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P The development of new therapeutic options based on substances of human origin (SoHO) brings unquestion-
able benefits to patients. However, their commercialisation, without appropriate limits on the financial benefits
that they may generate, might jeopardise the altruistic donation of SOHO, essential for the treatment and survival
of thousands of patients.

P The introduction of requirements for the development and production of SoHO-based therapies when not pro-
portional to the potential risks, as well as the pursuit of disproportionate profits for manufacturers, marketers
and intermediaries, may also pose a considerable threat to the sustainability of healthcare systems and threaten
the equitable access to these therapies by patients.

P The aim of this position paper is to identify these risks and propose solutions that would help reconcile the fun-
damental ethical principles of voluntary and unpaid donation of SoHO and the prohibition of financial gain from
the human body or its parts, with the development of new treatment opportunities for European citizens.

Background

Substances of human origin (SoHO) have the potential to save patients’ lives or substantially improve their quality
of life. Rapid advances in biological and medical research have led to these substances being increasingly used in
new ways, such as in some types of innovative drugs. In addition, pharmaceutical companies have started requiring
access to SoHO for research and product testing. Nevertheless, SoHO can only be obtained from the human body
and the availability of donated allogeneic SoHO is currently limited, hence their use should be based on robust
ethical principles.

*The present statement focuses on human tissue, cell and blood-derived products. However, the same considerations would be applicable to
the field of organ transplantation. In the context of this document, the umbrella term “transplantation” should also be considered applicable
in relation to medically assisted reproduction treatments.

As a rapidly evolving topic, the CD-P-TO may perform updates to this position statement in the future.
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Some SoHO are used practically unaltered from the condition in which they were removed from the donor. Others,
however, are processed into products that are almost unrecognisable as bodily material or are used in innovative
applications that are regulated under frameworks other than those governing transplantation' and transfusion
medicine,? e.g. advanced therapy medicinal products (ATMPs)* and medical devices.* Whether a blood, tissue or cell-
based product is considered a medicinal product or a medical device instead of a blood component or a human
tissue or cell transplant has important implications,® especially in the way these products are made accessible to
patients, i.e. marketable products versus healthcare service. When SoHO-derived therapies are regulated under the
transplantation or transfusion frameworks, they are provided as a therapeutic procedure after their quality and safety
have been appropriately assessed. Conversely, human derivates reqgulated as ATMPs or medical devices are considered
manufactured goods, which are typically made accessible to patients once their quality, safety and efficacy have been
demonstrated, through their commercialisation by companies that generate a financial benefit.

Inevitably, this situation has created a market where procurement organisations, commercial tissue and blood banks,
pharmaceutical companies and numerous brokers and distributors can charge fees for their services, with far-reaching
consequences for the allocation of SOHO, the access to treatment by patients and the sustainability of public healthcare
systems funding them. What constitutes a “reasonable fee” for the services provided has never been clearly defined,
and this loophole can be exploited to turn altruistic donations into disproportionate profits. This situation creates
tension between the altruistic principles of tissue and cell donation and industry’s profit motivations. There is a risk
that the interests of industry take precedence over the interests of patients and research. All these aspects around the
commodification of altruistically donated human tissues and cells should be carefully and transparently considered
with a view to guaranteeing the respect for fundamental ethical principles, safeqguarding public trust, ensuring fairness
and equity in patient access to treatment and supporting the sustainability of national healthcare systems, which are
ultimately responsible for funding such therapies. In this sense, the choice of regulatory frameworks governing the
use of these novel therapies involving SOHO may have far-reaching consequences and should be carefully considered
through balancing evidence-based risks and potential benefits.

Despite their legal definitions, the lines between ATMPs, medical devices, transfusion medicine and tissue or cell
transplants are blurred and this generates concerns regarding product classification. For example, in the European
Union (EU):

P A product derived from human tissues or cells is considered an ATMP either when the tissues or cells have been
subject to substantial manipulation, or when they are not intended to be used for the same essential function or
functions in the recipient as in the donor.? However, these criteria are subject to interpretation.®” Importantly, in
the 15 years since the ATMP regulation was issued, no product classified as an ATMP based on the non-homolo-
gous use criterion has been granted a marketing authorisation in the EU.

