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Foreword

This important, collaborative book describes current aspects of clinical research in

Latin American countries from regulatory, operational, and cultural perspectives.

The opportunity to write the introduction makes me very happy, for the following

reasons:

• It allows me to continue to be a part of the story of countries that have been a

very important part of my life, not only as a medical professional, but also – and

perhaps most of all – in the field of human rights.

• It gives a direct opportunity to reflect systematically on a topic that has been very

important throughout my many years of activity in clinical research: from the

time when basic methodologies and strategies were first discussed to the present.

I have seen the problems that Latin American countries have had to face to

maintain autonomy and creativity in the context of a globalization that tries to

make everyone accept and conform to supposedly perfect rules.

• I have been encouraged to reflect upon and compare what is happening in the

health field and in the society of the European region where I have lived and

worked for 30 years.

Based on actual experiences – some innovative – and on analysis and interpre-

tation of regulatory frameworks, the authors of the different chapters have shared

their thoughts, ideals, and concerns. This is how networks of researchers are built.

It is the existence of these networks that allows researchers through the implemen-

tation of multinational or regional projects to test and promote the cultural and

operational independence of many different players and leaders of clinical research,

social epidemiology, the rational use of medications, and public health.

I must confess that the feelings of gratitude and honor when I accepted the

invitation were gradually transformed when I read the contributions from the

different countries. I doubted that I could add anything to such current descriptions

and accurate analysis from the various authors, or to the observations that accom-

pany the data in the profiles of the different countries. And so I chose to highlight

points that, for me, personally, stood out in the notes I made as I read the various
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chapters, and I have tried to express this book’s contribution to the development of

clinical research.

1. One of the most important and original features of this book is that in it we meet

the people and hear the voices of the region, to see how they complement each

other, and the potential – even more, the necessity – to find permanent ways

that will allow networking. There is nothing original in forming work groups. In

every sector of the health field we have a multitude of commissions, committees,

and work groups, all created to design strategies, guidelines, agreements, etc.

The originality of this book lies in stimulating participation by incorporating the

voices of many different professionals who have less interest in seeking consen-

sus than in starting a conversation – even some controversy – with the common

objective of transforming clinical research into a pathway, a tool for exploration,

and seeing to it that this takes place in a manner in which individual and

collective human rights are respected. Both the participants, and the populations

in which they live, must be subjects, not objects, of experimentation.

2. The International Conference on Harmonisation–Good Clinical Practice initia-

tive (ICH-GCP), which during the past 20 years has been imposed mainly by

market demand, has caused clinical trials to become one of the most important

indicators of the conceptual, methodological, ethical, structural ambivalence

that dominates the field of clinical research. Clinical trials have evolved in the

medical context long before the harmonization initiative, to become the most

incontestable method for answering, with greater certainty and responsibility

and in a collegiate manner, a clinical therapeutic question using the logic of

public health. The first clinical trial of “our” time coincides both chronologically

and symbolically with the beginning of Great Britain’s National Health Service.

It transformed the problem of scarcity of a promising medication – streptomycin

for the treatment of tuberculosis – into a randomized experiment to assure the

scientific quality and robustness of the results, giving a concrete and objective

answer to decision-makers (Editorial 1998).

Medications (which are the almost exclusive focus of ICH-GCP) are only one

component of a clinical trial; they are not the main actors. Clinical trials were

born and are justified as exploration; based on clear concepts of clinical epide-

miological, public health, patients’ needs plausibility they sought to produce

innovative responses to health problems lacking an answer. The clinical trial

methodology was developed from this perspective, and by the end of the 1970s

and through the beginning of the 1980s, almost all the methodological and

statistical rules had been developed, and today are considered reference points.

The so-called “population trials,” large clinical trials which, during the later

decades of the past century, have been the foundation of the great scientific

advances in such pathologies as cancer, cardiovascular health, and AIDS,

clearly come from this logic (Cochrane 1972; Silverman and William 1986;

Peto et al., 1976; Yusuf et al. 1984; Bonati and Tognoni 1984; Tognoni and

Bonati 1986; Gruppo Italiano per lo Studio della Streptochinasi nell’Infarto

Miocardico 1986).
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3. The progressive transformation of “health systems” into economic systems

attractive to industrial interests that accelerated with the development of the

World Trade Organization coincided with the transformation of clinical trials.

In fact, the ICH-GCP grew in parallel with the report of the World Bank

“Investing in Health,” and the “Global Burden of Disease” project. These projects

transformed diseases into points of reference and protagonists of the health

systems, setting aside the real life of populations. In the same way, clinical trials

became a tool to register and commercialize products to treat sickness. This

apparently peaceful “revolution,” presented in a language, which promised better

protection for consumers and which standardized the control process through

“ethics” committees, not be more profound. Medications are now the center and

the objective of clinical trials and a strategy to produce industrial knowledge:

individuals and populations are being permanently exposed to the risk of being

converted into objects or tools (International Conference on Harmonisation 1996;

The World Bank 1993; Murray et al. 1997).

The dichotomy is perfect: clinical trials continue to be essential, and

are “indicators” of the ability to find new answers to health problems. Their

identity as tools to transform knowledge into marketable products makes them

a critical part of the process. The multiplicity of “trials of products,” seeking

more differentiated participants in ever larger numbers coincides with the

marginalization, possibly for economic reasons, of clinical trials that try to

resolve the problems of a population. The “trials of products,” which are

the majority, impose their procedures and gradually become established as

“rules or standards,” not necessarily because they are superior methodologically,

nor because they test hypotheses of greater clinical-epidemiological relevance,

nor to give greater respect for the rights of the citizens and patients (Murray and

Lopez 1997; Topol 2004; Angell 2000; Garattini and Chalmers 2009).

In response to the demand of the markets, the regulatory agencies both

globalize and multiply in each country. They adapt rapidly to new situations

and become “experts in products” and guarantees that researchers and

institutions comply with the procedures that the market requires. It is possibly

the only way to survive economically, as it is this process that guarantees their

budgets. Even communication – the personal communication between the

physician and the patient – is transformed into a standardized process, “the

module of informed consent,” maximizing in this way the intrinsic dichotomy

of the clinical trial of products (Henry 2006; Toussaint 2013; AIM et al. 2013;

Tognoni and Geraci 1997; Hyder and Wali 2006).

4. The contributions to this book reflect the consequences of this dichotomy, which

are also seen regularly in scientific journals. These stories appear on a daily basis,

making specific references unnecessary here. It is the most dangerous trap for the

development of a public health culture in the clinical trial sector. The comments I

make below (desires, proposals, projects) are memory aids so that the current

situation is not accepted as a reason to “protect oneself” from clinical trials; but

exactly the opposite – to try to seriously examine the role of clinical trials as

indicators of a health sector which always seeks to create knowledge, to answer

real problems, and which respects the rights of participants.
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4.1. The primary challenge and the first step in regaining intellectual autonomy

(very critical for a sector that allows the “intellectual rights of products”

to be converted into a sacrosanct absolute) is to recover the language, and

the significance of words. It would seem that this is simple, but it is most

important when regulations and standards for clinical trials are not only

discussed, but are adopted and published. The appropriate nomenclature

must be determined and used to adequately identify differing aspects:

process vs. content; responsible sponsors and intellectuals vs. financiers;
public ownership of information from patients and populations vs. the
use of data to register and market products; personal communication

with participants vs. standardized modules, which are examples of the

lack of respect for the right to transparency in communication; the rele-

vance of the hypothesis being evaluated by the simplest appropriate method

vs. the bureaucracy of data collection, increasingly in the hands of non-

independent entities such as the contract research organizations or CROs,

which only serve to increase the costs of clinical trials.

4.2. A different language and way of thinking cannot begin, much less continue, if

the players limit discussion and remain distant from each other. It is essential

to accept a basic yet practical concept: clinical trials, and all that goes with

them, derive their “legitimacy” from being an activity of clinical practice.

The methods, rules, and tools of clinical trials are not (and should not be

taught as being) something parallel, distinct, and difficult. In actuality, they
are an expression of responsible practice, when physicians (or society) are

challenged by ignorance and/or uncertainty about a problem (diagnostic,

therapeutic or to improve the welfare of a patient or community) for which

they have no adequate answer, and respond to the needs of, or rights to life

and health for, individuals or populations.

4.3. We must become used to thinking (and speaking), including in this area, in

ways that avoid confusion of the perspective of the formal-institutional

majority with reality. From the methodological point of view, and not only

from the human rights perspective, clinical trials for registering and mar-

keting products are only a sub-group of different research strategies – and

they are not the most important. It is their defenders – although numerically

in the majority – who must justify and validate their legitimacy, and their

attempts to impose “excessive” rules, instead of emphasizing basic quality

criteria. It is these criteria which should be compulsory and an integral part

of responsible clinical practice: they are the foundation from which to

conduct clinical research, experimental or observational, with therapeutic,

diagnostic, or physio-pathological goals.

