ETHICAL CHALLENGES IN THE PRACTICE OF TRANSPLANTATION IN LATIN AMERICA:

THE DOCUMENT OF AGUASCALIENTES

EXPLANATORY PREAMBLE

The important techno-scientific advances obtained over the last six decades have
permitted the establishment of transplants of organs as optimal treatment alternatives
for an ever-increasing number of patients with irreversible organ failures. The
possibility of offering these procedures to the patients has required great generosity

and altruism on the part of the donors and their relatives.

Ever since the fifties in the last century, when the first transplants in human beings
were performed, ' the enormous complexity of a bioethical order involved in the

carrying-out of the transplants has been made manifest; *°

initially, because of the
necessity to establish criteria regarding death and consequently, because of the fact
that the practice of transplant medicine incorporated a hitherto unheard-of and

extremely complex variable: The organ donor.

The questionings of a bioethical order, related to organ transplants, posed in the
second half of the twentieth century, have motivated intense debates and have
constituted an authentic challenge for the scientific, legal, moral and religious ambits

during all these years.*"

It must be recognized that the result of those debates has led, very gradually, to
establishing international order in the practice of transplants. The criteria for encephalic

death have been clearly defined 8

and for the last 4 decades, have been accepted in
an almost universal manner; '*# likewise, it has been possible to define the rules and

optimum conditions for the carrying-out of the transplants.

The question would then be asked as to why — half a century later — the debate

regarding the bioethics of transplants is still open?



There are various arguments that explain this situation; perhaps the most important are
those which have inspired the realization of this First Latin American Bioethics and

Transplant Forum:

1. The transplants of organs have increasingly succeeded in forming part of the
therapeutic armament for a large quantity of illnesses formerly considered as
terminal. This creates the necessity to insure that the patients have opportune
and fair access to medical attention and also, access to medical treatments that
entail highly elevated costs.

2. The organs for transplants, obtained from deceased persons, have always been
up till now a scarce resource. Because of the growing number of patients who
require a transplant, it is absolutely indispensable to insure that conditions of
equity exist in the access to this resource.

3. The case of living donors is no exception since, in the face of the growing
demand for transplant services, there is always the possibility that the
transplant programs may become more permissive in the acceptance of live
donors, even to the extent of putting the safety of the donors at risk.
Furthermore, the pressure represented by this demand can favor practices of
commerce in transplants.

4. The countries require legislative systems which insure the optimum conditions

for the donation and transplant of human organs.

Transplant medicine is practiced with great dignity and professionalism throughout the
world. It forms a model branch of contemporary science and its scientific contribution
has been vast and generous; thousands of human beings have benefited from it.
Despite this, it is necessary to recognize that there are some focal points of attention in

relation to the practicing of transplantation.

Recently, the Sixty-Third World Health Assembly unanimously subscribed to the
Principles of the WHO on the transplant of Human Cells, Tissues and Organs and
approved various measures to optimize the safety and the effectiveness of
transplantation. The document declares the Organization’s “opposition to organ
trafficking and transplant tourism and urges those professionals in healthcare who are
aware of such practices, to notify such to the corresponding authorities, and likewise to
improve the safety and efficiency in the donation and transplantation, promoting the

best international practices”.?



However, the existing disproportion throughout the world between the growing demand
and the limited supply of transplant organs has propitiated undesirable practices such
as: “...trafficking of human beings who are used as sources of organs and patient-
tourists from rich countries who travel abroad to purchase organs from poorer

”

people...” as was presented and discussed in The Declaration of Istanbul.?* The
meeting from which said Declaration originated, adopted as its basis the principles of
the Universal Declaration of Human Rights.*® In said document, the imperious
necessity for international collaboration is expounded in order to obtain world
consensus with relation to the optimization of the practices of donation and
transplantation. Its elaboration was the product of the work of more than 150
representatives of medical and scientific organizations from all over the world,
government officials, social scientists and ethicist. In that meeting, the fact that “The
legacy of the transplants should be a celebration of the gift of health from one person to
another and not impoverished victims of organ trafficking and transplant tourism” was
emphasized.?* It should be added that the dialogue on the matter has a long history
and tradition, where the main objective has always been the protection of the donor
and the practice of transplantation under the best conditions, with programs, personnel

and faculty, duly educated and certified.?*?

The effort by the health authorities and other worldwide organizations involved in
transplantation, to divulge the Declaration of Istanbul has been meritorious, the
purpose of which is focused on an unprecedented attempt to put in order and to
standardize the best possible practices in the matter of donation and transplantation.
Many countries have adopted the principles contained in the above-mentioned

Declaration, and inclusively, have influenced positively in the adoption of its precepts.

Latin America and the Caribbean form a multicultural region, of great diversity and
contrasts, which also possesses points of coincidence with relation to the practice of
transplantation, since, despite its disparate development in education and health,
studies from the last ten years reveal that all countries in the Region, without exception,
are growing in this activity in a progressive manner. The results of the Latin American
Transplant Registry, a part of the Latin American and Caribbean Transplant Society
(“STALYC”) ** show that the activity of donation with a deceased donor increased in 6
years 3,8 ppm, with the perspective of reaching an average of 20 ppm in 10 years at an

annual growth rate of 1-1,5 ppm.



