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 Introduction

Over the past 50 years, the transplantation of human organs, tissues, and cells has 
become a worldwide practice that has extended and greatly enhanced the quality of 
hundreds of thousands of lives. Continuous improvements in medical technology, 
particularly in relation to organ and tissue rejection, have led to an increase in the 
demand for organs and tissues. This demand has always exceeded supply, despite a 
substantial increase in deceased organ donation, as well as greater reliance on dona-
tions from living persons in recent years. Stem cell transplantation (SCT), of which 
more than one million procedures have been performed to date [1], has always 
occupied a unique position in clinical transplantation. Stem cell transplantation, 
unlike organ transplantation, can only be done using fully matched donors who, 
because of the complexity of human leucocyte antigen matching, cannot always be 
found in the same country or continent as the recipient. Furthermore, hematopoietic 
stem cells are highly proliferative cells, which can be harvested from the donor 
without causing major hematopoietic deficits and can be transported for up to 72 h 
without losing their potential. Approximately 5% of the donor’s stem cells are har-
vested, resulting in regeneration to normal levels within a few weeks in both the 
donor and the recipient. Hematopoietic stem cells can be transported without cryo-
preservation, in contrast to organs, for which the outcome is clearly dependent on 
the period of cold ischemia. This has allowed donor stem cells to be sourced across 
the world for a given patient, making stem cell transplantation a global effort, for which 
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international agreements are necessary. Innovations made in recent years are 
increasing the importance of cellular therapy for the replacement of damaged tissue 
or for modulating the immune system (e.g., mesenchymal stem cells). These emerg-
ing therapies require regulation at a global level to avoid misuse and to protect both 
the donor and the recipient.

The need to establish global standards and to avoid commercial trafficking 
prompted the World Health Organization (WHO) to prepare a document, endorsed 
by the World Health Assembly (WHA), on Guiding Principles on Human Organ 
Transplantation, in resolution WHA 44.25 in 1991. Over the past 16 years, these first 
Guiding Principles have greatly influenced professional codes and practices, as well 
as legislation, around the world. In the light of changes in practices and attitudes 
regarding organ and tissue transplantation, the 57th WHA requested the Director 
General “to continue examining and collecting global data on the practices, safety, 
quality, efficacy and epidemiology of allogeneic transplantation and on ethical 
issues, including living donation, in order to update the Guiding Principles on 
Human Organ Transplantation.” The actualized guiding principles WHA 63.22 are 
intended to provide an orderly, ethical, and acceptable framework for the acquisition 
and transplantation of human cells, tissues, and organs for therapeutic purposes. 
Each jurisdiction was asked to determine the means of implementing the Guiding 
Principles still active today. While they do not apply to blood and blood constituents 
collected for transfusion purposes, the Principles do apply to cells, tissues, and 
organs removed from deceased or living persons for the purpose of transplantation, 
and they cover the entire process from donors to recipients and the follow-up of both.

 Guiding Principles WHA63–22

 Guiding Principle 1

Cells, tissues, and organs may be removed from the bodies of deceased persons for 
the purpose of transplantation if:

 (a) Any consent required by law is obtained, and
 (b) There is no reason to believe that the deceased person would have objected to 

such removal.

 Guiding Principle 2

Physicians determining that a potential donor has died should not be directly 
involved in cell, tissue, or organ removal from the donor, or in subsequent transplan-
tation procedures; nor should they be responsible for the care of any intended recipi-
ent of such cells, tissues, and organs.
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 Guiding Principle 3

Donation from deceased persons should be developed to its maximum therapeutic 
potential, but adult living persons may donate organs as permitted by domestic reg-
ulations. In general, living donors should be genetically, legally, or emotionally 
related to the recipients of the organs.

Live donations are acceptable when the donor’s informed and voluntary consent 
is obtained, when professional care of donors is ensured and follow-up is well orga-
nized, and when selection criteria for donors are scrupulously applied and moni-
tored. Live donors should be informed of the probable risks, benefits, and 
consequences of donation in a complete and understandable fashion; they should be 
legally competent and capable of weighing the information; and they should be act-
ing willingly, free of any undue influence or coercion.

 Guiding Principle 4

No cells, tissues, or organs should be removed from the body of a living minor for 
the purpose of transplantation other than narrow exceptions allowed under national 
law. Specific measures should be in place to protect the minor and, wherever pos-
sible the minor’s assent should be obtained before donation. What is applicable to 
minor’s also applies to any legally incompetent person.