4.4. To be translated into a perceptible and concrete culture, the legitimacy

given to clinical research by constitutions and major international laws

must be put into practice through field-based protocols and projects where

a dialogue between clinical practice and research is established – because

both are part of the same continuum. The challenge to focus projects and

protocols to problems or populations – not occasionally, but as part of a
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commitment and presence in society and in health systems – is at this time

especially urgent in regions such as Latin America. It may not be easy, but

there are examples in both general and specialized medicine showing what

is possible. Economic problems, such as a lack of public investment and

little promotion of “public health research” by international agencies, add

to regulatory problems. Clinical trials are currently seen as a complex

undertaking, representing additional and competing work in a health care

practice. I want to emphasize this point, for the last time, for its negative

consequences.

One of the contributions of this book is that it shows the pervasiveness of

the problem, and it could be an important stimulus, from cultural and

methodological perspectives (once more: these aspects are always comple-

mentary) to develop research protocols that are based on specific contexts.

The clinical trials that a group of general physicians are thinking of

conducting in Argentina on Chagas disease and strategies to control cardio-

vascular risks are examples of regional possibilities. There is no lack

of ideas, but there is a lack of the confidence in having competence

(which encompasses taking responsibility), in the production of knowledge,
in response to the problems of patients, and without being primarily more or

less compliant users of knowledge generated in contexts that prioritize the

development of products (Hyder and Wali 2006; Tognoni et al. 2012).

4.5. The idea of actively reclaiming a perspective and language of autonomy

must also apply to the construction and utilization of clinical trial registers.

Promoting transparency regarding what is taking place (the reason for the

existence of registers) is vital. Since registers in Latin America and

the Caribbean are still in the stage of coordination-debate-development,

I dare to make a wish that comes from my experience in the countries,

regions, and international agencies that already have these registers.

The registers should not be limited to “register” to produce the maximum

descriptive statistics of what is ongoing (how many trials, for what, in what

sector, etc.). Perhaps I can explain what a register should be if I make a

parallel with pharmaco-epidemiology: this discipline could be (and most

often is) focused on describing “consumptions-prescriptions” of medications,

but it should be more interested in the reasons for the prescription or the

lack of access, and above all, their impact on the life and rights of the

patients (Scurti et al., 2012). In the same way, a register-observatory,

although quantitatively complete, is useful to know or “control” what

happens, but above all to create material to promote an intensive dialogue

between professionals and the public on the specific quality and the general

direction of the “world of clinical trials.” The country or regional registers

can be transformed into tools of permanent education: a living “document

in real time,” which not only assists protocols to become publications, but,

more importantly, is a source for monitoring and discussing the greater or

lesser ability of the health system to express cultural autonomy in the search

for answers to its most prioritized and relevant problems.
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5. Two final wishes synthesize the consequences of the thoughts I have expressed

for the “actors” at both extremes of the clinical trial theme: at one end, the

regulatory agencies, and on the other, the communities of citizens.

5.1. The national and international agencies, which create, adopt, and interpret

rules and laws, may be considered as a perfect example of the dichotomy,

which we have discussed, and which is one of the most important

characteristics of the clinical trial research as it is being conducted,

resulting in a divide between health and society. Maybe I am biased

(in the most positive sense of the term) by having been a witness during

10 years (1998–2008) to what a regulatory agency could be and do

(Agenzia Italiana del Farmaco or AIFA in Italy) when directed by a clear-

thinking professional with a public health perspective – Dr. N. Martini.

Under his direction, the interpretation of the essential role of the agency as

controller was more effective (and less bureaucratic and rigid) because he

was also actively promoting and supporting research. Two laws were

approved; one to encourage and train general practitioners to take responsi-

bility for problems within their sphere of practice, and the other to facilitate

and reduce the cost of independent research related to population problems.

The goal was to balance the quantitative dominance of “research to find

products.” These laws enabled active financing for public health research,

and, in the area of continuing education, they gave more credit to those who

interpret the duty of permanent education in terms of “producing new

knowledge” than to those who attended “multimedia” conferences and

listened to something that was already known or could be read anywhere

(Ministero della Salute 2004; Filibeck et al. 2004; Editorial 2008).

Agencies can exercise their role as “guarantor” from opposite perspectives:

• As “negative” players, “against” the risks, or, from the “positive” posi-

tion, by increasing the places and the opportunities for research by

promoting research as a tool to expand the right to health

• By representing a culture that believes that the growth of bureaucracy

guarantees efficiency-transparency, or by stating that, by definition,

the areas of competency of the agencies are those which require greater

flexibility (beyond respecting the few essential rules) because, in

research, clinical trials are a means of exploration which can be applied

in many areas. Clinical trials require respect for the basic principles of

the process, but their rigid application would violate another basic

principle – respect for the “specificity” of people and populations.

5.2. The citizens-patients – beyond what all the declarations “of principles” and

of good-will say – in practice are absent and have no power (no matter their

“symbolic” presence in Ethics Committees). Health continues to be,

above all, in what is called the production of knowledge and in decision-

making, the “property” of specialists. Admission into this club is strictly

controlled, distinct criteria are used, and patients or citizens do not
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participate directly, but only through their “representative(s)” (more and

more often in the singular). The framework for my dream, which is consis-

tent with the concept of clinical trials as a tool to change for the better the

history of illnesses in populations, is found in epidemiology. More specifi-

cally, in the experiences called “community epidemiology” that developed

precisely in Latin America. In this context, the community members are the

producers and interpreters, responsible for the information, which describes

them, and for the solutions to their problems, in a permanent conversation

with but not dependent on a hierarchy of “specialists.” This perspective is

even more relevant for clinical trials that can be considered “legitimate,”

only when clinical promoters-actors and people with unanswered problems

reciprocally recognize ignorance on both sides, seek an alternative, and

decide together, to investigate a hypothesis for a solution, hoping that it will

work. This is what we mean by the application of the basic principle

of legitimacy-necessity of research-experimentation-clinical trial as an

integral part of the practice of medicine (Cecomet 2010; Torres Goitia

2008; Breilh 2008).

As indicators of the ability of medicine to take responsibility for innovation and

transparency, clinical trials can – perhaps must – be experiments of democracy.

The challenge is the same, although the subjects will have different names and

needs: patients vs. citizens, life vs. health. The respect for rights is an ongoing

journey, always travelling on new paths: experiments, where responsibilities cannot

be compartmentalized, because – in society and in health – the content and

relationships of life are profoundly intertwined. It should be unimaginable that

products could become the primary goal and end-point of clinical research.

Gianni Tognoni
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Chapter 1

Introduction

Nuria Homedes and Antonio Ugalde

1.1 The Origins and Development of This Project

The tension between the need to develop better treatments and protect human

research participants is particularly acute in low and middle income countries,

where the number of clinical trials with pharmaceuticals is on the rise and the systems

to protect the research participants are relatively new and tend to be poorly devel-

oped. While, Latin American volunteers have been participating in international

research and in clinical trials since the beginning of the twentieth century, most

Latin American countries did not have regulatory agencies or a regulatory framework

guiding the implementation of clinical research until the mid- 1990s or early 2000s.

As editors of an electronic bulletin aimed at improving the use of pharmaceuticals

among the Spanish-speaking populations (www.saludyfarmacos.org), the editors of this

collection became aware of reports describing violations of ethical research principles in

Costa Rica and Argentina (Vargas 2006; Orchuela 2006a, b). Later, during meetings in

Peru, Costa Rica andArgentina we learned that Colombian research participants did not

understand the concept of informed consent; Argentinean psychiatric patients had been

included in research projects without obtaining the informed consent from guardians or,

in their absence, from the judiciary; and concerned Costa Ricans had unveiled problems

with a very large clinical trial (over 13,000 participants) to study the effectiveness of a

vaccine against human papilloma virus. Ethical research concerns are common through-

out the world, but what was striking about the situation in Latin America was the

insularity of the bioethicists and concerned researchers that were unveiling these issues.

Researchers in other countries did not know about any of the cases described above.
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The need to establish a network to monitor the ethical implementation of clinical

trials in Latin America became obvious.

Using the network of collaborators and researchers that we had established

through the publication of the bulletin and decades of research in Latin America,

in 2007 we conducted an on-line survey to identify the existing ethics research

infrastructure in 15 Latin American countries. We had a 100 % response rate,

indicating that there was a strong interest in the topic and that people were eager to

channel their interests and efforts in a more organized and structured fashion. We

decided to capitalize on this interest and proposed the creation of a Latin American

Network for Ethics and Pharmaceuticals (Red Latino Americana de Ética y

Medicamentos or RELEM). RELEM’s first product was a paper describing the

results of the survey that was presented at an international meeting on Pharmaceu-

tical Policy that was held in Zeist (Netherlands) in September 2007.