The same tendency is observed in the transplant of the different organs during the
same period of analysis (ten years). The annual growth in kidney transplants was of
7%, the index being 15,7 ppm; with the liver this was even greater, 11%, rising to an

index of 3,4 ppm, and the increase in cardiac transplants was of 5.8%.%

This potentiality places the region in a particularly interesting scene that will allow us to
investigate the progress obtained, mitigating the weaknesses of the system, principally
the product of the socioeconomic reality and the existing healthcare policies in each

country.

Hence, there is a resulting necessity to advance in plans which guarantee accessibility,
transparency and quality in the activity of transplantation in Latin America and the

Caribbean.

The idea to carry out the first Forum on Transplant Bioethics was conceived in the core
of the Latin American and Caribbean Transplant Society. The Forum originated due to
the necessity of creating a space that would permit the analysis of the existing
problems in the region. The necessity for reflection was detected, solutions had to be
looked for in some cases; in others, we would look to establishing a consensual
positioning; in other aspects we would limit ourselves to proposing solutions. The
transplant community of Latin America could not remain detached from such a series of

problems; they considered it a duty never to be given up.

The Forum has not limited itself to treating in an exclusive manner aspects concerned
with transplant bioethics, which are its priority; it has also set out to evaluate the bases
that are applied in those countries on the subject of legislation in transplantation and on
the distribution of organs originating from deceased donors, recognizing their virtues
and proposing solutions for their deficiencies, aspects that are also closely related with
the correct application of the fundamental ethical principles. In the same way, it is
indispensable to get to know the way in which the healthcare authorities of the
countries in the region attend to the permanent and universal coverage of the care
required by the patients receiving the transplants, including the immunosuppressive
therapy and the quality of this, and likewise, the implied commitment in the short and

long-term follow-up of the living donors.

For the purpose of producing a sufficiently inclusive and useful document, the

participation of doctors involved in the practice of transplantation and specialists in



bioethics from Latin America and the Caribbean were invited to participate, who, prior
to the development of the Forum and by allocation of the subjects included, undertook
the task of studying in detail the practices currently prevailing in our countries, of
detecting the weaknesses and proposing solutions which at the appropriate time were
evaluated and discussed in work-groups during the course of the First Forum on
Transplant Bioethics held in Aguascalientes, Mexico on 2nd — 4th September, 2010.
During the event, the coordinators of each of the four work-tables and the participating
group at each one of the tables, analyzed the opinions and agreed upon proposals. At
the conclusion of the individual discussions at each table, the Forum participants met in
a plenary session in which the results and proposals for each topic were presented and
a consensus formed of the general opinions. With the product of this work, a draft
document was produced and sent to all the participants for their evaluation and final

comments, under the principles of reflection, analysis criteria and action guidelines.

Due to reasons of logistics and organization, four topics were chosen to be discussed
during the First Forum on Transplant Bioethics:

l. Living Donor

Il. Transplant Tourism and Commercialism

II. The Government Role in Legislation, Distribution and Coverage for Transplants

V. Access and Quality of Immunosuppression

LIVING DONOR

Although the evaluation of a potential donor should be circumscribed solely to the
donor’s particular bio-psychological aspects, it is difficult to be able to withdraw the
individual from other underlying environmental circumstances that could be capable of

influencing in the final decision to donate.

In the case of the kidney donor, neither the surgical act nor the future mono-renal state
is free of risks. In fact, quite a few persons considered to be good candidates for renal
donation according to present criteria find themselves in a boundary situation, for
example regarding age, weight, arterial pressure, and that they could be at risk in a
short or long term because of this procedure. Similar situations can arise in living

donors of other organs (i.e. liver).



Therefore, it is considered to be the responsibility of each transplant program to
establish a system that insures a meticulous evaluation for the donor hence minimizing
the additional risks to those inherent to the operation. Ideally, this task should be
carried out by an independent group, already experienced in transplantation that would
evaluate the donor at each phase: the pre-surgical evaluation, the surgery, the
immediate post-operative care, and the long-term management for monitoring the renal
and integral health of this person. An interdisciplinary transplantation committee to help

in this decision is also indispensable.

The non-harm principle should be assumed and favored above the other bioethics
principles, in order to be able to protect the bearer donor from additional risks, even

when this donor wishes to exercise his/her autonomy insisting in donating.

A. DEFINITIONS

1. Living donor of blood relationship — Donor genetically related with the
recipient in the first, second, third or fourth degree of consanguinity (father,
mother, grand-parents, uncles, aunts or cousins).

2. Living donor not related by consanguinity

A. Emotionally related living donor — those donors who do not have consanguinity

or genetic relationship, but who have a strong link of an emotional type which is

discernible and obvious, and which can be objective and evidenced. The husband
or wife, concubines, step-fathers and step-mothers, step-sons and step-daughters
fall in this category.

B. Non-related living donor: those who are not related either by consanguinity or

emotionally, who could be:

- Altruistic donor — That person who offers to donate an organ to any other person

who may be ill, even if this is an unknown person, taking great care and pleasure in

the well-being of others and for purely human reasons.

