for which they currently expect to be rewarded. It is the role of the
public authorities to promote cooperation and solidarity. However, if such
efforts are unsuccessful, we cannot close our eyes to the reality of a therapeu-
tic demand that the authorities must also strive to satisty. If persuasion alone
does not work, then we need to encourage solidarity in other ways, using
material incentives (in the same way that taxes are used to influence
behaviour).

As is the case in the majority of ethical dilemmas, the issue here is one of
conflicting values. On the one hand, we are defending the value of altruism.
On the other, we are defending the universal right to healthcare. As things
currently stand, there is one indisputable fact: neither in Catalonia nor in
Spain is sufficient plasma obtained from altruistic donation to cover the ther-
apeutic needs of our patients. Or, to put it in other words, there is insufficient
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altruism in society to meet demand. This reality means that we must address
and resolve — without ambiguity or evasion - the following question: is
renouncing treatment with plasma products to safeguard the principle of
altruistic donation the most just option?

Notes

1 Sandel M. What Money can’t Buy. New York: Farrar, Straus and Giroux;
2012.

2 Nagel T. The Possibility of Altruism. New Jersey: Princeton University
Press; 1970.

3 Arrow KJ. “Gifts and exchanges”, Philosophy and Public Affairs I. 1972; 4.
4 Sandel, op. cit.
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The development and availability of plasma protein therapies over many de-
cades has provided patients with unmet medical needs the ability to lead pro-
ductive, essentially normal lives. These therapies are used to treat a number of
chronic diseases including immune deficiencies, hereditary emphysema and
angio-edema, coagulation disorders, neuromuscular and cognitive disorders
and hepatic disease. Additionally, they have proven essential in managing
acute injuries and exposure to infectious agents. In addition to the known
benefits of therapies derived from human plasma, exciting research into the
development of new proteins and the expansion of indications for existing
therapies is opening the door to a new age of medicine.

However, where will the plasma necessary for these “natural” therapies come
from? Certainly, some proteins can be engineered with recombinant technol-
ogy, but the vast majority of patients who benefit from these therapies can
only realize their value when they are derived directly from plasma.

The Plasma Protein Therapeutics Association (PPTA) is an association repre-
senting the companies supplying plasma protein therapies and their recombi-
nant analogues to patients.

The mission of PPTA is to promote the availability of and access to safe and
effective plasma protein therapeutics for all patients in the world.

A tale of two liquids

m Blood, a living tissue circulating throughout the human body, is
comprised of red blood cells, white blood cells, platelets and plasma.
Although often collected as whole blood and separated into major
components prior to transfusion, automated collections have become
common practice whereby the components that are needed for trans-
fusion are the only ones collected.

= Plasma is the aqueous part of blood containing proteins and salt in
which red and white blood cells and platelets are suspended. It con-
stitutes approximately 55 per cent of total blood volume. Important
elements in plasma include albumin, coagulation factors, fibrinolytic
proteins, immunoglobulin and other proteins.

24
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Plasma can be obtained in two primary forms: recovered plasma (obtained
from the “by-product” of whole blood collection) and source plasma
(obtained through dedicated plasmapheresis). Currently, the primary source
of plasma utilized in processing plasma protein therapies is from plasma
centers located in the United States. Through the process of plasmapheresis,
plasma is removed and the blood cells, platelets and other blood components
are returned to the donor. This process can take as long as two hours to com-
plete and the plasma obtained can be used only for the further manufacture
of plasma protein therapies. Unlike blood cells from whole blood donations,
the proteins in plasma lost through donation can be regenerated by the body
in less than 24 hours. Donors of source plasma in the United States are com-
pensated in light of the time and commitment necessary for the donation
process. Without the minimal “compensation” provided, there would not be
sufficient donors of source plasma with the frequency necessary to provide
sufficient plasma for further manufacture into life saving products to meet
the growing demand from patients.

The collection process for plasma for further manufacture (“normal source
plasma”) is highly regulated by the United States Food and Drug
Administration and other governmental regulatory authorities. In addition to
the stringent regulations and good manufacturing procedures imposed by
healthcare regulatory agencies, PPTA sets and monitors certain additional
voluntary standards which further document the safety and quality of plasma
collection for both the plasma donor and the receiving patient.

FDA Regulatory Definitions
§ 606.3

a) Blood means a product that is a fluid containing dissolved and sus-
pended elements which was collected from the vascular system of a
human.

¢) Blood component means a product containing a part of human blood
separated by physical or mechanical means.
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d) Plasma for further manufacturing means that liquid portion of blood
separated and used as material to prepare another product.

USA vs. Europe
(Collections & Collection Centers)
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§ 640.60 Source Plasma

The proper name of the product shall be source plasma. The product is
defined as the fluid portion of human blood collected by plasmapheresis and
intended as source material for further manufacturing use. The definition
excludes single donor plasma products intended for intravenous use.

Question

Can the world continue to rely on the United States for the primary supply
of source material for plasma protein therapies?

What is Europe’s responsibility to provide sufficient raw material for thera-
pies used by its citizens?

26
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Required Plasma Growth to Meet Projected
Growth of Plasma Therapies*
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Plasma is a strategic resource

Changes in clinical practice in developed countries have reduced the need for
red cells and significantly reduced volume of recovered plasma. In order to
meet the continuing and growing demand for plasma derived protein thera-
pies, alternative/additional sources of plasma need to be identified and devel-
oped. The geographic imbalance in plasma collection gives rise to potential
disruptions of plasma supplies that could result in regional and global short-
ages of necessary therapies.

Many countries outside of the United States have resisted increasing the sup-
ply of plasma for further manufacture of plasma protein therapies due to
perceived mandates of self-sufficiency and reluctance to “compensate”
donors. As a result, the imbalance in plasma supply and availability will only
increase, putting patients at risk of losing access to necessary therapeutics.

The resistance to “compensated” plasma donation for further manufacture is
based upon a number of unsubstantiated claims.
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Common Myths - (Compensation)

Myth: “Source plasma is the only industry that compensates donors”

Fact: Whole blood donors are often given other rewards which have mone-
tary value that can exceed the typical amount given to compensated plasma
donors.

Rewards given to whole blood donors include:

Tax credits.

Paid day off work.

Meals.

Tickets for events.

Discount on medical services.
Telephone cards.

Points for commercial redemption.

Common Myths - (Safety)

Myth: “Plasma protein therapies are safer when made from non-compen-
sated donations”

Fact: Plasma donation is proven to be safe and the products derived from
that plasma are safe.

Final product safety is proven:

m Pharmacovigilance data show that there has been no transmission of
HCV, HIV and HBV for plasma derived medicinal products since
1994. On the other hand, there have been recent transmissions
through whole blood products.

m  European regulatory policy documents note that there is no difference
in safety between products made from plasma donated by compensat-
ed or non-compensated donors.

= This is different from the profile of whole blood and component col-
lections, which cannot undergo equivalent viral inactivation methods

28
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as source plasma without becoming unstable, and which cannot be
held in inventory as long as source plasma because of their labile
nature. Transfusion of whole blood and blood components (not PPTs)
even today can result in viral transmissions of HIV and hepatitis.