The RELEM initiative coincided with the interest of some international players

who, aware that the applications for the commercialization of new drugs were

increasingly including data gathered in low-and middle-income nations, became

concerned about the manner in which trials were being conducted and of the quality

of the information collected in low-and middle-income nations.

The reports about lack of informed consent to participate in a trial were particularly

worrisome because it is conceivable that participants, unaware of their role in clinical

research, could engage in behaviors that could, in turn, mask the results of the study,

such as failure to report side-effects, inadequate compliancewith themedical regimen,

or self-medication with other OTC or prescription-drugs that are often sold without a

prescription. Thus, when the human and civil rights of clinical trial participants are

violated, the quality of the research suffers and might have a detrimental effect on the

effectiveness and safety of the pharmaceuticals that are commercialized, a number of

which tend to be primarily sold in high-income countries.

In 2008, with funding from the University of Texas, Salud y Fármacos (a US-based

non-governmental organization), the Pan American Health Organization (PAHO),

and WEMOS, a Dutch non-governmental organization, we organized the first Latin

American Workshop on Clinical Trials and Ethics. The meeting was held in Buenos

Aires (Argentina) in August 2008, and was attended by regulators, bioethicists, and

clinical researchers from Argentina, Brazil, Costa Rica, Mexico and Peru. At the end

of the meeting we had a research agenda, a Declaration (See Chap. 2), and a

commitment to write a book describing the situation of clinical trials in the above

listed Latin American countries. While not all participants in this and subsequent

meetings are listed as authors in this volume, all of them contributed by sharing their

thoughts, experiences, files and other archival documents, and reviewing the multiple

versions of each chapter. We are deeply indebted to all of them.

The collection of articles in this book examines the evolution of the regulatory

frameworks that guide the implementation of clinical trials in five Latin American

countries and analyses clinical trials that highlight the main ethical issues that have

arisen during their implementation. More than 80 % of all clinical trials that take

place in the region are conducted in Argentina, Brazil, Costa Rica, Mexico and

Peru; therefore, what is described in this book can be considered representative of

what occurs in the region.
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1.2 The Structure of the Book

The perpetual tension between advancement of scientific knowledge and the

protection of clinical research subjects has led governments and professional

associations to develop ethics codes to guide clinical research. After contrasting

and assessing the different ethics codes that have been discussed and accepted in

Latin America (Chap. 2), the authors assert that the ethical violations that have

been documented in the region do not require perfect ethical codes and frame-

works but the will of all actors in the clinical research process (i.e. pharmaceutical

industry, governments, regulatory agencies, universities, clinical researchers,

professional associations, research ethics committees) to protect the rights of

clinical research subjects. The protection of these rights requires well-functioning

ethics research committees that are free of financial conflicts, and adequate

financing to monitor the recruitment of research subjects and the clinical research

process.

The participation of Latin America in multinational clinical trials, along with the

attractiveness of the region for international clinical research, is described in

Chap. 3. The upsurge of clinical trials after the adoption of the Agreement on

Trade Related Aspects of Intellectual Property Rights (TRIPS) and the approval of

the Good Clinical Practice Guidelines from the International Conference on Har-

monization of Technical Requirements for Registration of Pharmaceuticals for

Human Use (ICH GCP) caught most national regulatory agencies unprepared.

Most national, legal regulatory frameworks of clinical research are in constant

change in attempts to improve the countries’ competitiveness and to respond to

the needs of the pharmaceutical industry while protecting the rights of the research

subjects.

A general analysis of the clinical research regulations in Argentina and the

country’s participation in clinical trials since 2005 is provided in Chap. 4. Using

the results of clinical trial inspections, and case studies of trials that have been

questioned by researchers, the courts, the ombudsmen, the regulatory authorities

and journalists, this chapter uncovers situations where trial researchers failed to

obtain informed consent, duplicated patient records, and violated inclusion and

exclusion criteria. About one-third of the clinical trials implemented in this country

are conducted in the province of Cordoba, home to about 10 % of the country’s

population. Chapter 5 describes the political and regulatory context that caused

clinical research to flourish there and how the inappropriate use of political influ-

ence, public infrastructure and the use of the public health system resulted in legal

suits and fines against the clinical trial sponsor and the researchers. These two

chapters illustrate how conflicts of interests within the research ethics committees,

research centers, public hospitals and possibly the regulatory agencies, along with

pressure from the groups who benefit from the implementation of the trials have

facilitated the violation of scientific and ethical research principles.

The uniqueness of the Brazilian system of ethical review of clinical trials is

described in Chap. 6. With the return to democracy, organized community groups
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were empowered and became involved in the management of the public sector. The

health sector was placed under the purview of the National Health Assembly, which

in collaboration with stakeholders and community groups developed the regulatory

framework for clinical research. In Brazil, all ethics research committees (CEPs),

about 600, are institutionally based and all protocols classified as special projects,

including all multinational clinical trials, have to receive the final approval of the

National Commission for Research Ethics (CONEP). Although the system is not

perfect, its history and structure, being the result of a broad consultative process and

responding to the National Health Assembly, has enabled it to withstand the

pressures of powerful stakeholders such as the pharmaceutical industry, academic

clinical researchers and political leaders. Brazilian bioethicists have had a signif-

icant impact in the international arena, especially in the discussions within the

World Medical Assembly about the use of placebo. Despite all of these efforts, as

pointed out in Chap. 7, the clinical trials that are conducted in Brazil do not reflect

the research priorities of the Brazilian Ministry of Health.

The organization and quality of the Costa Rican health care system has attracted

the attention of clinical research sponsors since the 1960s. This small country

conducts a disproportionate number of clinical trials, especially involving pediatric

populations, which are conducted by a handful of clinicians. Despite its level of

involvement in multinational clinical research, the regulatory framework remains

incomplete, mainly due to the tensions among four different interest groups; (1) the

Ministry of Health; (2) physicians involved in clinical research; (3) members of the

Legislative Assembly who oppose the use of public facilities for private gain and

who advocate for the protection of the rights of clinical research subjects; and

(4) members of the Costa Rican Social Security Institute and non-governmental

organizations who oppose the use of public resources for private gain. Using

publicly available documents, including reports from the Legislative Assembly

and Supreme Court decisions, Chap. 8 describes the progressive privatization of

clinical research, the ups and downs in establishing an appropriate regulatory

framework, and the conflicts among the four groups mentioned above.

Guanacaste is the Costa Rican region where researchers – with the support of the

USA National Cancer Institute – have been studying cervical cancer and its

prevention since 1985. Undoubtedly the results of these studies are of high scientific

and economic value, but they have not been free of controversy. Chapter 9

describes the complexities surrounding longitudinal clinical research projects, and

the conflicts of interest and ethical violations that have been uncovered during

20 years of research in this region. Despite ethical concerns with the informed

consent forms, and in the process of recruiting participants, some of these studies

were approved by three research ethics committees. Most of these irregularities

occurred under the oversight of international research sponsors.

Mexico is an attractive country for clinical trials, but almost 30 years after

adopting the General Health Act and the Regulations of the General Health Act

for Health Research (RLGSIS), the people of Mexico lack the certainty that their

rights as participants in clinical research are being fully protected. Chapter 10

describes some of the challenges Mexico needs to overcome to comply with
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international ethical standards. One of the major problems relates to the informed

consent process, and the readability of informed consent forms. Moreover, the

authors of Chap. 11 illustrate the importance of integrating the cultural and social

norms when providing health care services, which, in the case of Mexico, may

include the incorporation of members of the family when cancer patients are asked

to participate in clinical trials.

Peru was one of the first countries to regulate pharmaceutical research (1981) but

the Ministry of Health did not register any trial until 1995. The rapid growth in

clinical trials and clinical research participants that occurred in the late 1990s and

early 2000s led the Ministry of Health to revise the system for the authorization and

supervision of clinical research in 2004. The authors of Chap. 12 participated in this

review process and describe their experience, the content of the new regulations,

and the tension between the different stakeholders. The new regulations, despite

having been praised by several international groups, and coinciding with a change

in government resulting from a national election, were changed a few months after

their approval. This chapter describes the forces that led to the most recent

regulatory changes and the remaining challenges for the protection of human

research subjects.

In the closing chapter (Chap. 13) we present the main similarities and differences

regarding the regulatory process and the implementation of clinical trials that have

been identified in the five countries discussed in this book. We conclude by

acknowledging that today the human rights of many clinical trial participants –

the majority of whom are poor - are being violated in Latin American, and that the

incentives to expedite the conclusion of the trials might be negatively affecting the

quality of the data collected. The ethical review system requires a major overhaul,

and it is unlikely that the pharmaceutical industry will take the lead in making the

necessary changes. The civil society in middle- and high-income countries will

have to fight for a more ethical way of conducting clinical trials. In our opinion, the

trials will need to be implemented by institutions independent from the sponsors

that do not have financial incentives. It may take some time before the change

occurs, but it will happen.