- Paired donation — The using of donor couples to recipient couples in a cross-

matching manner, when in a close, genetic or emotional relationship, there exists

ABO incompatibility, sensitizing, hereditary renal illness or absence of another

available donor.

- Paid donor — This includes the person subject to the sale of organs, whether

“regulated” or illegal.



B. RECOMMENDATIONS FOR THE ACCEPTANCE OF THE LIVING DONOR

Living donor related by consanguinity: the donor of first, second, third or fourth

degree is acceptable.

Paired donor: These are only acceptable between couples with living donors who are
related by consanguinity or emotionally. All the couples must be evaluated by
specialized hospital commissions and must obtain authorization from the

corresponding Health and Judicial Authorities.

Living donor not related either by consanguinity or emotionally is not acceptable

except those included in the following category:

Altruistic donor: Without directed donation is acceptable. We recommend that all the
cases are carefully evaluated by committees of experts and authorized by the

corresponding Health and Judicial Authorities.

Emotionally-related living donor: Includes husband or wife, concubines, step-fathers
and step-mothers, step-sons and step-daughters; these are acceptable when legally

verified and approved by the corresponding Judicial Department.

Paid donor: This donor must not be accepted under any circumstance whatsoever.

C. GENERAL PRINCIPLES RECOMMENDED:

The fundamental bioethics principles which should be contemplated are: Dignity and
beneficence, integrity and non-harming, precaution and/or vulnerability, autonomy and

responsibility, and distributive and local justice.

Bioethics as a science and as an art is found to be in continuous evolution. Hence, new
principles have been formulated to shed light on the conflicts which the progress in the
Sciences of Life creates, in addition to resuming other previously established
principles. If the first principles of Bioethics corresponding to Beneficence, Non-

harming, Autonomy and Justice were elaborated in an Anglo-Saxon context, the



internationalization of Bioethics especially in our environment, insist on the new

contributions that have been made in the field of human knowledge and action.

For Human Dignity we mean that the person has an intrinsic value and has no price,
in other words the person is not an object for profiting with. The principle of
beneficence: in this context is understood as acting for the best benefit of the donor

and the recipient.

For integrity and non-harming, we assume the right of the subject to preserve his/her
functional unit, and for Precaution and/or Vulnerability, we express the threat

towards the frailty of a totality in biological, psychological and cultural danger.

Autonomy: The word autonomy is derived from the Greek “autos” (own) and “nomos”
(rule), authority or law. To be autonomous implies assuming one’s right to have one’s
own opinions, to choose and to carry out actions based on one’s values as personal
beliefs. We must respect the points of view and rights of the persons as long as their

ideas and actions do not imply harm for others or for themselves.** %

The principle of Responsibility is defined as the obligation of all those who have
access to science and technology to be conscientious of their own actions, which
should be in accordance with respect for human life and the preservation of the

same.*®

Distributive and Local Justice: The term distributive justice refers to the adequate
fragmentation of the goods and/or the burdens of a society, in order to compensate the
inequalities in which the society lives. In this way, the resources, the taxes and the

opportunities are distributed in an equitable way.

The principle of Justice in Bioethics makes mention of the access to the healthcare
resources and the promoting of health, with the capacity of answering to the

necessities of the community and the protection of the State.

In order to explain distributive justice in the health services, the terms of equity, merit
and ownership or what one has a right to, have been used. It is said that the situation is
just when the person receives the benefits to which they have a right. Injustice arises
when an individual is deprived of attention that corresponds to him/her considering

his/her necessity or social condition.



Distributive justice seeks to supervise the methods employed for successfully allocating
a substitute therapy such as a transplant, for the purpose of avoiding discriminatory

effects.>3°

The Document of Aguascalientes gives a hierarchical structure to the following

concepts: Solidarity and Subsidizing.

Solidarity: Whereas every human being has the right to find what he/she needs for
his/her growth and development, solidarity implies that we make ours the necessities
of those who do not have those resources, in order that they may obtain means for

subsistence and the instruments for personal progress.

Subsidizing: In a social reality with notable differences of opportunities, with this
principle, the aim is that those who know more, are more capable and have more may
see and attend to those who are lacking in any of those ambits. The above does not
limit either the initiative or the responsibility of the persons and social groups; on the

contrary, they will value, promote and increase these.

In addition to the aforementioned, we consider that it is fundamental to establish a joint-
responsibility with the handling team and the donor-recipient couple and their social
environment. This joint-responsibility of the handling team does not exempt the State

from its responsibility. Accordingly, it is indispensable to point out the following:

Informed consent: In the Document of Aguascalientes, we reiterate the obligatory
factor for the use of the Informed Consent with all its components for the purpose of
safeguarding the autonomy of the donor and the patient for all transplant procedures.

We resume these components as follows:

Voluntarism: This must guarantee that the persons freely choose to submit
themselves to a procedure, medical treatment or clinical study without their permission

having been obtained by means of coercion, persuasion or manipulation.