Common Myths - (“Crowding Out”)

Myth: “Plasma centers take away donors from whole blood collection cen-
ters, leading to a shortage of whole blood products”

Fact #1: There is no empirical evidence to support the “crowding out” myth.
Fact #2: There are data which shows the exact opposite of “crowding out”

m Data demonstrates that, when plasma donations increase in the private
sector, they also increase in the public (“non-compensated”) sector.

Common Myths - (Self Sufficiency)

Myth: “Using plasma from compensated donations prevents countries from
having consistent national supplies of safe plasma protein therapies to meet
the needs of their health care systems”

Fact: Non-compensated donations do not provide enough plasma to man-
ufacture the needed supply of therapies to treat patients in most countries.

= Whole blood donations provide < 10% of plasma required to manufac-
ture enough plasma protein therapies to satisfy patients’ needs global-
ly. The rest (about 90%) comes from compensated plasma donor- al-
most all of which (73% according to Market Research Bureau) comes
from the United States.

= Some countries manufacture plasma protein therapies domestically
and claim self-sufficiency through the use of plasma derived from
whole blood donations alone. However, many of these countries lack
the infrastructure to properly diagnose patients and provide appropri-
ate access to patients. Many patients go untreated and the claim of
self-sufficiency relates only to treating those patients who have actu-
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ally been diagnosed, while the majority of patients remain undiag-
nosed and go without treatment.

Points to Remember

Residual risk for source plasma is not the same as residual risk for
whole blood. Whole blood is direct risk of transmission by transfu-
sion. Source plasma is risk of a potentially contaminated unit entering
manufacturing pool.

All manufactured source plasma derived products have virus removal
and inactivation.

Residual risk of transmission through source plasma derived products
is essentially reduced to zero -significantly less than the risk of viral
transmission through whole blood transfusion.

PPTA Standards

Plasma Protein Therapeutics Association

Relative risk

Donor population

International Quality
Donor selection Plasma PI'Ogm

Testing donations The Worldwide Standard for Plasma

NAT testing
Inventory Hold

Dilution by pooling

Virus inactivation / removal steps

Finished product

From the general public to the patient
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Conclusions

Separate regulations governing whole blood and the compensated
collection of source plasma for further manufacture under a vigilant
regulatory program are clearly compatible with supporting the con-
tinuing requirement and increasing demand for safe plasma derived
therapies.

Countries can continue to separately pursue self-sufficiency for whole
blood transfusions while providing patients access to adequate sup-
plies of ethically derived life-saving therapies through a regulated pro-
gram for source plasma for further manufacture, providing access and
enhanced safety and quality to patients.
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Plasma self-sufficiency in Catalonia

1. Introduction

Industrial plasma fractionation has its origins in the United States. During
World War Two, a stable albumin solution derived from human plasma was
developed, enabling it to be transported to the battlefield and urgently
administered to the wounded. Subsequently, the ability to isolate other pro-
teins and the clinical success of their application in numerous diseases gave
rise to the current scenario.

The manufacture of plasma-derived products generates more than 13.9 bil-
lion dollars per year. Globally, more than 15 million litres of plasma are frac-
tionated, 10 million of which are processed in the United States. Sixty per
cent of the plasma products manufactured in that country are exported.
Approximately 73% of the plasma for fractionation comes from the United
States and is obtained from donation via plasmapheresis: in other words,
global use of plasma products depends on the plasma collected in the USA.!

Human plasma has recently been classified as a strategic resource, like drink-
ing water or energy, with individual countries seeking to ensure their own
supplies.? As a result, several states have launched plasma donation pro-
grammes to improve self-sufficiency in plasma products.

The project developed by the Blood and Tissues Bank (BST) focuses on the
needs of patients treated in Catalonia and aims to meet these needs from
plasma donated here. We are not considering donation focused on the sys-
tematic export of plasma or plasma products, as occurs in the United States
and some European countries such as Germany, the Czech Republic and
Hungary, which have high levels of plasma donation.

Plasma-derived products, which are classified as medicines, are subject to
different regulations than other blood components (plasma, concentrated red
blood cells and concentrated platelets). Moreover, their manufacture requires
more complex technology, which is only available to some companies.
Despite this, we believe that obtaining plasma derivatives and blood compo-
nents are conceptually similar, as both come from donation by a section of
the population and are used to treat people suffering from a range of diseases.
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2. Plasma collection

All whole blood donations (450 ml of donor blood with 65 ml of anticoagu-
lant solution) are fractionated into three blood components: red blood cells,
platelets and plasma, in addition to the white blood cells, which have no
therapeutic application. Approximately 250 ml of plasma are obtained from
each whole blood donation. A male donor who makes the maximum four
donations per year therefore contributes one litre of plasma.

In Catalonia over the last eight years, whole blood donations have fallen by
44,000 units per year. This is due to the decline in the need to transfuse con-
centrated red blood cells. This development, which is found across the devel-
oped world, is due to the application of non-invasive surgical techniques, the
administration of drugs to reduce bleeding during surgery, the use of treat-
ments to improve anaemia in elderly patients who undergo scheduled sur-
gery and, finally, more restrictive criteria for the application of blood transfu-
sions.

The reduction of whole blood donations has led to the quantity of plasma
available falling by approximately 11,000 liters per year. At the same time, it
is possible to specifically obtain plasma using plasmapheresis procedures,
which only collect plasma, and return all the other blood components (red
blood cells, platelets, white blood cells) to the donor. As plasma is rapidly
regenerated, plasmapheresis can be performed far more frequently than
whole blood donations.

In Spain, regulations permit the donation of 600 ml every two weeks. This
means that a donor can donate 15 litres of plasma per year. This compares
with permitted annual plasma donation levels of 29 to 38 litres in Germany,
35 in Austria, 25 in the Czech Republic and between 63 and 83 in the United
States.

Over the last nine years, with the exception of reductions in 2012 and 2013,
between 6,000 and 12,000 plasmapheresis procedures have been performed
annually, yielding between 3,600 and 7,200 litres of plasma. At the same time,
demand for plasma for hospital transfusion has fallen significantly since
2007, allowing more plasma to be allocated to the manufacture of plasma
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products. As a result of trends in both whole blood and plasma donations and
their use in hospital transfusion, over the last decade between 51,000
and 62,000 litres of plasma per year have been allocated to the manufacture
of plasma products.

Diagram 1. Transfusion of red blood cell concentrates and donation of
whole blood (a), plasma donation by plasmapheresis (b) and
hospital transfusion of plasma (c).
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3. The management of plasma and plasma
products in Catalonia

During 2016, the BST obtained 243,115 whole blood donations and 10,011
plasma donations by plasmapheresis. These donations enabled the transfu-
sion of 32,742 units of plasma (approximately 8,200 litres). With the remain-
ing 52,279 litres, Instituto Grifols, under a manufacturing contract, produced
albumin, immunoglobulins, factor VIII, factor IX and alpha-1 antitrypsin.
These plasma products were then returned to the BST for distribution to
hospital pharmacies.

4. Manufacture and consumption of plasma
products in Catalonia

Between 2012 and 2016, there was a significant increase in the efficiency of
plasma fractionation to obtain purified proteins. Due to changes in industri-
al technology by Instituto Grifols, yields of immunoglobulin rose from 3.6 g
to 4.45 g per litre of plasma processed. Improvements to the process of
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obtaining plasma from whole blood by the BST has led to an increase in
yields of factor VIII, from 87 IU per litre of plasma to 119 IU. Albumin yields
remained stable at 25 g per litre of plasma (table 1).