1.3 Concluding Remarks

The information regarding clinical trials that is made accessible to the general public

is very limited. The pharmaceutical industry requires all parties involved in any

aspect of the research process to conceal most of the information, well beyond those

aspects that could be considered industrial secrets. Governments are often conflicted,

seldom cooperate, and frequently disregard the legitimate questions and concerns

raised by civil society. The collective experience of the contributors to this volume is

that formidable barriers preclude us from having a comprehensive view of the ethical

problems surrounding the implementation of clinical trials in Latin America;

conducting research in this field has proven to be very difficult, and the availability
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of resources to examine the ethical behavior of powerful corporations and their

supporting governments is extremely scarce. Nevertheless, little by little, with the

assistance of those who at one time or another witness the actions and consequences

of those who put scientific research or economic benefits above the lives and dignity

of research participants, researchers with a great amount of determination and

patience will continue to pursue ways to document the abuses and propose solutions.

This book is a small contribution towards this effort. We have to keep in mind that it

took almost 40 years to find—and it was by an incredible chance—the abuses/

atrocities that USA researchers with the assistance of local physicians committed

during clinical trials in Guatemala (Reverby 2012), and that many unresolved issues

remain regarding the clinical trials that the US Army carried out at the Edgewood

Arsenal during the Cold War (Khatchadourian 2012). Perhaps, one day, if files of the

industry and the archives of governments are opened, researchers will be able to

establish the extent of the problem with greater accuracy.
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Chapter 2

A Review and Critique of International

Ethical Principles

Nuria Homedes and Antonio Ugalde

History shows that health professionals who conduct biomedical research continually

confront the tension between the advancement of scientific knowledge and the

protection of human subjects. There have been spectacular advances in the science

of medicine during the past 150 years, but the associated disregard and active

malfeasance towards the participants in some experimental situations have led to

many attempts to protect study volunteers. Unfortunately, ethical violations continue

in clinical research, possibly more so in developing countries where regulations to

protect human subjects are not fully in place. This chapter reviews the internationally

accepted Codes of Ethics, their relevance and potential for low- and middle-income

countries, and the issues that continue to be discussed by bioethicists when they try to

agree on standards for clinical research in the developing world.

2.1 The Nüremberg Code and Its Predecessors

The Nüremberg Code (1947) is frequently identified as the first document to discuss

ethical rules for human beings. The Code was written in response to the behavior of

some researchers in the mid twentieth century and the lack of ethical guidelines.

Vollmann and Winau (1996) note that the first attempts to protect study participants

date to the end of the nineteenth century. At that time, most research was directed

towards understanding the pathophysiology of disease and the response of the indi-

vidual, with research into disease prevention and treatment following at a later date.

Most of these studies took place with hospitalized patients, frequently without their
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consent. Research was also sometimes conducted on prisoners. In 1891, the Prussian

Minister of the Interior sent an official letter to all prisons forbidding the use of

tuberculin as a treatment for tuberculosis without previously obtaining informed

consent from all prisoners.

A study by Dr. Albert Neisser was one of the most controversial cases of that

time. In 1898, without obtaining informed consent, he injected serum from patients

with syphilis into prostitutes who had been hospitalized for other reasons. This case

was investigated by the Prussian public prosecutor, and was discussed for some

time in the Prussian Parliament and among prominent scientists, many agreeing

with Dr. Neisser. Later, a report was requested from the Scientific Medical Office of

Health. The legal argument against Dr. Neisser was not about questionable science,

but that consent had not been obtained from his study participants. He was found

guilty by the Royal Disciplinary Tribunal, and fined. Discussion continued about

issues of autonomy (the right of an individual to make a personal decision without

any type of coercion) and beneficence (do only good), and that there was a need for

studies to be first conducted with animals, then with the researchers themselves, and

only then with other human beings who had freely given their informed consent.

In 1900, the Prussian Minister for Religious, Educational, and Medical Affairs

issued the first ethical standards to govern “non-therapeutic” research in hospitalized

humans. The standards included: (1) obtaining informed consent, and forbidding

research on children and persons who, for whatever reason, did not have the capacity

to understand the risks of the proposed experiment and give their full consent to

participate; (2) that the research would take place with the authorization of the

director of the center, who would be held responsible for any ill effects on the patient,

and (3) that compliance with these requirements and other circumstances related to

the study would be documented in the medical record. In 1902, Albert Moll, a

German psychiatrist, developed a contract to guide the physician-patient relationship,

incorporating areas of beneficence, autonomy, and informed consent (Vollmann and

Winau 1996).

In 1931, the German government issued detailed ethical guidelines for research

with human subjects that distinguished between therapeutic and non-therapeutic

research. At that time, Germany had the most advanced regulations for research

with humans, but they did not prevent the criminal experiments on concentration

camp prisoners, for which Germany was condemned during the Nüremberg Trials.

Several of these guidelines were strengthened and included in greater detail in the

Code of Nüremberg and in the Declaration of Helsinki.

2.1.1 The Nüremberg Code

During the second world war, both Japan and Nazi Germany conducted cruel

experiments on human beings, causing death for many and permanent injury to

others. At the end of the war, the United States Government granted immunity from

prosecution to the Japanese in exchange for information about the results of the

studies. German scientists, however, were judged at trials for war crimes. With the

intention of avoiding similar situations in the future, the Nüremberg Military
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Tribunal issued a 10 point document, known as the Code of Nüremberg (see

Box 2.1). The Code had little resonance among researchers at first, as they consid-

ered it was written in response to situations of extreme brutality, far removed from

customary medical research. The Code became more important as ethical violations

increased, but many researchers felt that it was too rigid and that it was almost

impossible to meet the conditions (Faden et al. 1996).

The Code of Nüremberg, although never formally adopted by any country, has

since been very influential in the development of ethical principles for research with

human subjects.

2.2 The Declaration of Helsinki

The World Medical Association (WMA), established in London in 1946,

condemned the actions of the Nazi physicians and published the International

Code of Medical Ethics in 1949, based on the Declaration of Geneva. The docu-

ment was vague and subject to different interpretations. It was amended in 1968,

1983, and 2006. It is short, and specifically addresses the duties of physicians in

general, to patients, and to colleagues (WMA no date).

Box 2.1: Summary of the Nüremberg Code

1. Informed consent: given voluntarily, without pressure, based on access to

and understanding of the information about the study. The principal

investigator is solely responsible for the quality of the informed consent

process

2. The research will provide benefits to society, which would otherwise not

be available

3. The research will be designed based on animal studies and on knowledge

of the natural history of the disease

4. All possible efforts will be made to reduce any physical or mental

suffering of the volunteers

5. No experiments will take place if it is known in advance that they may

cause death or disability

6. Risks taken must not exceed the scale of the problem to be solved

7. Precautions must be taken to protect volunteers from any possible dan-

ger, disability, or death

8. Only trained personnel may conduct research

9. The volunteer must be able to withdraw from the study at any time

10. The researcher must be willing to end the study at any time if the welfare

of a volunteer is in jeopardy

Source: Nüremberg Code (see Appendix 1)
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In 1953, stimulated by the war horrors revealed during the Nüremberg Trials,

WMA members asked the Medical Ethics Committee for recommendations to

guide physicians who were – or would be – conducting biomedical research

involving human subjects. After several years of discussion and study, a draft

declaration was prepared, revised, and adopted in 1964 at the 18th General Assem-

bly of the WMA in Helsinki, Finland (WMA no date). The first Declaration of

Helsinki had 11 basic principles, but it has since been revised and expanded several

times – in 1975, 1983, 1989, 1996, 2000, and 2008. In addition, the WMA issued

clarifications to Article 29 in 2002, and Article 30 in 2004. The most recently

amended 2008 version has 35 paragraphs.

Both the Code of Nüremberg and the 1964 Declaration of Helsinki established

that the welfare of the individual was more important than scientific advancement.

The 1964 Declaration of Helsinki is weaker than the Nüremberg Code in the area of

informed consent, because the researcher may be exempted from the obligation to

obtain informed consent, but the responsibility of the physician as a protector of the

patient’s health and well-being is increased. Research is permitted on persons who

are not able to give informed consent themselves (children, captives, and people

with mental disabilities) if and when consent is given for them by their legal

representative (Leaning 1996). The Declaration of Helsinki distinguishes between

therapeutic and non-therapeutic research, and clearly states the obligation to respect

ethical principles when conducting therapeutic experimentation.

Violations of ethical principles continued, including in projects financed by

government agencies (Beecher 1966; Brandt 1978; Katz et al. 2003). In response

to these abuses, the Declaration of Helsinki of 1975 (approved in Tokyo) is more

specific and almost twice the length of the original version, stating explicitly that

the protection of the individual is above any community interest (paragraph III.