The right to information: This should be comprehensible and include the objective of
the medical analysis, treatment or procedure. The benefits and short, medium and
long-term risks of the procedure or medical treatment must be clearly explained to the

persons and likewise, the therapeutic alternatives.
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Comprehension: The level of comprehension of the patient must be evaluated by
different persons apart from the explaining doctor. This information can be obtained
through the psychologist, social worker or nursing personnel who understand and know
in detail the procedure which is offered to the patient or to the organ donor. The
information should be given to the patient in their mother tongue or dialect of the
region. A translator or interpreter should be present for the patient during the whole
time that he/she is receiving information. In the case of the written document which the
potential donor will sign granting his/her authorization not being in the mother tongue,
this must bear the signature of his/her translator and of at least two officials of the
institution, testifying that what they consent to in writing is the same as that to be found
in the document. It is necessary to take into account the level of schooling and social
development of the person in order to insure that the person has fully understood what

has been explained verbally and in writing.

Each country’s societies should use strategies in order that, together with its
legislators, national laws may be generated based on international model laws, for the
purpose of obtaining or maintaining optimum results and of protecting the rights of the

recipients and donors.

TRANSPLANT TOURISM AND COMMERCIALISM

The recent happenings in relation with organ transplantation, the laxity in the resource
of non-related living donors, and the utilization of organs of prisoners condemned to
death in China, have provoked world criticism. In its concern about the situation that
has been denounced, the Latin American and Caribbean Transplant Society consider it
necessary to make an emphatic pronouncement regarding the transplant tourism and
the sale of organs. The unethical practices in transplantation that foment the inequality
and the exploitation of persons are of common knowledge. % These unethical practices
are based on false arguments such as the “benefit” and the “opportunity” that a person
can obtain to improve their economic condition. In the same way, an appeal is made to
their “autonomy” to justify the right that the persons have of selling their organs.
However, this is solely a disguise for an “illicit business” in which the poor people in

need of money are not the ones who benefit from the sale of their organs, but rather,
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those who get rich are the intermediaries in this type of sale. It is clearly defined that
the poor will be those who most take the risk in participating in this type of procedures
because of the vulnerable condition in which they find themselves. The situation of
polarization of the distribution of richness in countries in our region, the high rate of
poverty and the low level of schooling, challenge Latin America to take the necessary
measures to protect the vulnerable population from these new forms of human

exploitation such as the trafficking and the commercialism of organs.

We subscribe to the Document of Aguascalientes with the following definitions arising

from the Declaration of Istanbul®*:

Organ trafficking is the obtaining, transport, transfer, harboring or receipt of living or
deceased persons or their organs by means of threat or use of force or other forms of
coercion, of abduction, of fraud, of deception, of the abuse of power or of vulnerability
both by the one who delivers the organ and by the one who receives such organ,
including third party payments or benefits to achieve the transfer or the control over a
potential donor, for the purpose of exploitation by the removal of organs for

transplantation.

Organ commercialism is a practice in which an organ is treated as a commodity that

can be bought, sold or used as merchandise.

Travel for transplantation is the movement of organ donors, recipients or
professionals related with transplantation who cross jurisdictional borders for the
purpose of carrying out transplants. Travel for transplantation becomes Transplant
Tourism if it involves organ trafficking and/or commercialism of the same or of other
resources such as professionals or ftransplant centers dedicated to carrying out
transplants in patients from outside of the country, hence undermining the country’s

ability to provide adequate transplant services for its own population.

The Document of Aguascalientes is emphatically opposed to any idea or mechanism
that tends towards the commercialism of organs and tissues on the part of the
individuals or the States. It is opposed to any mechanism that disguises the trading of
organs or rather, to the functioning of any type of organization that establishes that
organs are marketable articles; like for example, the regulated market, the free sale of

organs, or the payment to the donors of higher sums than those derived from
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evaluation studies, surgical procedure, follow-up and complications after an act of

donating an organ.

THE STATE ROLE IN LEGISLATION, DISTRIBUTION AND COVERAGE FOR
TRANSPLANTATION

On the understanding that our States are responsible for the well-being of the citizens
and have the intention of promoting the common good, it is worth pointing out their role
in the functions of governing, financing, safeguarding, provision, control and vigilance
of the activity linked with the transplantation of organs, tissues and cells of human

origin occurring in their own countries.

The growing demand for donated biological material of human origin to attend to the
situation of thousands of our citizens, demands of our countries the orderly
development of systems for donation and transplantation, and the specific policies
framed in an ethical and legal context that contemplate the common good with the

characteristic of universal access.

In each one of our countries, to a greater or lesser degree, there exists a strong and
increasing disequilibrium between offer and demand of transplant organs, a
fragmentation in the attention, and a partial or restricted access to transplantation as a
therapeutic alternative for large sectors of the population of Latin America and the

Caribbean.

Even though in many of our countries there exists a ample margin of growth in the rate
of deceased donors, today other internationally-used alternatives are being analyzed
which, if considered as appropriate, would demand a strict ethical-legal and citizen

control.

In view of this situation, the only acceptable attitude is that of an ever-increasing
responsibility and commitment on the part of the different components of our society,
especially from those who have major political, ethical-legal, sanitary, technical and

economic responsibilities.
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In this new context, a very special role corresponds to the civil society, with a more

active and organized attitude towards the defense of their rights.