During 2016, fractionation of 52,279 litres of plasma allocated to plasma
products, with the yields noted above, produced 1,314,031 g of albumin,
232,410 g of immunoglobulin and 6,241,126 IU of factor VIII (table 1).

During this period, 1,798,418 g of albumin, 473,632 g of immunoglobulin
and 5,426,000 IU of factor VIII were used, meaning that self-sufficiency in
these proteins from altruistic donation was 73%, 49% and 115% respectively
(table 1).

Between 2012 and 2016, demand for albumin, immunoglobulins and factor
VIII rose by 62%, 11% and 30%, respectively. This trend and predictions for
the future are in line with those for other European countries.

Table 1. Manufacture and use of plasma products in Catalonia in 2016

Yield/l Plasma Plasma Self-sufficiency

products products (%)
obtained administered

Albumin 2516g  1,31403lg 1,798,418 g 73
Immunoglobulins 445¢ 232,410 g 473,632 g 49
Factor VIII 119510 6,241,126 IU 5,426,000 115

5. Towards self-sufficiency

The BST has identified a need to increase the level of self-sufficiency for two
reasons, both related to safety. Firstly, for the recipients of plasma-derived
products, there is the possibility of importing pathogens from the plasma’s
country of origin. The risk of known pathogens is small, due to the measures
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used to select donors, the plasma fractionation process and, in particular, the
pathogen inactivation techniques applied. Despite this, we must recognize
the potential risk of the appearance and transmission of pathogens that are
currently unknown or not present in our society.

Secondly, there is the possibility of restrictions on the export of plasma and
plasma products from the United States to other countries. The current
situation is a cause for concern, as most countries depend on imports from
the United States, and these could be interrupted for all sorts of reasons.
(For example, an increase in demand as a consequence of new indications
or the introduction of protocols requiring increased doses of plasma-de-
rived products.)

And we must also note the risk of epidemic events, which could prevent the
export of plasma or plasma products. Finally, we also need to take account of
economic interests, which could lead to plasma products being exported to
some countries, to the detriment of others.

For all of these reasons, plasma has come to be seen as a strategic resource
and, as such, every country needs to establish programmes to achieve
self-sufficiency. To achieve this, we need to identify the difference between
existing levels of demand and supply for plasma products, and how we can
close this gap.

6. Existing level of demand for plasma
products

To identify the existing level of demand for plasma products, we will refer to
the definition of self-sufficiency provided by Professor Gunson in 1989: “Self-
sufficiency in blood and blood products means that a nation is able to provide
from within its own population enough blood and plasma to meet the clinical
need for the products derived from them” This definition introduces two
concepts: national self-sufficiency, as noted at the start of this essay; and the
coverage of “clinical needs”

39



Plasma self-sufficiency in Catalonia

With respect to clinical needs, it is important to note the analysis of the use
of immunoglobulins in different hospitals in Catalonia, published in 2010,
which analysed 1,287 prescriptions. This found that 50% of immunoglobu-
lins are administered for unapproved indications, and of these half of the
cases represented pathologies for which there is no evidence of efficacy:*

A study conducted in 2015, which evaluated indication of immunoglobulins
in immuno-mediated inflammatory illnesses, found that 13% were adminis-
tered to patients with unclear diagnoses and in 4% indication was clearly not
justified. This study concluded that 59% of indications should be reviewed in
these pathologies.

If we analyse the data for the consumption of immunoglobulins in different
countries, huge differences emerge. The United States, Canada and Australia
have very high levels of consumption: between 120 and 140 g per 1,000
inhabitants per year. Other European countries, with well-developed health
systems, have dramatically lower levels of consumption. Levels in France are
97.4 g per 1,000 inhabitants per year, in the United Kingdom they are 56, and
in Germany, 41.5.

This data suggests we could be witnessing two very different phenomena. On
the one hand, it is possible that in high-consumption countries the use of
plasma products is excessive as a result of inappropriate administration. In
this event, self-sufficiency should be based on meeting clinical needs, not
necessarily on covering current demand. On the other hand, in low-con-
sumption countries, it is possible that there are latent, unmet therapeutic
needs. If so, these countries should increase their consumption of plasma
products.

Whatever the reality, we need to explore the correct indication of plasma
products, based on scientific evidence and the application of agreed guide-
lines. In this respect, we should explore whether the principles of “patient
blood management” — a multidisciplinary approach developed with the aim
of rationalizing the use of blood components - could be applied to plasma
products. This approach has brought about a significant decline in the
administration of red blood cell concentrates, particularly in those countries
with the highest levels of consumption (United States, Germany and
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Denmark), and is based on administering the best product possible, at the
correct time and dosage, and for the best possible reason.

Rationalizing the use of plasma products is essential for three fundamental
reasons. Firstly, their use can be associated with negative effects. Secondly,
obtaining plasma always requires an effort for donors. Finally, there is the
fact that these medicines are used in the public health system and are very
costly.

7. Existing level of supply for plasma
products

Whole blood donations in Catalonia currently cover 49% of demand for
immunoglobulin, 73% of albumin and all of plasma-derived factor VIII (table
2). Achieving self-sufficiency in albumin would require 71,479 litres of plas-
ma and approximately 32,000 plasmapheresis procedures, which would deliv-
er 67% self-sufficiency in immunoglobulins.

Table 2. Level of self-sufficiency in immunoglobulins (Ig) and albumin.

Production Self- Plasma Albumin Self-
sufficiency collection production sufficiency
(%) (O] (8 (%)
232,410 49 52,279 1,314,031 73
250,908 53 56,384 1,418,621 79
318,081 67 71,479 1,798,418 100
376,367 79 84,577 2,127,957
473,632 100 106,432 2,677,879
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To achieve total coverage of current consumption of immunoglobulins,
106,000 litres of plasma would be needed, the result of 90,000 plasmapheresis
procedures.

Over the coming years, any increase in plasma allocated to the manufacture
of plasma products above the current level of 52,000 litres would generate a
surplus of factor VIII. Immunoglobulin self-sufficiency levels of 67% would
also generate a surplus of albumin. This excess product should be used in an
appropriate manner that justifies plasma donation and enables the sustain-
ability of the model.

8. Closing the gap

To increase the plasma available to manufacture plasma-derived products it
is possible to increase donations of whole blood, reduce the transfusional use
of plasma, and increase donations using plasmapheresis.

Donations of whole blood must reflect the need for red blood cell concen-
trates. Increasing this, to obtain more plasma, would generate a surplus of red
blood cell concentrates, which could not be used in transfusion and would
thus expire.

Over the last ten years, there has been a slight decline in the transfusional use
of plasma, which has opened up the possibility of allocating more plasma to
the preparation of plasma products. However, this measure is not without its
limitations and would not resolve the problem of plasma availability.

The only viable alternative is to increase plasma donations through plasma-
pheresis programmes.

9. Altruistic donation

The BST’s plasmapheresis programme is based on unpaid voluntary dona-
tion. In the first place, Spanish Royal Decree 1088/205 of 16 September stip-
ulates that the donation of blood and blood components are voluntary altru-
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istic acts, defining these as any donation for which no payment is received,
whether in cash or in kind where this might be deemed to constitute a cash
substitute. The concept of unpaid voluntary donation is compatible with
small ‘thank you’ gifts or reimbursement of travel costs.