4. 1975), and conditions the publication of the study results to the prior approval of

the research protocol by an ethics committee and adherence to the Declaration of

Helsinki. The revisions of 1983 (Venice) and 1989 (Hong Kong) focused on the

consent of minors (I. 11. 1983), and the independence of ethics committees and

their conformity with national laws (I. 2. 1989), respectively. The 1996 revision

(South Africa) introduced a controversy, which has increased over time and is still

far from being resolved – the use of placebo. The 1996 amendment limited the use

of a placebo to cases where no approved procedure is available, allowing placebo

control groups in studies of pathologies where a diagnostic method or therapy

currently doesn’t exist (II. 3.1996) (de Abajo 2001). The Food and Drug Adminis-

tration (FDA), USA, was concerned about the limitation on the use of placebos, and

has still not accepted either the 1996 revision or any of the subsequent revisions.

The FDA continues to operate from the 1989 Declaration of Helsinki (FDA 2001;

Temple 2003).

The 1996 and 2000 revisions were in response to a situation arising in the

mid1990s. Studies on the prevention of the transmission of HIV/AIDS in Africa

were designed with a placebo arm, but in industrialized countries the control group

was given an approved treatment. In 1997, Lurie and Wolfe (1997) published an

article condemning the use of placebo in 15 of 18 clinical trials on the perinatal
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transmission of HIV, which had been – or were being conducted – since 1994. All

15 trials were taking place in low- and middle-income countries and received

financing from the National Institutes of Health (NIH), an agency of the USA

federal government, while control groups for trials in the USA and in Thailand

received treatment with ACTG076.1 ACTG076 is a regime for the administration

of zidovudine, a standard treatment adopted in industrialized countries in 1994,

which reduced the perinatal transmission of HIV by two thirds.

Lurie and Wolfe (1997) criticized the use of placebo for both scientific and ethical

reasons. In their opinion, clinical trials with placebo controls did not contribute to the

advancement of science as much as other study designs would have contributed; they

considered this to be an ethical problem. Of greater importance, however, was the

establishment of two ethical standards: one for the industrialized world, and another

for low- and middle-income countries. Study sponsors justified placebo use in low-

and middle-income countries because in general these patients had no access to

treatment and probably would not have access to treatment in the near future. In

other words, study participation did not imply any additional risk. The counter

argument was that the lack of access to treatment was a purely economic issue

which, when applied to clinical research, only encouraged the exploitation of vulner-

able residents of low- and middle-income countries who, regardless of the result of

the clinical trial, would contribute to the advance of science. However, if the

procedure studied had positive results, the only participants likely to benefit would

be residents of high-income countries, since for the rest the new product would be

unaffordable. The unequal distribution of risks and benefits is a violation of the

principle of justice, discussed in the Belmont report (see below). Accepting the

double standard may be interpreted as an admission that people in low socio-

economic circumstances do not have a right to treatment. Placebo control is a subject

which has been intensively discussed and which continues to be controversial. Some

scientists, including members of the NIH, the FDA, and the European Medicines

Agency (EMA, formerly EMEA) (EMEA 2002), defend the need for placebo

controlled studies for methodological reasons related to: (1) the sensitivity of clinical

trials; (2) efficiency – they require smaller sample sizes, less study time and therefore

lead to faster commercialization of the new drug; and (3) the fact that, in many

studies, in the long term, the use of placebo does not have negative consequences for

participants in the placebo group – for example, studies of treatments for allergies,

insomnia, anxiety, etc. (Temple and Ellenberg 2000). At the other extreme are those

who ask the FDA to revise its policies for placebo-controlled clinical trials when

there are other effective treatments (Ramsay 2000), and who say that even if scientific

advances require the use of placebos, this causes a direct confrontation between

science and ethics (Rothman et al. 2000), and also creates a clash between the benefits

to society vs. the rights of the individual.

1 The National Institutes of Health (NIH), USA, pressured Harvard University researchers to use a

placebo for the control group in the Thailand study.
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The American Medical Association (AMA), which did not support the 1996

revision of the Declaration of Helsinki, in 1997, suggested another revision of the

Declaration and, once the proposal was accepted during the General WMA Meeting

in Hamburg, formed a working group, organized several meetings for discussion, and

published various editorials and articles -both for and against- the proposed changes

(Brennan 1999; Loff and Black 2000; Rothman et al. 2000; Stockhausen 2000; Zion

et al. 2000). At theWMAmeeting in Edinburgh in the year 2000, a new version of the

Declaration of Helsinki was approved without the consensus of all participants

(Nicholson 2000). The new version included the following points: (1) reference

to the concept of social justice was included for the first time, establishing that

“[m]edical research is only justified if there is a reasonable likelihood that the

populations in which the research is carried out stands to benefit from the results”

(paragraph 19); (2) research must not take place in any person who is “. . .legally
incompetent, physically or mentally incapable of giving consent or is a legally

incompetent minor. . .unless the research is necessary to promote the health of the

population represented, and this research cannot instead be performed on legally

competent persons” (paragraph 24); (3) “The benefits, risks, burdens and effectiveness

of a new method should be tested against those of the best current prophylactic,

diagnostic, and therapeutic methods. This does not exclude the use of placebo, or no

treatment, in studies where no proven prophylactic, diagnostic or therapeutic method

exists.” (paragraph 29); (4) “At the conclusion of the study, every patient entered

into the study should be assured access to the best proven prophylactic, diagnostic and

therapeutic methods identified by the study.” (paragraph 30); (5) “The researcher

should also submit to the ethics committee, for review, information regarding funding,

sponsors, institutional affiliations, other potential conflicts of interest and incentives for

subjects.” (paragraph 13); (6) “. . .each potential subject must be adequately informed

of the aims, methods, sources of funding, any possible conflicts of interest, institutional

affiliations of the researcher, the anticipated benefits and potential risks of the study and

the discomfort it may entail. The subject should be informed of the right to abstain from

participation in the study or to withdraw consent to participate at any time without

reprisal. . .” (paragraph 22); and (7) the Declaration addresses “medical research”,

eliminating any distinction between therapeutic and non-therapeutic research

(Klimovsky et al. 2002). Predictably, themost contentious changeswere the limitations

on the use of placebo (paragraph 29); that the study population should have the

possibility to benefit from the study results (paragraph 19); and that there is an

obligation to provide access to the best procedure at the end of the study (paragraph 30).

The adoption of this revision did not resolve anything; it actually deepened the

differences in perspective between high and low- and middle-income countries while

the USA was accused of moral imperialism (Angell 1988; Benatar 1998; Rothman

et al. 2000; Dawson and Garrard 2006; Tealdi 2006; Garrafa and Lorenzo 2008).

Eventually, in response primarily to pressure from the United States and the pharma-

ceutical industry (Wolinsky 2006), a clarification to paragraph 29 was added in 2002,

to specify circumstances when a placebo could be used when other therapies were

available. Another clarification, this time to paragraph 30, was added in 2004, stating

that study protocols were to include a section describing the conditions for the
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provision of the best methods of prevention, diagnosis and treatment. This section

would be included in the protocol and would be evaluated by the ethics committees.

As predicted (O’Neil 2008), these clarifications were not well received by the low-

and middle-income countries, especially in Latin America, because the experts

(Tealdi 2006; Garrafa and Lorenzo 2008) saw them as facilitating placebo use, and

allowing ethics committees to decide the circumstances when communities would

have access to the study procedure if it were shown to be the best available.

In this atmosphere, in May 2007, a working group was formed to once more

revise the Declaration of Helsinki. Revision proposals were circulated and three

workshops organized: one in Helsinki in March, 2008, and the others in Cairo and

São Paulo in August, 2008. After evaluating the proposed revisions, the Brazilian

Ministry of Health rejected the revision on the use of placebos, and the Medical

Confederation of Latin America and the Caribbean (CONFEMEL) rejected the

proposed changes to the Declaration because the clarifications to paragraphs 29 and

30 were now in the text of the Declaration (paragraphs 32 and 33 in the Declaration

of Helsinki, 2008), and in their view they violated human rights. However, in Seoul

in 2008, the new version of the Declaration of Helsinki was approved, with Brazil

and 23 other countries voting against it.

Even with these changes, the FDA did not accept the new version of the

Declaration of Helsinki. In 2008, as discussed below, the FDA announced that it

was not necessary for clinical trials conducted outside the United States to comply

with the 1989 Declaration of Helsinki, only with Good Clinical Practice guidelines

of the International Conference on Harmonisation (ICH GCP 1996). During a

scientific congress organized by the Bioethics Network for Latin America and the

Caribbean (coordinated by UNESCO), ten Latin American countries signed the

Declaration of Cordoba, rejecting the 2008 Declaration of Helsinki and proposing

to adopt the ethical standards of the UNESCO Universal Declaration of Bioethics

and Human Rights, approved by 191 countries in 2005 (Redbioética-UNESCO

2008). In addition, the Brazilian Federal Council of Medicine (Conselho Federal de

Medicina 2008) issued a prohibition for physicians conducting medical research

with human subjects to use placebos when an effective treatment was available for

the health problem under investigation.