The political decision to give impulse to these systems with clear objectives, such as
guaranteeing the right to transplantation, increasing the number of transplants,
reducing the waiting lists and improving the results of the same, should be effected with
the elaboration of donation and transplantation policies, in order to attend the problems

of access and equity, coverage and integrative attention. 4,42

It is necessary to make
it clear that the correct application of these measures requires that the States
guarantee the universal coverage of the health services to all the individuals who need
transplantation. These measures should consider the organizational particularities of

each State obeying “correct” ethical guidelines.

In those countries where there is no existing donation and transplantation activity, the
authorities should make their maximum efforts to develop systems for attending to the

necessities of their population with the objective of self-sufficiency.

In each case, the population must have available all the information regarding access
to the transplant programs in force, to the results of survival of patients and implants of
the programs carrying out the transplants, availability, coverage levels and allocation

criteria.

The access to the information on the part of the various actors, including the patients,
allows the guaranteeing of transparency in the allocation and obliges the presenting of

their results.

ACCESS AND QUALITY OF IMMUNOSUPPRESSION

The objective is to guarantee the health of the patients with the use of medicines of an
approved quality and effectiveness, by means of a process defined and endorsed by a
scientific-academic institution;** this does not imply the approval or disapproval of the

use of generic medicines but demands the fulfillment of the conditions mentioned.
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The coverage for transplants should comprehend the necessity of implementing health
care strategies that insure the access, quality, transparency, equity and effectiveness
of the attention to the patient; permitting the rapid registration on the waiting list,
remaining in the waiting situation for brief periods and the possibility of receiving a

transplant with the perspective of full reincorporation into society by the patient.

The activity of transplantation implies an ethical commitment from the professional, not
only with the patient but with the community with its spirit of solidarity that makes
possible the donation of a common and scarce organ, and which also involves

responsibility with the patient who remains on the waiting list.

The State must look to maintaining the physician-patient link within the ethical
framework which assumes respect for the dignity and autonomy of the individual. Any
change or disposition that alters this balance threatens the psycho-physical well being

of the patient.

The problematic issues regarding the incorporation of generic medicines on the market
used in Immunosuppression have great prevalence. This is a universal debate and, to
date, there is insufficient bibliographical information about the therapeutic safety of the
generic immunosuppressants and least of all about the results of the interchangeability

of these.

The supervision of the quality of the immunosuppressant medicine that the patient
receives is the ethical obligation of the transplant doctor. Therefore, an adequate
respect for the prescription issued must be guaranteed, and likewise the patient should
be granted all the information to be able to exercise his/her autonomy and make a free
decision. Any change in the immunosuppressant treatment must be authorized by the
patient by means of the signature of informed consent, legally provided for. In the same
manner, there must be agreement on who will have the legal responsibility for the

consequences due to the change in medication.

The immunosuppressants form a special category of medicines that present special
characteristics and make them different from other therapeutic groups.44 These are
medicines with a high health risk since they present a reduced therapeutic opening and
have high inter-population and intra-individual variability. Hence, errors in dosage even
when minimal can result in: 1) lack of effectiveness with loss of the transplant, 2) an

excessive immunosuppression accompanied by infections or 3) undesirable grave
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effects due the toxicity peculiar to the medicine. This results in the variability in the bio
availability of the immunosuppressant medicines in the transplanted patients being
significantly greater than in healthy volunteers. Hence the results of studies on
pharmacokinetic bioequivalence performed on healthy volunteers cannot be
extrapolated directly to the highly heterogenic population of the patients with
transplants. Therefore it is necessary to carry out clinical studies on the effectiveness
and the safety of the generic immunosuppressants which would provide evidence of
equivalence, or at least of non-inferiority, with respect to the immunosuppressants with

a certified patent.*®

We consider that it is necessary that the healthcare authorities, by means of the
entities dedicated to the regulation of medicines, submit the generic
immunosuppressant medicines to studies of therapeutic monitoring of serum, plasma
or blood concentrations in transplanted patients in order to evaluate the intra- and inter-
individual variability of the different formulations available. Also, studies of intensive
pharmacovigilance will be commenced in order to recognize the variables that can

interfere in the disposition of the new formulations.*®

It is also necessary to adjust and have available an instrument of data capture so that
all the doctors may provide information regarding adverse effects and that this may be
found in public web pages of scientific societies in conjunction with the regulating
authorities, to facilitate the fulfilment of the pharmacovigilance. It is recommended that
the scientific societies of each country generate a flow of information about
pharmacovigilance to be circulated in the transplanting hospitals and in the health units

where follow-up is made of patients with low immunological risk.

The interchangeability between innovative immunosuppressants and generic
immunosuppressants is not recommendable if the complete process of verification of
the clinical effect of the generic has not been performed. Pediatric patients, elderly
adults and patients with a high immunological risk represent vulnerable groups and

should not be incorporated in any interchangeability plan.*®

The argument regarding costs in the acquisition of generic immunosuppressants at
lower prices is not valid within the framework of the bioethical principles which should
be fulfilled in patient attention such as beneficence and not causing harm. Moreover, it
should be taken into consideration that the pharmacoeconomy does not only include

the acquisition costs but also the costs associated with the lack of effectiveness and
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safety of a medicine. If the use of generics results in a major rate of transplant
rejection, the savings generated by the price of the medicine will be amply exceeded by
the costs associated with a therapeutic failure. Therefore, the use of a generic
immunosuppressant of a bad quality results in additional expenses. In contrast, a
generic immunosuppressant that presents effectiveness and safety, comparable with
the innovative type but having a lower cost, results in a significant saving. This is the
type of generic immunosuppressant medicine that should be stimulated by the

regulatory authority.*°

Finally, we consider that it is an opportunity for the health authorities to define policies
that permit the guarantee of the best universal coverage of the immunosuppressor
treatment and that together with the regulatory authorities the commercialization of the
new generic drugs be authorized when these same drugs have an assured standard of

46-48

quality.