In addition, the BST shares and adheres to the ethics code of the International
Society of Blood Transfusion (ISBT) and to the standards and recommenda-
tions of the World Health Organization. Both of these clearly establish that
the donation of blood and other biological products should be voluntary and
unpaid.

As a consequence of the safety protocols established in paid plasma donation
programmes, the high sensitivity of analysis methods used, and pathogen
inactivation techniques that plasma products undergo, it is difficult to argue
that voluntary plasma donation is safer than the paid alternative. However, it
is important to note that payment may incentivize donors to hide informa-
tion which could disqualify them from donating plasma, potentially endan-
gering both the donor and the recipients.

Payment for plasma donation has sometimes been justified on the basis that
plasmapheresis takes longer than the donation of whole blood. However,
other processes — such as the donation of platelets and blood-forming pro-
genitor cells — also take longer and may be associated with more side effects.
Despite this, payment to these donors has not been proposed.

We also need to consider whether payment for plasma donation could have
a negative impact on those who voluntarily donate blood or other cells, if
this payment is not justified by the special characteristics of this type of
donation.

The voluntary plasma donation programme developed by the BST is based
on information, on excellence throughout the process, the limited compensa-
tion of donors, and safety guarantees. The promotion of plasma donation,
like other types of donation (blood, umbilical cord blood, breast milk)
requires information about the needs for and benefits of the therapeutic
administration of the biological products obtained from such donations

(graph 2).
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Graph 2. Plasma supply for manufacture of plasma derivatives

80,000 7

60,0007 N\/’\’*

40,000

20,000 -

0 T T T T T T T T T 1
2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

Key to promoting repeat donation on a regular basis is excellent treatment of
donors during the donation process and the reward that comes from recog-
nizing the value of their contribution and the benefits of their efforts for
patients. This can be supplemented by small gifts which reinforce this recog-
nition and gratitude.

It is essential that the plasma donation programme takes account of donor
safety during plasmapheresis, along with the potential side effects that may
arise from repeat donation. The plasma donation process is not usually asso-
ciated with acute complications. Several publications®” have shown that the
plasma from donors who have participated in intensive plasmapheresis pro-
grammes has lower concentrations of total proteins, albumin, immunoglob-
ulins (IgG, IgM) and some clotting factors (factor V and factor VIII) than the
plasma from donors who donate less frequently. Despite the fact that no link
has been established between these biological findings and the health of plas-
ma donors, it is advisable to establish moderate donation programmes such
as those conducted in most European countries.
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Towards plasma self-sufficiency. The
altruistic donation model in Catalonia

Marc Ibars

President of the Catalan Federation of Blood Donors

1. Model of blood and plasma donation in
Catalonia

The Catalan blood and plasma donation model is recognized internationally
and consists of two basic elements:

m  The ethical commitment of voluntary blood donors, organized in as-
sociations and brought together under the umbrella of a federation.
The federation and its associations have the human potential and the
capacity to stimulate responsibility, public-spiritedness and communi-
ty participation, and to promote international initiatives which make
the country a leader in blood donation.

= A single blood bank for the whole of Catalonia, with the aim of ensur-
ing its capacity for research and technological innovation, and focus-
ing efforts on maximizing quality and control.

This model is setting an example, both within Spain and beyond, with the
Catalan model of blood donation inspiring the four global agencies that pro-
mote World Blood Donor Day (WBDD) to nominate Barcelona as WBDD
capital in 2010.

The model establishes the following objectives:

m to lead and guide new associations with regard to promotion tech-
niques
to design and implement measures to improve donor satisfaction
to inform donors of their rights and duties, and about how donated
blood is used
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to ensure the availability of active committed volunteers
to share our experiences with the rest of Spain and internationally
to promote blood, plasma and organ donation in order to achieve
self-sufficiency

= toraise public awareness that blood donation is the responsibility of all
citizens

= to promote a popular movement in favour of altruistic blood dona-
tion

= to recruit new donors (especially young people) and to promote regu-
lar donation by existing donors.

This model, based on altruistic donation, is supported by all international
institutions: the WHO, the EU and the European Parliament, the European
Blood Alliance, the International Society of Blood Transfusion, the
International Federation of Blood Donor Organizations and the International
Red Cross.

The WHO would like to see this model being extended globally. Currently,
only 62 countries have a fully altruistic blood and plasma collection model.
The DOMAINE project (European Donor Management) reports that the
donations of 83% of blood banks in the European Union are altruistic. The
WHO?’s aim is for all countries to move to fully altruistic donation over the
next eight years.

In Spain, remuneration has been prohibited since Royal Decree 1088/2005
(PNH, adopting European directives). Blood, plasma and cell components
may only be donated on a voluntary, altruistic basis, without payment in cash
or in kind where this might be deemed to constitute a cash substitute.

Altruism guarantees the non-commercialization of the human body - wheth-
er in the donation of whole blood, organs, tissues etc. — and democratic access
to blood, organs, plasma and tissues, and ensures that their availability is not
affected by economic cycles.

The Catalan blood donation model is one of the most advanced and efficient
in the world, regularly permitting up to a thousand blood donations per day,
and meeting the spikes in demand that may arise due to exceptional situa-
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tions, so that all patients in Catalonia have sufficient safe blood when they
need it. This model also maximizes quality and control.

In 2016 we obtained 8,000 litres of plasma for transfusion and 52,000 litres of
plasma for plasma products, from 243,000 whole blood donations and 10,000
plasmapheresis donations.

2. What do we mean when we talk about
plasma self-sufficiency?

In order to cover patients’ clinical needs, we must double the number of
litres of plasma allocated to plasma products (from 10,000 to 20,000 plasma
donors). We will achieve this by working hand in hand with the Catalan
Federation of Blood Donors, the BST, public institutions and the private
sector.

We have already developed a plasmapheresis programme designed to deliver
self-sufficiency over the coming years.

At the BST, in partnership with the Federation and associations, we have
launched a plasma donation plan to achieve self-sufficiency. For this to be
successful, we must involve institutions and the industry so that all of the
sub-products of plasma donation are utilized, either within or outside
Catalonia, and so that hospitals prioritize the use of products from altruistic
donation (plasma albumin).

The Catalan plasma management model ensures:

= maximum use of donations
fractionation of all units of whole blood
partnership with local fractionation industry to obtain plasma-derived
products
distribution of plasma-derived products by BST
transparency with blood donors
desire to achieve self-sufficiency.
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3. Blood and plasma donation in Catalonia
(2012-2016): towards self-sufficiency

The table clearly shows that, while blood donations have fallen (although
they remain sufficient to supply our hospitals), plasma donations have more
than tripled. This trend is set to continue over the coming years.