 Guiding Principle 5

Cells, tissues, and organs should only be donated freely, without any monetary payment 
or other reward of monetary value. Purchasing, or offering to purchase, cells, tissues, or 
organs for transplantation, or their sale by living persons or by the next of kin of 
deceased persons, should be banned. The prohibition on the sale or purchase of cells, 
tissues, and organs does not preclude reimbursing reasonable and verifiable expenses 
incurred by the donor, including loss of income, or paying the costs of recovering, pro-
cessing, preserving, and supplying human cells, tissues, or organs for transplantation.

 Guiding Principle 6

Promotion of the altruistic donation of human cells, tissues, or organs by means 
of advertisement or public appeal may be undertaken in accordance with domestic 
regulations. Advertising the need for or availability of cells, tissues, or organs, 
with a view to offering or seeking payment to individuals for their cells, tissues, 
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or organs, or payment to the next of kin where the individual is deceased, should be 
prohibited. Brokering that involves payment to such individuals or to third parties 
should also be prohibited.

 Guiding Principle 7

Physicians and other health professionals should not engage in transplantation pro-
cedures, and health insurers and other payers should not cover such procedures, if 
the cells, tissues, or organs concerned have been obtained through the exploitation 
or coercion of, or payment to, the donor or the next of kin of a deceased donor.

 Guiding Principle 8

All healthcare facilities and professionals involved in cell, tissue, or organ procure-
ment and transplantation procedures should be prohibited from receiving any pay-
ment that exceeds the justifiable fee for the services rendered.

 Guiding Principle 9

The allocation of organs, cells, and tissues should be guided by clinical criteria and ethi-
cal norms, not by financial or other considerations. Allocation rules, defined by appropri-
ately constituted committees, should be equitable, externally justified, and transparent.

 Guiding Principle 10

High-quality, safe, and efficacious procedures are essential for donors and recipi-
ents alike. The long-term outcomes of cell, tissue, and organ donation and trans-
plantation should be assessed for the living donor as well as the recipient in order to 
document benefit and harm. The level of safety, efficacy, and quality of human cells, 
tissues, and organs for transplantation, as health products of an exceptional nature, 
must be maintained and optimized on an ongoing basis. This requires the imple-
mentation of quality systems including traceability and vigilance, with adverse 
events and reactions reported both nationally and for exported human products.

 Guiding Principle 11

The organization and execution of donation and transplantation activities, as well as 
their clinical results, must be transparent and open to scrutiny, while ensuring that 
the personal anonymity and privacy of donors and recipients are always protected.
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 Medical Products of Human Origin (MPHO)

Since the endorsement of the Guiding Principles WHA63–22 in May 2010, several 
new and relevant developments have taken place. Cellular therapy has become an 
essential option not only for hematological and non-hematological malignancies 
and non-acquired gene defects, but also for other diseases that are not curable with 
available drugs. A new category of medical products has appeared, termed medical 
products of human origin (MPHO). Such products include non-modified cells, as 
well as substantially manipulated, in-vitro cultured, and/or gene-modified cells 
classed as advanced therapy medical products (ATMP). MPHO are fundamentally 
different from other medical products, because they depend on the donation of bio-
logical materials from living or deceased persons. MPHO are defined “as substances 
that are derived wholly or in part from the human body and intended for clinical 
application”.

Concern for the dignity and human rights of the donor requires high ethical stan-
dards in the procurement of biological materials. The human origin also entails 
potential risks to public health and demands appropriate screening and testing.

Guiding principles should cover the following topics:

• Ensuring the ethical and effective procurement, distribution, and use of medical 
products of human origin by governments.

• Equity in donation in all segments of society in efforts to meet the need.
• MPHO should be used only in situations of proven efficacy and in the absence of 

alternatives.
• Biological materials from living donors should be taken only with the donor’s 

informed and voluntary consent.
• Exploitation of vulnerable individuals should be avoided and equity in donation 

should be promoted.
• Donors should be protected against physical and psychosocial risks.
• Information should be provided on the MPHO.
• Equity in access to the benefits of MPHO should be promoted.
• Steps in the development and use of these medical products should be traceable 

and subject to quality management systems and vigilance and surveillance pro-
grams. Reporting of activities will be of the utmost importance.

• Organization and delivery of activities must be transparent and open to scrutiny.

 Conclusion

New medical products and new forms of transplantation have become available in 
recent years. These very potent MPHO often represent the most beneficial and cost- 
effective therapies for several life-threatening or debilitating conditions. The prod-
ucts range from organs, tissues, blood, cells, and gametes to breast milk, hair, nails, 
urine, and feces. The human origin of these medical products entails risks for both 
the donor and the recipient. For this purpose, the WHO has established guiding 
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principles and is working on a global consensus for the donation and management 
of blood, blood components, and MPHO.

These “new” guiding principles that would apply to any MPHO will serve as the 
common ethical framework under which specific tools, guidelines, policies, and 
strategies should be developed for each of these products.
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