RECOMMENDATIONS AT A COUNTRY AND PROGRAM LEVEL.

The following are conditions for the development of a healthy system of donation and

transplantation in each country of the Region:

1. To count on specific legislation based on bioethical considerations that
contemplate the regulation of donation, allocation, transplantation and follow-
up.

2. To guarantee universal access to the health services, including access to
transplantation, in all the countries of the region.

3. To establish a national state organization in charge of the donation,
procurement and allocation of the organs, and likewise of the promotion and
enforcement of transplantation policies at a national level.

4. To foment programs for deceased donors and the maximum utilization of the
resources of each country and likewise for international cooperation, including
the exchanging of medical-clinical, educational, bioethical and scientific

investigation sources regarding donation, immunology and transplantation.
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11.

12.

13.
14.

15.

16.

17.
18.

19.
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To have available a national waiting list for each organ or tissue, and allocation
systems with defined criteria that promote order, certainty, transparency,
credibility and traceability in the system.

To promote the establishment of necessary controls in the health institutions for
the protection of the vulnerable population.

To put in order the principles of distributive justice in equality, usefulness and
community.

To count on systems for monitoring and fiscal regulating of the allocation
processes.

To promote the obligatory condition of reporting to the national system of
donation and transplantation of each country and to the corresponding public
health ministries regarding the performance of transplants with living donors
and also data of value for traceability and follow-up.

To create evaluation committees for non-related donors in the hospitals carrying
out transplants.

To create national registers of donation and transplantation that may insure the
adequate analysis of short and long-term results.

To establish criteria for certifying hospitals where transplantation procedures
are carried out.

To register and authorize the transplantation programs.

To establish national criteria and protocols for the selection of deceased donors
and for procurement.

To define criteria for certifying the personnel dedicated to activities of
procurement and transplantation.

To prepare clinical transplant teams for diverse organs, that are competent and
qualified, with transplantation programs contemplating pre-transplant, implant
and post-transplant activities.

To train personnel for donation and procurement activities.

To establish mechanisms for giving support and encouragement in the
deceased donor and procurement programs in all the countries throughout the
Region.

The companies initiating negotiations for the approval of the generic
formulations of immunosuppressant drugs before the respective health
ministries should fulfill the following:

Present references regarding the origin of the drug and its use in other

countries.
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b. Clinical transplant studies guaranteeing safety and therapeutic effectiveness
with supervision by authorized third parties should be submitted to the generic
formulation. These studies must be of adequate statistical importance.

c. The supply of the drug must be guaranteed for a period of a minimum of one
year in order to avoid the risk of interruption and interchangeability of the
medicines. It is frequent for the generic trader to experience problems of

production and/or distribution which limit the adequate supply of the medicines.

20. To make known and announce the Document of Aguascalientes in all the
transplant forums and congresses that are held in Latin America and the
Caribbean.

21.To send this document to all the state institutions participating in health

management in the region.

CONCLUSIONS

This document contains the result of the work sessions and discussion tables of the
First Latin American Forum on Transplant Bioethics. Its publication fulfills the purpose
of transmitting its content to all the professionals in health who day by day make their
best effort towards the care of patients who need a transplant, to all the medical
societies involved in transplant activities and to the health authorities of all the

countries which form the Latin American and Caribbean Region.

The Document of Aguascalientes does not pretend to adopt a dogmatic character that
censures the exercise of the transplants; least of all does it seek to assume a

maniqueist attitude to define what is correct and what is not.

The Document of Aguascalientes reaffirms its identity with the highest values defining
the practice of medicine; it reaffirms its commitment with dignity, its respect for life and

the never-to-be given up duty of helping those who suffer.

Although the Document of Aguascalientes admits that each country and each
transplant center have the prerogative of defining their own practices, it does pretend to

serve as an instrument of expression on behalf of the groups with transplanting activity
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in Latin America and the Caribbean, and its aim is to influence the realization of the

transplant activities in an atmosphere of justice and equity.

Possibly the major challenge, and consequently the task which all the groups involved
in transplants will have in the coming years, corresponds to granting the necessary
continuation of the laudable measures suggested in this Document, in a desire to
optimize — under the most strict ethical principles — the results in the matter of donation

and transplants that can be obtained from the joint effort of the countries of the region.



20

REFERENCES

10.

11.

12.

Merrill JP, Murray JE, Harrison JH, Guild WR. Successful homotransplantations
of human kidney between identical twins. JAMA 1956; 160: 277-82.

René Kiss, Pierre Bourget. An illustrated history of organ transplantation.

Special Commemorative Edition by Laboratoires Sandoz; 1992, p. 18-77.