2012 2013 2014 2015 2016
Blood donations 271,901 253,783 248,005 247,757 243,023
Plasma donations 2,336 2,002 6,580 7,651 8,475
Other donations 1,650 1,487 1,509 1,538 1,665

275,887 257,272 256,094 256,946 253,163

Source: Data from Blood and Tissues Bank of Catalonia (2012-2016)

Further information is available at the following:

m  Campafia para los 10,000 donantes de plasma: bancsang.net/blog/necessit-
en-10-000-donants-plasma/ [10,000 plasma donors needed]

m 1% Maraton de donacion de plasma de Catalufia: elgarrotxi.cat/video-ex-
it-de-la-primera-marato-de-donacio-de-plasma-de-catalunya/  [Video:
Plasma donation maratdn]

m  Ladonacion de sangre voluntaria, un asunto pendiente: bancsang.net/blog/

donacio-sang-voluntaria-assignatura-pendent-paisos/ [Voluntary blood
donation: an ongoing concern]

m 10 facts on blood transfusion: http://www.who.int/features/factfiles/blood_
transfusion/en/
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A donor’s journey

Christian Rovira

Donor and Director of Communications at ESCI-UPF

Social media have transformed the way we communicate with each other.
Companies have no choice but to adapt to this digital revolution, and blood
donations have, inevitably, been affected by this change.

In my opinion, blood donation is a completely altruistic act, as is the act of
sharing on social media when one gives blood. Communicating this experi-
ence satisfies two drives: to share a positive act (and thus satisfy one’s ego!)
but also to influence other people to support a good cause.

This new social and communications context has created an opportunity that
the Blood and Tissues Bank (BST) has exploited, providing access to regular
blood donors who shared their experience via social media. All that was
required was to create a shared message to amplify the communication, and
word of mouth did the rest.

The “First Big Marathon for Blood Donors 2.0: Catalonia” was a spectacular
communication campaign, organized by the BST at the end of 2012. Timed
to coincide with Christmas, when blood reserves are at their lowest point,
and with the altruistic collaboration of blood donors who were also keen
Twitter users, the aim was to achieve 5,000 donations in just three days. That
was my “baptism of fire” in the world of blood donation.

I worked with the BST sharing messages with the hashtag #MaratéDonants
(donors’ marathon) on social media, took part in a radio discussion and a TV
programme, and participated in the debate on blood donation at the
Academy of Medical Science, organized in response to some controversial
statements by Mr Grifols.

Following the debate, and although there was a large gap between our views,
Grifols invited me to visit the company’s facilities so I could see what they do.
This gave me a broader view of the manufacture of plasma-derived medi-
cines, an industry of which I previously had almost no knowledge. The visit
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enabled me to understand the difference between blood and plasma dona-
tion, and caused me to revise my opinions.

My work at ESCI-UPF provided another opportunity to learn about the
world of blood donation. Claudia Pardo, who in 2014 was a 4th year student
on the International Business and Marketing degree, contacted me because
she was interested in doing her undergraduate thesis on plasma donation.

For her “Study of potential plasma donors and their motivations”, she
received amazing support from the Blood and Tissues Bank and from Grifols,
she did extensive research and reading, analyzed databases, conducted per-
sonal interviews, held focus groups with donors and non-donors, and created
a questionnaire designed to identify the reasons for donating plasma.

She offered two key main conclusions:

1. Blood donors are more likely to donate plasma, an action they view as
altruistic and voluntary.

2. There is a lack of knowledge about plasma donation and the plasma
products industry.

I will share the results of Claudia’s research, although I believe that, in the
case of plasma donations, altruism should receive some kind of social recog-
nition. It could be a tax incentive or another option, but I believe we should
find a formula that “rewards” donors, as they need to be prepared to make
regular donations, something which requires both willingness and time.

What follows is a summary of Claudia Pardo’s detailed undergraduate thesis,
which won the prize for best thesis, 2013-2014.

Study of potential plasma donors and their
motivations

Report
This report summarizes the methodology and conclusions of “Study of

potential plasma donors and their motivations” by Claudia Pardo. The study
aimed to identify who potential plasma donors are and what motivates them.
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In order to understand this behaviour and the main motivations for it, the
first stage was to conduct a literature review on the subject. Due to the lack of
up-to-date studies of plasma donors and their motivations, the author decid-
ed to supplement the bibliography with studies of the behaviour of blood
donors and their motivations.

Firstly, she looked for information about the definition of altruism and the
different types of altruism that have been identified. She then used various
studies of altruism in blood donation, identifying the motivations deriving
from each type of altruism. On the basis of this, she identified altruism profiles
that were also applicable to plasma donations, with the ultimate aim of identi-
fying the most common type of altruism in the plasma donation system in
Catalonia and, as a consequence, the motivations behind it. She also looked for
information about incentives, classifying them on the basis of the categories
used by AABB-Advancing Transfusion and Cellular Therapies WorldWide.

In parallel, she studied the plasmapheresis process and how it differs from
blood donation. She also identified the different international models in
operation - and the corresponding donor types - from the perspective both
of international organizations (for example, the WHO) and of existing mod-
els in Germany, the United States, Italy and Spain.

Next, using all of the information about motivations and types of blood
donor (from reference studies), the factors that influence blood donations
were identified and extrapolated to the case of plasma donation. These factors
were classified as: environmental factors (culture, religion, existing donation
model, beliefs about blood donation, etc.); factors relating to potential donor
(gender, parental status, public recognition, conscience, social pressure, etc.);
factors relating to the donation event (time, level of knowledge about use of
donation, medical centre team, etc.); and factors that lead people not to
donate (such as fear and ignorance).

The factors were then screened, with the most significant, observable, anal-
ysable and quantifiable being included in the subsequent stages of the study,
while factors that could not be observed or quantified were excluded.

The selected factors were: gender, age, knowledge and awareness of plasma
donation, motivations (including thoughts and feelings, incentives, the
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impact of donation on society, having received communion as a child, or
experience of volunteering) and the perception of the importance of time.

The process is shown in the following diagram:

| Bibliography \
1 1
1 International models: Studies of plasma and 1
: _ Ttematas blood donor profiles: :
1 organizations — Types of altruism 1
: — United States - Factors in being a donor :
1 - Germany - Motivations 1
: - Italy ~ Restrictions :
1 - Spain — Incentives |
1 1
Hypothesis of this study
Table of factors

Focus group

Observation table
and moderator guide
— Non-donors (neither blood nor
plasma)
— Current blood donors

_________________ R,

Conducting the survey

!

Objective: to identify the motivations that influence
the decision whether to donate plasma or not

Interviews with plasma
donors
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Focus group

To identify which motivations influence the decision about whether to
donate plasma, it was important to distinguish between two populations of
potential plasma donors: non-donors (of blood or plasma) and current blood
donors. As a result, two focus groups were created, with the aim of observing
and comparing the principal motivations, incentives and factors influencing
the decision whether or not to donate blood and plasma, and to determine if
there were differences between the motives and factors affecting the decision
to donate plasma among current blood donors and non-donors.

With the aim of ensuring that the sample was as representative and diverse as
possible, individuals were selected according to variables of gender and age
as a function both of the total population of Catalonia in 2013 (in the case of
non-donors) and of the total population of blood donors (in the case of blood
donors). Two focus groups were established: one of non-donors, with eight
members; and one of blood donors, with six members.

For the focus group, a table of factors was drawn up, identifying which factors
were measurable and which were not. For the factors to be measured using
participant responses — non-quantifiable factors — an evaluation table to rate
participant responses was created, using the considerations and classifica-
tions drawn from reference studies.

A script was provided for the focus group discussion, containing questions
and visual techniques to promote discussion.