There is concern that the controversy over the use of placebo and post-study

access to the best procedure might erode the influence of the Declaration of Helsinki

as a worldwide reference document for research involving humans (Garrafa and

Lorenzo 2008; Kimmelman et al. 2009; Rid and Schmidt 2010). In most countries

of the world, the laws and regulations related to biomedical research include the need

to implement the Declaration of Helsinki, but over time this could change. Some

members of the WMA have spoken against governments mandating compliance with

the Declaration of Helsinki for two reasons: (1) the Declaration included higher

standards than those required by the laws and regulations of some countries; and

(2) nations could not change their legal framework in response to the frequent

revisions of the Declaration of Helsinki (Wolinsky 2006).

Less frequently discussed clauses in the 2008 Declaration are two clauses that

will lead to improved transparency of clinical trials: requiring the registration of
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the protocol in a public data base before the recruitment of study participants

(paragraph 19) and the publication of the results (paragraph 30) (Krleza-Jeric and

Lemmens 2009). The pharmaceutical industries do not welcome the registration

requirement because they claim it threatens their intellectual property rights and

could delay the start of clinical trials (Normile 2008).

2.3 International Covenants on Civil and Political Rights,

and on Economic, Social and Cultural Rights

In 1966, the General Assembly of the United Nations adopted the International

Covenant on Civil and Political Rights, which states in Article 7: “No one shall be

subjected to torture or to cruel, inhuman or degrading treatment or punishment. In

particular, no one shall be subjected without his free consent to medical or scientific

experimentation” (United Nations 1966a). This clearly establishes the relationship

between research ethics and human rights (Tealdi 2006). Article 2.1 of the Interna-

tional Covenant on Economic, Social, and Cultural Rights asks countries “individu-

ally and through international assistance and co-operation, especially economic and

technical,” to protect the human rights of their population, especially for the most

vulnerable and marginalized groups (United Nations 1996b). And the Declaration of

Human Rights, Article 27(1), states that “Everyone has the right . . . to share in

scientific advancement and its benefits.” (United Nations 1948; Toebes 1999).

2.4 The Belmont Report, 1979

Concerned about the ethical violations that occurred in the USA between 1963 and

1972, the federal government established the National Commission for the Protec-

tion of Human Subjects of Biomedical and Behavioral Research. The Commission

operated between 1974 and 1978, and issued the Belmont Report on the basic

principles for research involving human subjects (The National Commission for the

Protection of Human Subjects of Biomedical and Behavioral Research 1979). The

report was based on three basic principles: respect for the individual (informed

consent and voluntary participation); beneficence (do not harm, maximize possible

benefits and minimize possible risks), and justice (equitable distribution of risks and

benefits in a population). Many of the proposals made by the Commission have

been incorporated into the laws and regulations which govern research in the USA,

especially in the areas of informed consent, the composition and operation of ethics

committees, and the system to protect vulnerable populations (infants and young

children, pregnant women and their fetus, prisoners, institutionalized people, and

people with mental disorders).

Part of the Belmont Report was incorporated into the 1991 Federal Policy for the

Protection of Human Subjects, known as the Common Rule, which was accepted by

all the agencies of the federal government that could be affected by the policy. The
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FDA requirements for the approval of new medications are consistent with this

policy, especially in regard to obtaining informed consent and prior review by an

ethics committee (Emanuel et al. 2003:27).

2.5 The CIOMS/WHO Guidelines

After the approval of the 1964 Declaration of Helsinki, the World Health

Organization (WHO) asked the Council for International Organizations of Medical

Sciences (CIOMS), a non-governmental organization founded in 1949 to collaborate

with the United Nations, to transform the Declaration of Helsinki into a guide for

WHO member countries, primarily for low- and middle-income countries. In 1982,

CIOMS published the Proposed International Ethical Guidelines for Biomedical

Research Involving Human Subjects, and, in 1993, the International Ethical

Guidelines for Biomedical Research InvolvingHuman Subjects, containing 15 points
with commentaries. In 2002, in response to the crisis generated by AIDS-related

research studies (see above), CIOMS published a revision of the ethical guidelines

containing 21 points with commentary (CIOMS 2002; Fischer 2006).

The CIOMS guidelines were the first to address the socio-economic and political

environments of emerging and newly independent countries, and taking into con-

sideration that research is necessary, proposed the use of the guidelines to protect

both the participants and the research itself. The first three guidelines relate to the

scientific justification of the study and the review by ethics committees, establishing

that studies conducted in various countries must be approved in the country of

origin (Fischer 2006).

Guidelines 4–7 discuss the parameters to be observed when obtaining informed

consent (voluntary; the right to withdraw from the study; an explanation that it is a

research study and may not benefit the participant; confidentiality; an explanation of

the research design, including issues of randomization and double-blind studies; a

description of the risks and benefits; the sources of funding; any compensation for

study participants; the right to know the results; the availability of the product after

the conclusion of the study; and the obligation of sponsors and researchers to avoid

unjustified deception, undue influence, or intimidation, etc.). CIOMS clarifies that

informed consent is a process, and that patients should have time to study the

information provided by the researchers and to question anything before they grant

their consent to participate in the study. The list of requirements considered sufficient

by CIOMS guidelines is shown in Box 2.2.

Guideline 8 discusses the risks and benefits that may be considered acceptable,

and Guideline 9, how to protect vulnerable populations, including people living in

low socio-economic conditions, those with low educational levels, employees, the

disabled, people with chronic or debilitating illnesses, indigent groups, residents in

homes for aged persons, pregnant women, prisoners, university students, and

inmates in state facilities (Macrae 2007).

Guideline 10 establishes that the sponsor or investigator must do everything

possible to ensure that the studied procedure, within reason, is accessible and
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benefits the population or community in which it has been studied.2 Guideline

11 states that the use of placebo is justified only in the following circumstances:

(1) when an effective intervention does not exist; (2) when withholding an

established effective intervention would expose subjects to, at most, temporary

discomfort or delay in relief of symptoms; and (3) when it is necessary to establish

Box 2.2: Summary of the Rules for Informed Consent, Council

for International Organizations of Medical Sciences (CIOMS)

• Discuss the study objective and the reason why the individual is asked to

participate

• Assure that participation is voluntary

• Explain that a study participant may withdraw from the study at any time

• Explain the objective of the study in greater detail

• Describe the study design in a way that the participant can understand it

• Discuss the length of time necessary for study participation

• Discuss any compensation provided to participants

• Describe how participants can learn about the study results

• Explain that personal information is confidential, with safeguards to pre-

vent access to information on individuals

• Confirm that an ethics committee has approved the study

• Give information about possible risks

• Discuss the potential benefits for the individual and the community

• Discuss the possibility of access to treatment after the conclusion of the

clinical trial

• Present alternative treatment or medication options to the study material

• Explain any possible future use of information or samples obtained in this

study

• Explain the role differences between a personal physician and a physician

conducting research

• Describe the medical treatment to be provided during the study

• Explain the measures to be taken if the participant suffers any adverse

effects as a result of study participation

• Explain the compensation to be offered to the participant if he or she

suffers an adverse event attributable to his/her participation in the study

Source: Adapted from Macrae (2007).

2 Levine’s argument justifies the use of the best treatment for control groups that is available

in developing countries. According to Levine, comparing new treatments with the best avail-

able in industrialized countries would not help to answer the questions of poorer countries

(Klimovsky et al. 24).
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the efficacy of a treatment and the placebo would not add any risk of serious or

irreversible harm to the study participants (Emanuel et al. 2003:27). Guideline

12 requires the risks and the benefits of the study to be equitably distributed among

the community and at the global level (Fischer 2006).

Guidelines 13–17 discuss the participation of vulnerable groups and establish

that these populations may participate only under certain circumstances. These

circumstances include the participants’ benefiting from the results of the studies,

and the studies should be relevant only to people with their own medical conditions;

therefore the studies can only be conducted in these population groups. Guideline

18 addresses information confidentiality; 19 establishes the need to offer compen-

sation in case of adverse effects, and the final two guidelines strengthen the quality

of the ethical review in low- and middle-income countries and place the responsi-

bility for complying with the guidelines on the sponsors and the host countries.

2.6 Good Clinical Practice Guidelines

Until recently, the regulatory agencies of the different industrialized countries used

a variety of processes to determine if a product should be marketed within their

jurisdiction. In 1990, the European Federation of Pharmaceutical Industries and

Associations (EFPIA) convened a meeting in Brussels to discuss the possible collab-

oration of the USA, Japan and Europe to develop joint standards for the approval

of medications. The regulatory agencies agreed, and established the International

Conference for the Harmonization of Technical Requirements for Registration of

Pharmaceuticals for Human Use (ICH), with an office in Geneva, Switzerland.