Barnard CN. A human cardiac transplant: an interim report of a successful
operation performed at Groote Schuur Hospital, Cape Town. S Afr Med J 1967;
41:1271-4.

Veatch RM. Transplantation Ethics. Washington, D.C.: Georgetown University
Press; p. 46.

Ramoén Lucas Lucas. Antropologia y Problemas Bioéticos. Capitulo VI. En:

Muerte encefalica y muerte humana. Madrid: Estudios y Ensayos; 2001, p. 111.

Ramoén Lucas Lucas. Antropologia y Problemas Bioéticos. Capitulo Il. El valor

del cuerpo humano. Madrid: Estudios y Ensayos; 2001, p. 15.

Ruy Pérez-Tamayo. Etica Médica Laica. Fondo de Cultura Econdémica; El
Colegio Nacional México 2002; 17-63, 250-74.

Pius XlI. To the delegates of the Italian Association of Cornea Donors and the
Italian Union for the Blind (May 14, 1956). In: Acta Apostolicae Sedis. Vatican
City 1956; 48: 462-5.

John Paul Il. To the participants at the First International Congress on the
Transplant of Organs (June 20, 1991). In: Teachings of Jean Paul Il. Vatican
City 1991; XIV/1: 1710-12.

Pontifical Council for Pastoral Assistance to Health Care Workers. Charter for
Health Care Workers. Vatican City 1995; ns 83-91.

John Paul Il. Enciclical setter “Evangelium Vitae”. Vatican City 1995; ns. 15-86.

Mollaret P, Goulon M. Le coma dépasse. Revue Neurologiche 1959; 101: 3-15.



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

21

Harvard Medical School. A definition of irreversible coma. Report of the Ad Hoc
Committee of the Harvard Medical School to Examine the Definition of Brain
Death. JAMA 1968; 205: 337 40.

Diagnosis of brain death: statement issued by the honorary secretary of the
Conference of Medical Royal Colleges and their Faculties in the United
Kingdom on 11 October 1976. Brit Med J 1976; 2: 1187-8.

Guidelines for the determination of death: report of the medical consultants on
the diagnosis of death to the President’'s commission for the study of ethical
problems in medicine and biochemical and behavioral research. JAMA 1981;
246:2184-2186.

Uniform determination of death Act, 12 uniform laws annotated 589 (West 1993
and West suppl 1997).

The quality standards subcommittee of the American Academy of Neurology:
Practice parameters for determining brain death in aults (summary statement).
Neurology 1995; 45:1012-1014.

Widjdicks, EFM, Varelas PN, Gronseth GS, Greer DM. Evidence-based
guideline update: Determining brain death in adults. Neurology 2010; 74:1911-
1918.

Namihira E. Shinto concept concerning the dead human body. Transplant Proc
1990; 22: 940-1.

Sugunasiri SHJ. The Buddhist view concerning the dead body. Transplant Proc
1990; 22: 947-9.

Bulka RP. Jewish perspective on organ transplantation. Transplant Proc 1990;
22: 945-6.

Al Bar MA. Islamic view on organ transplantation. In Proceedings of the 2nd
International Conference of Middle East Society of Organ Transplantation.
Kuwait, 11-15 March 1990.

SIXTY-THIRD WORLD HEALTH ASSEMBLY. WHAG63.22. MAY 2010.

apps.who.int/gb/ebwha/pdf_files/WHA63



24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

22

Declaracion de Estambul. Cumbre Internacional sobre turismo de trasplante y
trafico de 6rganos convocada por la Sociedad de Trasplantes y la Sociedad
Internacional de Nefrologia en Estambul, Turquia del 30de abril al 2 mayo de

2008. http://www.slanh.org/img/inicio/Declaracion Estambul.pdf

Declaracion Universal de los Derechos Humanos, adoptada por la Asamblea
General de las Naciones Unidas el 10 de diciembre de 1948,

http://www.un.org/Overview/rights.html

Barr, M. L., Belghity J, Villamil F. G. et al: A report of the Vancouver Forum of
the Care of the Live Organ Donor: Lung, Liver, Pancreas and Intestines - Data
and Medical Guidelines. Transplantation 81: 1373-1387 2006

A report of the Amsterdam Forum on the care of the Live Kidney Donor: data
and medical guidelines, Transplantation 79(2S): S53-S66, 2005

The Ethics Committee of the Transplantation Society: The consensus of the
Amsterdam Forum on the Care of the Live Kidney Donor, Transplantation 78:
491-492, 2004

Constitucién de la Sociedad de Trasplante de América Latina y el Caribe,

segun aprobada, Canela, Brasil 1999

Pan-American Society of Dialysis and Transplantation: Document of Transplant

Ethics, Bulletin South Eastern Organ Procurement Foundation, Feb/Mar 1989.
Santiago-Delpin, E. A, Guidelines to Assist Authorities in Each Country with
Regards to Transplantation, Transplantation Society Bulletin, 6:9-11, 1997

Dossetor JB, Monaco AP, Stiller CR, Guest Editors, First International
Congress on Ethics, Justice, and Commerce in Transplantation: A Global View,
Transplantation Proceedings, 12(3):891-1056, June 1990.