A guide was produced for the moderator, and observation tables for observ-
ers to evaluate each of the factors identified above. The observers then famil-
iarized themselves with the evaluation table in two sessions, to ensure they
had sufficient knowledge of the topics to be discussed in the focus group, and
to discuss the structure, evaluation table and each of the parameters.

The focus group was then held on 27 February 2015.

In-depth interviews with plasma donors

Due to the small size of the plasma donor population, it was decided to use
the focus group questions and interview plasma donors during a mobile cam-
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paign at Esparraguera. Six plasma donors were interviewed on 4 March 2015.
The aim was to identify whether the factors that influence the decision to
donate blood (or not) are the same as those for plasma donors.

Survey of blood donors

The results of the focus group and interviews were used to design a survey of
blood donors with the aim of validating if the following factors are relevant
to the decision to become a plasma donor:

gender

age

level of education

being a regular blood donor or not

type of altruism

knowledge of plasmapheresis

whether the motivations for donating plasma would be the same as
those for donating blood.

The survey was drawn up using reference studies and the conclusions
obtained from the focus groups and interviews.

As one of the variables was the level of knowledge and, after acquiring it (if
they didn’t already have it) participants were asked to talk about the moti-
vations that they thought would change, and those that wouldn’t, it was
decided to create a video explaining what a plasma donation is and what it
is used for. A pilot test was conducted with ten individuals to check wheth-
er the scales used were appropriate and if the time for the questionnaire was
sufficient.

With an approximate population of 191,000 blood donors in 2013, the sur-
vey would need to be distributed widely to obtain a response ratio of 0.20%
of the population. The questionnaire was designed and formulated based
on the methodology used, with the idea that, following the study, any orga-
nization wishing to quantitatively evaluate the results should be able to do
so publicly.
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Conclusions

The plasma donation system, independently of existing legislation and poli-
cies, is seen by donors as altruistic and voluntary. This is reflected in the
conclusions.

According to the interviews, the motivations leading a section of the popula-
tion to donate plasma are the same as those leading another part of the pop-
ulation to donate blood; this would need to be verified at the whole popula-
tion level using the survey.

Blood donors are more likely to donate plasma because they have better
access to information about plasma donation as a result of their links to the
Blood and Tissues Bank. Due to lack of knowledge, the non-donor popula-
tion does not consider donating plasma. It would therefore be worth inform-
ing this large segment of the population of the growing need for plasma. In
other words, the lack of awareness of the possibility of donating plasma and
why it is needed results in people not considering making a donation.

According to the conclusions observed in the focus group and the interviews,
time is not a limiting factor and - according to participants — once you're at
the donor centre, another 20 minutes makes no difference. This would need
to be verified by survey.

Although a single plasma donation does not allow donors to observe the
direct impact of donation, during interview both the members of the blood
donor focus group and the current plasma donors considered that the motive
for donation was the same.

Knowledge about the existence of plasma donation is therefore the key point
for donating plasma. It is important to make the Catalan population aware of
this possibility, what it is for and how the plasma is processed.

Finally, it should be noted that regular blood donors will find it easier to
become plasma donors because, as regular donors, they are the group most
likely to donate plasma regularly if they are informed.
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The prescriber’s view

Javier de Gracia

Head of Pulmonology Service, Vall d’Hebron University
Hospital

Progress in transfusion medicine over recent decades has meant that the
transfusion of blood and plasma products is safer than ever before, particu-
larly with respect to the risk of infection or adverse reactions. The principal
purpose of administering plasma products is the treatment of specific pro-
cesses in patients who require this therapy and for whom there are no alter-
native treatments. Plasma products are used to maintain or restore sufficient
blood volume to prevent or counteract hypovolemic shock; to maintain and
restore the capacity to transport oxygen in the blood; and to replace specific
components, such as plasma proteins or other elements (red blood cells,
platelets or white blood cells) a deficit of which would seriously compromise
the patient’s life.

Plasma is the liquid component of blood and represents 55% of total volume.
It consists of 90% water, 7% plasma proteins such as albumin globulins,
alpha-1 antitrypsin and clotting factors, and 3% other organic components
such as vitamins, hormones, glucose, ions etc. The ions, proteins and other
molecules in plasma are essential to maintain blood pH and osmotic balance,
in which albumin (the main protein in human plasma) plays a particularly
important role. Other proteins have more specialized functions: antibodies
for example, recognize and neutralize pathogens, while clotting factors pro-
mote the formation of blood clots in wounds.

A significant portion of blood consists of immunoglobulins, which the WHO
defines as an essential medicine.! Immunoglobulin, for example, is increas-
ingly recognized as an effective treatment for a wide variety of medical con-
ditions, not only due to its capacity to fight infections as replacement therapy
but also for its anti-inflammatory and immunomodulatory effects. The clin-
ical indications for intravenous immunoglobulin (IVIG) which have been
authorized by the FDA? include: the treatment of primary immunodeficien-
cies; the prevention of bacterial infections in patients with hypogammaglob-
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ulinaemia and recurring bacterial infection due to chronic B cell lymphocyte
leukaemia; the prevention of coronary artery aneurisms in Kawasaki disease;
the prevention of infections, pneumonitis and acute illness following host
rejection and bone marrow transplant; reduction of serious bacterial infec-
tion in children with HIV; increased platelet count in idiopathic thrombocy-
topenic purpura to prevent or control bleeding; treatment of chronic inflam-
matory demyelinating polyneuropathy and, recently, multi-focal motor
neuropathy. And, while treatment with immunoglobulins is essential for a
wide range of diseases, it may also be clinically useful in many others includ-
ed in the National Guideline Clearinghouse.** Because current IVIG prepa-
rations are produced from human plasma and require a number of steps, the
supply of such products is limited and their use must be considered carefully.
This means that immunoglobulin therapy must be applied where the evi-
dence is strongest and where it provides the greatest clinical benefit.

As we have noted, the availability of plasma products, including immuno-
globulins, is finite. The raw material is limited, the technology required to
collect it is also limited (and costly), the products have a limited shelf-life and
stability, and only a few of them can be manufactured using genetic recombi-
nation techniques. To this we must add the fact that they are essential treat-
ments for which demand is continuing to grow, and there are no alternatives
available. It is hardly a surprise that governments classify their manufacture
as a strategic activity.

The big challenge we face is how to resolve the imbalance between supply and
demand without harming patients. As doctors, we need to be responsible in
our prescribing practices; the manufacturers of plasma products must apply
the tightest possible safety measures to their manufacturing and handling
activities; and governments must strive to stimulate R&D and promote dona-
tion. The WHO recommends that countries should have efficiently orga-
nized, well-integrated supply networks to coordinate all activities related to
the extraction, verification, treatment, storage and distribution of blood, at a
national level. The national transfusion system should be governed by nation-
al policies and legislation on blood transfusion to ensure uniform standards,
and to promote the quality and safety of blood and blood products. In Spain
and Catalonia, we have associations of unpaid voluntary blood donors who
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do amazing work so that these treatments can be made available to everyone
who needs them. And we also have an efficient organization of blood banks
and one of the largest plasma product manufacturing sectors. Despite all of
this, however, we are still unable to cover our own needs for plasma products
and, like most countries, have to import them. Spain currently covers all of its
blood transfusion needs, 80% of albumin and 48% of immunoglobulins,
according to the president of the Spanish Blood Transfusion Society (SETS)
and Fundacién CAT?