P Products that are manufactured using derivatives of human tissues or cells that are rendered non-viable may be
considered medical devices based on the ancillary function of the non-viable SoHO part.* Notably, the concept of
ancillary function is not defined, and its interpretation is also controversial.

nou

Importantly, the use of umbrella definitions (such as “substantial manipulation”, “essential function” or “industrial
manufacturing”) may lead to the establishment of sometimes disproportionate requirements that are soundly based
on potential risks from a scientific point of view. A clear example is represented by the bone marrow mononuclear cell
fraction, which is rich in haematopoietic stem cells and stem cells of different types, including endothelial stem cells
involved in neo-vasculogenesis in the adult.® It does not seem reasonable that the same product, obtained through
a procedure considered a non-substantial manipulation, is processed in tissue establishments under transplantation
standards for its allogenic use — administered by central venous route - into high-risk immunosuppressed patients
diagnosed with haematological diseases, but must be processed under GMP for ATMPs when used autologously —
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through a lower risk route of administration — to immunocompetent patients diagnosed with ischemic syndromes,
because it has been considered that the cells are used for a non-essential function. The latter involves applying
pharmaceutical quality standards, such as performing a sterility test based on the European Pharmacopoeia instead
of a standard microbiological culture, among others, without a justifiable scientific basis, leading to unnecessary cost
increases.

In addition to this complex reality, the lack of a homogenous approach to the regulation of research and evaluation
of efficacy in the field of transplantation and transfusion medicine (because of the competences that have been
conferred through Article 168 of the Treaty® on the Functioning of the EU) plays a role in over-classifying SoHO-based
products as ATMPs. Aiming to ensure the protection of human health, Medicines Agencies in some countries may
tend to over-classify certain SoHO-based products as medicines, even if they could be overtly considered transplants,
given that mechanisms of oversight and evaluation may be inexistent or not sufficiently robust in the transplant
setting. Nevertheless, regulatory requirements for novel therapies should be proportional to the potential risks and
take into account the best available non-clinical and clinical evidence.

In July 2022, the European Commission adopted a proposal for a Regulation on standards of quality and safety for
SoHO intended for human application™ that, if adopted, will repeal the EU Directives on blood? and tissues and cells.'
This proposed Regulation has entered the debate stage at the European Parliament and the Council of the EU. In
parallel, the World Health Organization has drafted a proposal to foster the Regulatory Convergence of Cell and Gene
Therapy Products.” Added to the many debates in this field that are taking place worldwide, both initiatives provide
an opportunity to define a framework for collaboration between health authorities responsible for SOHO and the
bio-technological and pharmaceutical industry, which will ultimately lead to the authorisation of therapies that are
safe and accessible to all patients in need.

This document assesses the risks of commodification of SOHO under the current European setting and puts forward
several proposals aimed at ensuring that the ethical principles of voluntary and unpaid SoHO donation and the
non-commercialisation of the human body are respected, even in the context of innovative therapies that may, on
occasion and based on risk-based assessments, need to be regulated under different regulatory frameworks.

Potential risks associated with the unrestrained commercialisation of SoHO-derived therapies

1. Risk of violation of fundamental ethical principles. The voluntary and unpaid donation of SoHO is firmly
established by the Council of Europe,? the World Health Organization,”® the EU,*' the World Medical
Association,” and the World Marrow Donor Association.'* The Council of Europe Convention on Human Rights
and Biomedicine' states that “the human body and its parts shall not, as such, give rise to financial gain” in order
to protect human dignity and promote the altruistic donation of SoHO.” The manufacture of SoHO-derived
ATMPs and medical devices involves the transformation of SOHO used as starting or raw material. Similarly, the
preparation of some grafts for transplantation may also require complex processing steps. However, SoHO are
donated under the principle of altruism and within a regulatory framework contrary to profit. ATMPs and medical
devices are often marketed by companies that generate a profit, and this may also be the objective of commercial
tissue establishments. Nonetheless, if not proportionate and appropriately disclosed to donors, this commercial
goal is likely to undermine the altruistic and informed consent given by the donors and could even jeopardise
the altruistic donation of the SoHO so desperately needed by patients whose survival or quality of life depend
on them.