The ICH published several documents related to the evaluation of the safety,

quality, and efficacy of medications, among them one, which addressed clinical trials:

The Guide to Good Clinical Practices (GCP), published in 1996 (Mercosur 2012;

Williams 2005). During the same year, Mercosur3 published resolution number

126/96, which is a technical document on how to verify compliance with good

clinical practices. This document offers guidance to Mercosur member countries,

which decide how to incorporate it in their legislations. Compliance with good

clinical practices has also been discussed at the regional level. The regulatory

agencies, under the leadership of the Pan American Health Organization, established

the Pan American Network for Drug Regulatory Harmonization (PANDRH) and one

of its working groups revolves around issues of Good Clinical Practices. In March

2005, during the IV Pan American Conference on Drug Regulatory Harmonization,

the document Good Clinical Practices: Document of the Americas was officially

adopted (Red PARF 2005).

On October 27, 2008, the FDA announced that it was no longer necessary for

clinical trials conducted outside the United States to comply with the Declaration of

3Mercosur or the Southern Common Market is an economic and political agreement between

Argentina, Brasil, Paraguay, Uruguay and Venezuela that was founded in 1991.

2 A Review and Critique of International Ethical Principles 17



Helsinki, that compliance with the GCP would be sufficient (Department of Health

and Human Services 2008). According to the GCP, vulnerable patients are those

whose willingness to participate may be affected by the perception of the benefits to

be obtained as a result of participation, or by the threat of reprisals from their

superiors, which may include the following groups of people: students in the health

professions, employees in the health sector, members of the military, prisoners,

people with chronic or terminal illnesses, residents of homes for the aged, people of

low economic resources, ethnic minorities, people needing emergency care, infants

and children, and those who cannot give informed consent (Fischer 2006).

According to the FDA, the decision to eliminate the need to comply with the

Declaration of Helsinki and to adhere to GCP was due to a need to assure the quality

of the information received from low- and middle-income countries, to avoid the

confusion caused by the frequent revisions to the Declaration of Helsinki, and to the

concern that future revisions may conflict with USA laws and regulations. This

justification does not explain why the change affected only studies carried out in

low- and middle-income countries, especially since most of these countries have

adopted laws and regulations which include the principles of the Declaration of

Helsinki. In the opinion of critics, the FDA action is consistent with its interest in

conducting placebo-controlled studies in low- and middle-income countries. It seems

that this was an independent decision in isolation from the other authors of GCP, and

is curious because the GCP document states that clinical trials must be in accordance

with the ethical criteria presented in the Declaration of Helsinki.

Kimmelman et al. (2009) compared the GCP with the Declaration of Helsinki

and voiced concern because the GCP had neither the breadth nor the depth of the

Declaration, and could leave participants in biomedical research unprotected. The

major objective of the GCP is to harmonize the registration of medications. It is not

a guide of ethical principles for clinical trial sponsors and researchers. Box 2.3

presents clauses of the Declaration of Helsinki, which are not included in GCP.

Another problem is that the GCP was developed only by the regulatory agencies

and representatives of the pharmaceutical industry in the USA, Europe, and Japan,

while the Declaration of Helsinki is endorsed by the WMA, which at that time

represented the medical associations of 85 countries from all around the world.

Box 2.3: The Declaration of Helsinki vs. Good Clinical Practice

(ICH GCP4)

In a comparison between the Declaration of Helsinki, 2008, and Good Clinical

Practice (GCP), it was found that the following items are not included in theGCP:

• Requirement for researchers to give information about study financing,

sponsors, and conflicts of interest to ethics committee members and to the

study participants

(continued)

4 ICH GCP: International Conference on Harmonization of Technical Requirements for Registra-

tion of Pharmaceuticals for Human Use: Good Clinical Practice.
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Box 2.3: (continued)

• Publication of the study design (for example, through public records)

• Assurance that the study objectives are relevant for the study population

• Limitations on the use of placebo

• Assurance that there will be access to procedures or therapies after the

conclusion of the clinical trial

• Accurate reports of results, with negative results available to the public

Source: Kimmelman et al. (2009).

2.7 The Universal Declaration on Bioethics

and Human Rights (UNESCO)

The Universal Declaration on Bioethics and Human Rights is the first bioethics

document ranked as a non-binding international agreement, and was approved by

the 191 countries participating in the UNESCO 33rd. session of the General

Conference, on October 2005. It is a succinct document of 28 Articles covering

many topics while omitting detailed definitions or clarifications. It was prepared by

an intergovernmental commission, and to some extent reflects what is feasible from

a political point of view. Andorno (2007) says that the status of a non-binding

agreement enabled many countries to sign the document since this type of docu-

ment carries significant moral and political rather than legal weight. Several authors

agree that the most important value of this document is that is has been supported by

191 governments (Andorno 2009; Gunson 2009).

Andorno (2002, 2007, 2009) suggests that from the point of view of bioethics, an

agreement on basic values is the foundation for future laws that will provide a

structure for implementation. From his perspective, respect for human dignity is

closely tied to the enjoyment of human rights. Others have criticized the use of a

human rights framework because of its ideological base, which does not have

universal acceptance and is rarely used by bioethicists (Landman and Schüklenk

2005). Faunce and Nasu (2009) agree with Andorno that the principles underlying the

bioethics and human rights frameworks are not irreconcilable, although bioethics is

not a set of rules, but rather a gathering of ideas, debates, and ways of thinking, while

“rights” implies systems to make sure certain principles are met. These authors

continue by saying that in order to reconcile both perspectives, documents need to

clearly explain the intersection between bioethics and international law, and must

include more detail than in the UNESCO Declaration. Gunson (2009) thinks that the

most prominent values in the UNESCODeclaration are human dignity, human rights,

and solidarity, although “solidarity” is not defined, but rather is implied. Box 2.4

shows that a high proportion of the Articles in this Declaration include clauses

reflecting the need to respect and the wish to understand different perspectives,

which, for Gunson, is a form of solidarity and respect for human dignity.
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The UNESCO Declaration has been criticized many times, both for the process

of its development and for its content. UNESCO has been criticized also for

impinging upon the territory of another United Nations agency, The World Health

Organization, which could have undertaken this effort (Landman and Schüklenk

2005; Williams 2005; Trotter 2009). In reply to the last criticism, Andorno (2007)

said that it is not unusual to have some overlap between the different United

Nation’s agencies. UNESCO has been working with bioethics issues since 1993,

when it established the International Bioethics Committee (IBC) with 36 members

appointed by the UNESCO Director General. In 1998, the Intergovernmental

Bioethics Committee (IGBC) was added with representatives from 36 member

states elected by the UNESCO General Assembly; IGBC’s role was to advise the

IBC and review documents before publication, although IBC is not obligated to

Box 2.4: Summary of the Universal Declaration on Bioethics

and Human Rights

• Respect for human dignity and human rights (section II, article 3.1)

• Priority to individual interests and well-being over the interests of science

and society (section II, article 3.2)

• Beneficence, not maleficence (section II, article 4)

• Autonomy (section II, article 5)

• Informed consent (section II, article 6)

• Protection of persons who cannot give informed consent (section II, article 7)

• Special attention to vulnerable people (section II, article 8)

• Privacy and confidentiality (section II, article 9)

• Equality, justice, and equity (section II, article 10)

• No discrimination or stigmatization (section II, article 11)

• Respect for cultural diversity and pluralism (section II, article 12)

• Solidarity and cooperation (section II, article 13)

• Access to health services and to essential medications (section II, article 14)

• Sharing benefits (section II, article 15)

• Protection of future generations (section II, article 16)

• Protection of the environment, the biosphere, and biodiversity (section II,

article 17)

• The need for professionalism, honesty, integrity, and transparency in

decision-making related to bioethical issues (section III, article 18)

• The need for ethics committees to be independent, multidisciplinary, and

pluralist (section III, article 19)

• Appropriate use of measurement systems and risk management in the

biomedical area (section III, article 20)

• The need for justice in transnational research (section III, article 21)

Source: Modified by the authors from Adorno (2007), p 151.
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incorporate the IGBC suggestions (Snead 2009). UNESCO’s work has produced

two Declarations and 14 reports on bioethical topics. WHO focuses more on

technical matters, using its scarce resources to respond to international health

challenges, but it lacks experience in developing regulations and in discussing

philosophy and bioethics from a multidisciplinary perspective.

Development of the UNESCO Declaration began in 2001 when the Director

General asked the International Bioethics Committee (IBC) to prepare a report on

bioethical issues, which, in 2003, became the basis for a larger project. The IBC was

asked to develop a document that would set a worldwide standard for bioethics,

based on human dignity, rights and freedoms in a multicultural context.