World Health Assembly Resolution WHA63.12 recommends that all member
states should develop national transfusion systems based on low-risk unpaid
voluntary donors, and should work to achieve self-sufficiency. The WHO
also states that it is the responsibility of every government to guarantee ade-
quate and fair supplies of plasma-derived products such as immunoglobulins
and clotting factors, needed to prevent and treat serious conditions that are
found in every region of the world. The European Parliament also endorses a
strategy of self-sufficiency and safety in blood supplies, using unpaid volun-
tary donations in the European Union. In Spain, Royal Decree 1945/1985
establishes donation as a voluntary altruistic act and prohibits paid donation.

As doctors treating patients who suffer from illnesses requiring treatment
with plasma products, we agree that all necessary measures should be taken
to ensure the availability of blood and plasma products that meet the highest
quality and safety standards. We are also in favour of unpaid altruistic dona-
tion, but we believe that self-sufficiency is equally important. And the reality
is that — with the exception of a small handful of countries (which does not
include Spain) - there is no self-sufficiency and we have to import these
products, primarily from the United States.

What prevents us from being self-sufficient? Although Spain follows WHO
and Council of Europe recommendations, our legislation actually goes fur-
ther, prohibiting all donation which is paid or rewarded in any way, some-
thing that is not excluded by the aforementioned institutions. The result is
that we import from other countries — whose donations may indeed be paid
or otherwise remunerated — somewhat more than 50% of the plasma prod-
ucts in which we are not self-sufficient. The question that arises is clear. Why
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don’t we authorize the collection of plasma products from paid or remuner-
ated donors to achieve self-sufficiency, as occurs in other countries?
Plasmapheresis technology makes it possible to extract plasma from blood
and return the other cells to the donor and this, in turn, enables more fre-
quent donation.

Many people have expressed their opposition to such an approach. Of these,
the view for which I have most respect is that of blood donors and their asso-
ciations, who have enabled many patients to continue with their lives. Some
argue that, if we authorize paid or remunerated donation, those of us who
already donate (or have done so in the past) might feel cheated because others
would be paid for something that we do altruistically, or we might lose our
motivation for donating. It is possible that some donors would stop donating,
although I certainly wouldn't; I would just need to remind myself that the
purpose of my donation is to help improve or save the lives of those who need
something that only we can offer, and that at present we are a long way from
achieving self-sufficiency.

Another argument, which many find convincing, is that donations should not
be paid because altruistic donations are safer than paid ones because the latter
provide an incentive for risk by encouraging people to conceal information
that might lead to their exclusion. This is indeed a danger, but it is precisely
for this reason that so many safety measures are applied to the manufacture
of plasma products, measures whose effectiveness has been demonstrated for
many years. Plasma products can never be one hundred per cent safe, partic-
ularly if they come from unknown donors, but it is also true that there is no
absolute guarantee of the safety of raw material that has been donated altru-
istically. The reality is that Spain acquires the additional plasma products it
needs from countries where they are primarily manufactured from raw mate-
rial obtained by plasmapheresis from paid or compensated donors; in other
words, we already accept the possible risk associated with paid donors. This
means that Spain imports plasma products obtained from groups considered
to be high-risk, a practice prevented by the law in our country, but the prod-
ucts themselves can be administered because they have been approved by the
FDA (US Food and Drug Administration), the European Medicines Agency
(EMEA) and the Spanish Medicines Agency (AEM). I can only conclude that
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these three bodies - all of which are committed to safeguarding the efficacy
and safety of medicines - take the view that these products comply with the
highest quality and safety standards required of biological products, irrespec-
tive of whether they come from paid or unpaid donors, as the safety standards
applied to their production are the same. As a prescriber of one of these
products, immunoglobulins, I know that if I do not prescribe it to those
patients for whom it is indicated, in the correct dose and frequency (figures
1 and 2), their lives will be significantly shorter, and they may suffer serious
infections or develop chronic conditions that will have a major impact on
their quality of life.”® For all these reasons, Spain must be self-sufficient and
not be vulnerable to the shortages of these products that regularly occur due
to production shortfalls or spikes in demand. We can be self-sufficient: we
have plasmapheresis technology, networks of blood banks, a strategic plasma
products industry and a community of dedicated altruistic donors. All that
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remains to be done is for parliament to consider reforming the law, taking
into account the views of all groups with a stake in this issue, and to recognize
paid donation as occurs in some other countries.

Finally, it is worth considering the definition of health formulated by the
WHO in 2017: health is the state of complete physical and social well-being.
The WHO believes that enjoying the maximum level of health possible is one
of the fundamental rights of every human being. This includes access to
high-quality health services, the freedom of each person to control their
health and their body without interference, and the right to have the same
opportunity as everyone else to achieve the highest level of health.’
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1. Current prescription scenario

Some plasma products are classified by the WHO as essential medicines, and
some countries even classify them as strategic resources. This is because plas-
ma and its derivatives are essential to prevent and treat a significant number
of diseases.! Despite this, both in Catalonia and in most other countries
across the globe, we are not self-sufficient in plasma products.

Over recent decades, evidence has accumulated demonstrating the efficacy of
these products not only for “classical” indications but also for other diseases.
This is illustrated by the fact that, over the last ten years, the list of conditions
for which there is evidence for the use of immunoglobulins has expanded,
particularly in the field of immune-mediated conditions.>* In addition, med-
ical and socioeconomic progress is making it possible to diagnose a growing
number of patients who could benefit from these products. And, while there
are risks associated with the use of biological products, the fact that they must
satisty strict safety and quality standards means that health professionals
perceive them to be safe. These factors, among others, explain why demand
for plasma products is growing at an estimated annual rate of 6 to 8%.*

2. Actions to improve self-sufficiency

We need health policies designed to promote responsible use of plasma prod-
ucts, as uncontrolled prescription could have a negative impact both on the
availability of these medicines for patients and on the economic cost for the
health system. However, control measures alone (proactive controls by hospi-
tal pharmacy services, dose optimization, training of prescribers, etc.) are not
enough to ensure self-sufficiency given that, as noted above, demand for
plasma products continues to rise.
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Collecting plasma from whole blood is subject to limited yields (a maximum of
one litre of plasma per year, per donor). In addition, technical progress means
that the need for red blood cell transfusions and thus for blood donations is
declining.® As a consequence, whole blood donation does not generate suftfi-
cient plasma for fractionation to guarantee self-sufficiency in plasma products.

The majority of global plasma comes from plasmapheresis, the only tech-
nique that makes it possible to obtain a significant quantity of plasma per
patient. Most of this plasma comes from paid plasmapheresis (80% from the
United States) and is fractionated primarily by private companies. World
Health Assembly resolutions and European directives promote self-sufficien-
cy by voluntary donations wherever possible. In light of the existing legal
context, one measure that could have a significant impact would be to invest
resources in information campaigns to promote voluntary plasma donation
by plasmapheresis. This measure has great potential, as is demonstrated by
the fact that Catalonia has always been self-sufficient in red blood cells, even
in situations of rapid spikes in demand, and we should also remember the
enthusiasm for volunteering demonstrated at events such as the Barcelona
Olympics of 1992 or the Maraté drive on TV3.