2. Risk to the sustainability of healthcare systems. The commercialisation of SoHO-derived ATMPs and medical
devices is often associated with high costs derived from marketing activities, including fees for obtaining and
holding patents and licenses for commercialisation, as well as the application of manufacturing standards' other
than those under the transplantation regulatory framework'' (although they may not always be necessary or
justified based on scientifically sound risk-based assessments).® In fact, the prices of marketed ATMPs range
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from several tens of thousands of euros to about 2 million euros per treatment, which can seriously strain the
sustainability of healthcare systems.?*2" These prices do not necessarily correspond to the costs and investments
made by pharmaceutical companies for their development, manufacture and distribution.?>?* Moreover, SoHO
used as starting or raw materials for the manufacture of ATMPs are usually procured and undergo initial processing
at public establishments funded by public healthcare systems.”®

Risk to patient access to SoHO-based therapies. The high price of certain SoHO-derived ATMPs and medical
devices can compromise their accessibility to patients because certain products may not be publicly funded,
or public funding may be limited to a restricted number of patients.?* This would largely restrict the access to
those patients who are able to pay for them privately. On the other hand, patient access to these treatments
may be compromised by a lack of supply when companies unilaterally decide to stop manufacturing certain
products (e.g. for financial reasons).? It is important to emphasise that frequently SoHO result from the altruistic
and sometimes complex act of donation,?*?” which means that their availability may sometimes be limited. For
this reason, patient access to treatment must be governed by the principle of equity'>'*? and not be subject to
market rules.

Proposals to avoid the commodification of SOoHO

1.

To preserve and reaffirm the principle of non-commercialisation of SoHO, and to prohibit any remuneration
of subjects who donate SoHO, whatever their final destination and future application may be, including the
preparation of therapies that may be regulated under regulatory frameworks different than those governing
transplantation. Mechanisms to guarantee transparency in donor recruitment strategies (including compensation
schemes) and to regulate profits generated by SoHO-based therapies, including medicinal products and medical
devices, should be developed. Moreover, a transparent pricing model that allows a proportionate profit and a
possible economic return to contribute to the sustainability of donation programmes and the transformation of
source materials could be sought. This approach would facilitate society’s access to treatments that would not
exist without their participation through the unpaid donation of SOHO as starting materials.

To establish mechanisms to guarantee transparency with regard to the final use of donated SoHO, including when
seeking informed consent from donors. This consent should specify the destination of the donated biological
material, whether for research or treatment purposes, and, where relevant, the possibility of subsequent profit for
a third party.

To improve co-ordination between the various bodies and health authorities regulating the fields of transfusion
medicine, transplantation, ATMPs and medical devices, both at supranational level, where relevant, and within
each country. In order to perform balanced and well-informed risk-based assessments of novel therapies,
taking into account the best available non-clinical and clinical evidence to date, as well as the quality and safety
guarantees afforded by the different regulatory frameworks, it would be essential to establish multidisciplinary
bodies that include experts from the four aforementioned fields. Their decisions should be duly justified
according to proportionate risk-based criteria, considering their safety, quality and efficacy, as over-regulating
carries important consequences.

To establish transparent and scientifically sound quality and safety standards for the donation, procurement and
clinical use of SOHO that should be the same regardless of the final use of SOHO and be periodically revised taking
into account the rapid developments in these fields. In this sense, the technical guides regularly published by the
European Directorate for the Quality of Medicines & HealthCare (EDQM) of the Council of Europe'®®% contribute
to increasing the quality and safety of SOHO and to keeping requirements in this field up to date according to the
best available scientific and clinical evidence, while also keeping in mind the protection of donors, recipients and
offspring and the respect for fundamental human principles. Furthermore, they facilitate the implementation
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of homogeneous standards throughout Europe and diminish duplication of efforts at the level of individual
countries and SoHO establishments and entities, with a view to guaranteeing the safety and quality of SoHO
applied to patients.

5. To regulate clinical research with SOHO in accordance with the level of complexity of the innovation and the
potential risk for patients. In this area, the guidance provided by the GAPP Joint Action*® should be considered.

6. To establish criteria and transparent mechanisms to assess and ensure not only the quality and safety but also
the efficacy of new SoHO-based therapies prior to their incorporation into clinical practice as transplants and
transfusion medicine. The capacity of transplant systems should be improved to ensure the oversight of research,
evaluation of efficacy and incorporation of innovative SoHO-based products into clinical practice.

7. To promote mechanisms to foster development and innovation within tissue and blood establishments, which
ensure citizens have access to SoHO-based therapies of greater added value, while safeguarding the sustainability
of the system.

In conclusion, beyond its consequences in terms of equity in the access to innovative therapies and the sustainability
of healthcare systems, the commercialisation of products derived from SoHO presents the challenge of reconciling
respect for the principle of non-commercialisation of the human body with the profit generation that fosters
innovation. This must be achieved without endangering the altruistic donation of SoHO for transplantation and,
therefore, the treatment of patients whose survival and quality of life depends on those donations. The CD-P-TO
has put together these proposals with the aim of contributing to that end and, ultimately, helping to bring new
treatment opportunities to all patients.
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