Sociedad de Trasplantes América Latina y del Caribe. Registro

Lationamericano. www.stalyc.net/

Kemp, P. La mundializacién de la ética, Fontamara: México 2007 .

Beauchamp, T. y Childress, J. (1999) Principios de Etica Biomédica. Barcelona:
Editorial Masson S.A., pp.113,114.



36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

23

Jonas, Hans.(1995) El principio de responsabilidad: ensayo de una ética para

la civilizacion tecnoldgica. Editorial Herder. México D.F.

Cantu, G., Medeiros, M. y col. “En hospitales de Meéxico: criterios de
asignacion de riidn de pacientes fallecidos” Persona y Bioética, 2009; 13 (32):
20-33

Cantu, G., Orta Sibu, N., y col. “Patrones de suficiencia y prioridad de la justicia
distributiva en atencién de los pacientes pediatricos con enfermedad renal
cronica terminal en América Latina y el Caribe” Arch.Latin.Nefr.Ped. 2010; 10
(1):1-9

Cantu G. “Justicia Distributiva y trasplante renal” México 2009, en prensa

Firmenich B, Fontana R, Barone ME, Fernandez M, Maglio |, Tanus E, Tanus
R, Exeni R. Turismo de trasplantes: Una mirada desde la bioética. Archivos

Latinoamericanos de Nefrologia Pediatrica 2008; 8 (3): 205

RAWLS, J. “Teoria de la Justicia” segunda edicion, 1995. Homedes N. ;Se
puede hablar de politicas de genéricos en América Latina? Revista de salud

publica y nutricion de la Universidad Autdbnoma de Nuevo Ledn 2004;5(1)

Declaracion de la Asociacion Médica Mundial sobre la donacién y trasplante de
6rganos y tejidos-2000- Seccion C Valores inc. 7 y Seccién H Justicia en el

acceso a los organos y tejidos.

Homedes N. ;Se puede hablar de politicas de genéricos en América Latina?
Revista de salud publica y nutricion de la Universidad Auténoma de Nuevo
Ledn 2004;5(1)

Magos-Guerrero GA, Lorenzana-Jiménez M. Las fases en el desarrollo de
nuevos medicamentos. Rev Fac Med UNAM 2009;52(6):260-264

Alloway RR, Isaaqcs R, Lake K, Hoyer P. First R, Helderman H, Bunnapradist
S, Leichtman AB, Bennett MW, Tejani A, TAkemoto SK. Report of the
American Society of Transplantation conference on immunosuppressive drugs
and the use of generic immunosuppressants. American Journal of
Transplantation 2003;3(10):1211-5

Homedes N, Ugalde A. Multisource drug policies in Latin America. Bulletin of
WHO 2005;83:64-70



24

47. Homedes N, Lopez-Linares R, Ugalde A. Health, Nutrition and Population
(HNP) Discussion Paper. Generic Drug Policies in Latin America. HNP, The
World Bank, March 2005

48. Documento de Consenso en la Utilizacién de Nuevas Formas Farmacéuticas
en Drogas Inmunosupresoras en Pacientes Trasplantados. Ministerio de Salud
de la Ciudad Auténoma de Buenos Aires y Sociedad Argentina de Trasplante.
30 de junio de 2010



25

GENERAL FORUM COORDINATORS: Ashley Baquero (Dominican Republic),
Josefina Alberu (Mexico)

COORDINATORS OF THE WORK TABLES:

LIVING DONOR: Eduardo Santiago Delpin (Puerto Rico), Eduardo Tanus
(Argentina), Rafael Reyes-Acevedo (Mexico).

TOURISM AND COMMERCIALISM OF TRANSPLANTS: Maria Amalia
Matamoros (Costa Rica), Roberto Tanus (Argentina).

LEGISLATION AND DISTRIBUTION: Mariela Salome Bacile (Argentina),
Sergio Orihuela (Uruguay).

COVERAGE FOR TRANSPLANTS AND FOR IMMUNOSUPPRESSION: Mario
Abbud-Fihlo (Brazil), Maria del Carmen Bacque (Argentina), Domingo Casadei
(Argentina).

PARTICIPANTS IN THE FORUM: Alger Aquino Figueroa (Mexico), Roberto
Barriga Arroyo (Bolivia), Martha Magalis Bello Bello (Dominican Republic),
Milka Bengochea (Uruguay), Jorge David Cancino Lépez (Mexico), Guillermo
Rafael Cantu Quintanilla (Mexico), Gilberto Castafieda Hernandez (Mexico),
Irene Cordova (Mexico), Ramon Espinoza Pérez (Mexico), José Pablo
Garbanzo Corrales (Costa Rica), Carmen Gracida Juarez (Mexico), Maria de
Jesus Gutiérrez Navarro (Mexico), Mariela Mautone (Uruguay), José Luis
Medina Cerritefio (Mexico), Avelino Méndez Rangel (Mexico), Arnoldo
Mondragon Padilla (Mexico), Cruz Netza Cardoso (Mexico), Maria del Carmen
Rial (Argentina), Ana Rodriguez Allen (Costa Rica), Maria de la Cruz Ruiz

Jaramillo (Mexico), Luciano Tylbuberg (Mexico).