Other measures to consider are improved fractionation efficiency, the opti-
mization of pharmacokinetics or obtaining medicines with lower rates of
inhibitors. In this respect, recombinant technology already offers the possi-
bility of manufacturing medicines to treat hemophilia,® while gene therapy is
a real option for some types of immunodeficiency. It is therefore reasonable
to hope that in the future other pathologies could also benefit from these
technologies, thereby further reducing the demand for plasma.
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The patient’s perspective

Patient perception of need for treatment
with plasma products, and evaluation of
current policies in our health system

1. Haemophilia in Catalonia

Haemophilia is a genetic disorder which causes clotting factor deficit. The
best-known of the congenital clotting disorders are haemophilia A, which
consists in a deficit or absence of clotting factor VIII; haemophilia B, which
entails a deficit or absence of clotting factor IX; and von Willebrand disease,
which alters one of the coagulation components with this name.

The Catalan Haemophilia Association has 318 members with haemophilia A, 60
with haemophilia B, 126 with Von Willebrand disease and 42 with other, rarer
clotting disorders. Of these, 80% are adults, while 103 members are minors.

During the 1980s, approximately 80% of patients with congenital clotting
disorders treated with plasma derivatives were infected with HIV or hepatitis
C. To date, more than 130 of these people have died, and the association cur-
rently has 80 members living with both HIV and hepatitis C, and 118 living
with hepatitis C.

With respect to the severity of their condition, 221 of the association’s mem-
bers are classified as severe (defined as having less than 1% of the affected
clotting factor). This means they are at risk of spontaneous haemorrhage. A
further 111 members have a clotting disorder classified as moderate (produc-
ing between 1% and 5% of the affected factor) while 96 individuals are clas-
sified as mild (between 5% and 40%). We do not have records of the severity
of the other members’ condition.

2. Treating haemophilia

The treatment of congenital clotting disorder is complex and can involve a
number of different approaches, which we will not discuss in detail here

74

Ethics and plasma donation: an overview

(treatment on demand, prophylactic treatment, analgaesia, anti-inflammato-
ries, rehabilitation, etc.).

However, the priority and most appropriate treatment to stop major haemor-
rhage is intravenous administration of the deficit clotting factor. Clotting
factors can now be derived from a number of sources: plasma-derived prod-
ucts, recombinant products (which may use animal cells), long-lasting
recombinant products, bypass products for inhibitors, etc. And haemophilia
treatment has developed radically over time.

In broad terms, we can summarize this as follows:

Mid-1960s: cryoprecipitates
1970s: pfVIII concentrates, treatment at home, prevention, screening
donors for HBV
Early 1980s: appearance of AIDS, heat-based viral inactivation
Mid-1980s: screening donors for HIV, intermediate purity plasma
fVIII concentrates

= Late 1980s: high-purity plasma fVIII concentrates, chromatography
technique
Early 1990s: recombinant fVIII, HCV screening
Late 1990s: HAART, recombinant FIX, nanofiltration
Early 2000s: gene therapy, IFN-RBYV, changes in manufacture of
rfVIII

= Late 2000s: changes to formulation of rFIX.

3. Need for treatment with plasma derivatives

Despite advances in treatment and the multiple therapeutic options now
available, the reality is that plasma-derived and recombinant factor currently
co-exist.

As an association which advocates the best treatment for people with congen-
ital clotting disorders, we need to ensure that:

= no person with haemophilia is ever left without treatment
m itis possible to choose between different therapeutic alternatives
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= the safety and efficacy of treatments is always guaranteed
= exhaustive safety procedures are applied.

And above all, we advocate a healthcare system that is public, universal, fair
and not subject to the laws of the market, one that is based on justice and the
social right to access health services.

4. Evaluating current policy

We need to consider how global health issues are managed and regulated, and
we need to analyse the responsibility of authorities, institutions and associa-
tions with respect to models for obtaining material of human origin, partic-
ularly given its scarcity.

According to the World Health Organization (WHO), the best way to guar-
antee a safe adequate supply is through altruistic donation, both of blood and
of plasma.

This is defined as a voluntary selfless act to help others, and for which no
benefit or payment is expected. Such donations occur without any pressure to
do so and where the potential recipient is unknown to the donor. Donation
is motivated by a commitment to the common good, and depends on social
awareness.

Spain is one of 62 countries where all blood donations are altruistic. Other
countries have a dual system in which there is compensation for travel or for
the time spent donating.

The WHO has set a goal for all countries to establish altruistic donation pro-
cesses by 2020. However, the situation is complex because some countries are
self-sufficient in whole blood donations but not in plasma, and they thus
remain reliant on plasma from countries where extractions are remunerated.

At present, both in Spain and elsewhere, there is a lively debate as to whether
remuneration is ethically justifiable as a means of achieving self-sufficiency.

In Europe in 2013, the WHO and other international organizations in the
world of health and human rights issued the Rome Declaration advocating
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the need for self-sufficiency in safe blood and blood products, based on
unpaid voluntary donations.'

5. Arguments for and against the altruistic and paid
models

Some of the arguments in favour of altruism are:

m clinical: it has been shown that altruistic donors are more truthful as
potential donors do not hide information to avoid exclusion;
social solidarity: a belief in the common good;
ethical, relating to human dignity: if the act of donating blood is remu-
nerated, we are no longer talking of donation but of sale.

The main problem is that we cannot guarantee self-sufficiency if there is no
clear wish to do so. By contrast, while the paid model ensures that demand is
covered and can be defended on the grounds that the ends justify the means,
the question is whether this makes it ethical.

Does the inclusion of a financial aspect undermine solidarity? How much
should donors be paid? Who sets the price? Will all patients receive the
resulting medicines? Under what conditions? Where is the limit? (One could
even use the same line of argument to advocate paying for transplants.)

Not everything that is effective is ethical.

6. Conclusions

To summarize, the altruistic model of blood and plasma donation is inherent-
ly ethical, and if altruism delivered self-sufficiency, then there would be no
question of remuneration. We believe in a public, universal healthcare model,
in which resources such as blood and plasma are not subject to the laws of the
market.

Society should seek to promote regular altruistic donation and to design pol-
icies and plans to guarantee self-sufficiency. And this does not involve paying
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donors or importing plasma derivatives, but implementing health policies
designed to increase donations, to educate people and to promote social
responsibility and solidarity, to invest in promoting donation and encourag-
ing donors to attend regularly.

For the sake of patients, there should never be a lack of plasma, and this
should always be of the highest quality, something that can be achieved
through an altruistic model. If the authorities, industry and civil society (both
patients’ and donors’ associations) have the will, then the ethical debate
around remuneration will become obsolete.

Finally, if you wish more information you may want to consult the following
articles:

WHO Blood safety and availability. Available at: http://www.who.int/news-
room/fact-sheets/detail/blood-safety-and-availability

Serrahima Mackay G. Aspectos éticos de la obtencion de sangre y plasma:
una cuestion de salud global. Available at: http://diposit.ub.edu/dspace/bit-
stream/2445/99342/2/spa_TFM_Gemma_Serrahima_2016.pdf

Note

1 High-level policy makers forum on achieving self-sufficiency in safe
blood and blood products, based on voluntary non-remunerated dona-
tion. The Rome Declaration on Achieving Self-Sufficiency in Safe Blood
and Blood Products, based on Voluntary Non-Remunerated Donation.
Rome; 8-9 October 2013 p. 1.
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