In January, 2004, the IBC sent questionnaires to 190 countries, receiving only

67 replies (including 31 from North America and Europe, 11 from Africa, and 6 from

Latin America). The questionnaires were criticized for not providing a context and

for being too superficial (Snead 2009), but the responses resulted in a meeting to

decide the process for the preparation of a draft document. Representatives from

many international agencies participated, including the World Health Organization,

NGOs, and national ethics commissions. In April, 2004, at the end of the meeting, a

committee was formed to develop the Declaration. The committee was given a tight

work schedule, with seven meetings prior to the first draft of the document due in

January, 2005.

The IBC issued the first outline of the proposed document in June, 2004, and

shared it with the Intergovernmental Bioethics Committee (IGBC). IGBC members,

especially Brazil, fiercely criticized the document for not being sufficiently ambitious

and for not including a section on piracy of traditional medicine and the pharmaceu-

tical knowledge of indigenous people. Other IGBC members (USA, Canada and

Germany) criticized the binding character proposed for the Declaration. Between

July, 2004, and January, 2005, the IBC met four times and asked for more input from

the different countries, but received only 27 responses. The IBC and the IGBC met

from January 24–28, 2005, to discuss the fourth draft. The IGBC members expressed

similar objections to those of the previous June, and found important discrepancies in

some subjects; for example, Holland had wanted to eliminate explicit phrases such as

“respect for human life” which could be used against stem cell research or abortions,

and the USA objected to phrases such as “access to health care services, including

sexual and reproductive health”, because of their possible interpretation as a defense

of abortion rights. Two weeks after the meeting, the IBC issued the final draft, which

ignored most of the suggestions of the IGBC (Snead 2009).

Two months later, negotiations began with the country representatives, who

considered the draft to be inadequate and in need of important modifications. There

were criticisms about the secrecy of the IBC, the questionnaire that had been

distributed, and the composition of the IBC itself – for not having sufficient regional

diversity, and for having too many human rights lawyers and too few bioethics

experts. National differences surfaced during these discussions. The low- and

middle-income countries, led by Brazil, asked to include issues of biopiracy, access

to quality health services and essential medications, and protection of the biosphere.

Germany, Japan, Canada, and the United States objected to the binding nature of the
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Declaration, the breadth of the issues (which included many social problems), and

threats to intellectual property rights. Other countries (United Kingdom, South

Korea, Japan, and Holland) wanted to eliminate everything that could impede

research with embryos and even proposed the use of the term person rather than

human being, while the Vatican, United States, and Costa Rica insisted on respect

for human dignity and the right to life. France, for its part, wanted the Declaration to

be binding, and to be the first of a series of documents on bioethical issues.

In subsequent meetings, all references to “binding” clauses and virtually every-

thing that had been written by the IBC were eliminated, and the differences between

the viewpoints of high and low- and middle-income countries persisted. The United

States shared with low- and middle-income countries – especially in Africa and

Latin America – an interest in upholding respect for life and human dignity, while

disagreeing about including social, political, and economic issues, such as an empha-

sis on illiteracy and a right to medications, within the concept of bioethics. The

different positions were well defined, and appeared irreconcilable until the United

States offered the possibility of including low- andmiddle-income country concerns in

the language of the World Health Organization, without mentioning “bioethics”, and

changing the reference to sexual and reproductive health to “access to quality health

services and essential medications, especially for the health of women and children.”

With this suggestion, the tone of the negotiations changed, and the Universal Declara-

tion of Bioethics and Human Rights was adopted by acclamation at the UNESCO

33rd. General Conference, October 19, 2005 (Snead 2009).

While some defended theDeclaration (Andorno 2007, 2009;Macklin 2005), others

criticized it for being too vague and abstract (Faunce and Nasu 2009; Snead 2009;

Trotter 2009), having internal contradictions (Selgelid 2005; Williams 2005), repeat-

ing what was already included in other documents (Macklin 2005; Bennett and

Murray 2009), and for not having credibility among bioethicists (Williams 2005).

Benatar (2005) pointed out that Declarations approved by consensus generally were

vague and minimal, that is, they could be interpreted in many ways and ignored

points where there was disagreement. Many felt it would have been preferable to

utilize UNESCO’s resources to study the principles on which to base a universal

declaration of bioethics, take the necessary time to consult with member countries,

reflect seriously on the information gathered, and improve implementation

possibilities (Macpherson 2007). Others said that cultural differences had received

too little attention, and that there had not been sufficient emphasis on the great

inequality of access to power and the resources available to different countries, with

the need to reduce these differences before the Declaration could be implemented

(Rawlison and Dochin 2005). While recognizing that the document contains theoreti-

cal inconsistencies and practical limitations, Asai and Oe (2005) and Häyry and

Takala (2005) think that the Declaration is useful because it promotes taking into

account ethical ideas when discussing issues concerning human beings. It is certain

that the Declaration has been the topic of much discussion between bioethicists and

promoters of human rights.
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2.8 The Declaration of Buenos Aires

The Declaration of Buenos Aires was approved during the General Assembly of the

First Latin-American Workshop on Ethics and Clinical Trials, attended by

22 professionals from five countries (Argentina, Brazil, Costa Rica, Mexico, and

Peru) held in Buenos Aires, Argentina, on May 13–15, 2008. One objective of the

Workshop was to develop a research agenda, which would produce useful informa-

tion to put pressure on, and eliminate ethical violations in clinical research

conducted in Latin America. Workshop participants included social scientists,

clinicians, community organizations, and bioethics specialists. A 20-point Declara-

tion emerged from the workshop discussions, with the wording of each item based

on the knowledge and observations of the workshop participants on how clinical

trials are being implemented in Latin America. The Declaration of Buenos Aires is

not a Code of Ethics, but a preliminary and incomplete assembly of ideas, to bring

the ethical violations routinely occurring in Latin America to the attention of

clinical trials sponsors, researchers, governmental authorities and the Courts. It is

supported by 17 Latin American institutions (Ugalde and Homedes 2009).

2.9 Discussion

Of all the codes and/or declarations of ethics, not one is perfect. Several contain

internal contraindications, and a comparison between the different documents reveals

even more (Lie et al. 2004; Fischer 2006; Goodyear et al. 2007; Rid and Schmidt

2010; Gunson 2009). All have been compiled in response to ethical violations taking

place during research with human subjects up to the present day. Some are very

general, and can be interpreted in many ways; the most specific cannot be adopted by

consensus, because they represent the opinions of the groups which were able to

dominate the discussions at that time, as has occurred with the recent versions of the

Declaration of Helsinki (Benatar 2005; Rid and Schmidt 2010).

Ethical problems during clinical trials are present in all parts of the world,5 but tend

to be greater in low- and middle-income countries where the regulatory agencies are

weaker, where there is less ability to conduct a scientific-ethical evaluation of research

projects, where there are fewer opportunities to carry out research independently from

pharmaceutical industry financing, and where there are fewer groups able to monitor

the implementation of clinical trials. The concerns and disagreements generated

around the Declaration of Helsinki (1996 and 2000) led to the development of

standards to govern clinical trials in low- and middle-income countries by the

pharmaceutical industry (Bennett and Murray 2009), bioethicists (Benatar and Singer

5 The American Journal of Bioethics published a series of articles on the weaknesses of the United
States system in November, 2008 (Vol. 8, No. 11). Also Burris and Moss (2006), and Federman

et al. (2002).
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2000; Hutton 2000; Shapiro andMeslin 2001; Benatar 2002; David 2002; Participants

2002; Emanuel et al. 2004; Hyder et al. 2004; Wendler et al. 2004; Skene 2007), and

various countries themselves. The report by the National Bioethics Advisory Com-

mission (USA) (2001), the report by Nuffield Council on Bioethics (United Kingdom)

(2002), and the 2003 report by the European Group on Ethics and Science and New

Technologies (European Council and European Parliament 2001) brought into force

by the Member states in 2004 offer their opinions on the ethical aspects of clinical

research in low- and middle-income countries. In 2004, the Nuffield Council on

Bioethics and the Medical Research Council of South Africa organized a conference,

which produced another discussion document (Nuffield Council of Bioethics 2005).

Not all these initiatives have been well received (see below).

When talking about ethical guidelines to govern clinical research in low- and

middle-income countries, various issues should be part of the discussion, including:

(1) imperialism, and moral universalism or relativism; (2) standard treatment in

low- and middle-income countries and the concept of vulnerability; (3) risk-benefit

balance; and (4) the ability to appropriately conduct clinical trials and ethical and

scientific reviews.

2.9.1 Imperialism, and Moral Universalism or Relativism

Are the ethical principles, which govern research with humans the same everywhere

in the world, or should they be adapted to the conditions in the country where the

research takes place? If we look for the answer to this question in the ethical codes,

they all clearly put the welfare of the individual before any scientific advances that

may result from the study. From this, we can deduce that all human beings have the

same rights, and that nobody should be exposed to risks for the benefit of science.

However, when ethicists have to embed these principles in the specific reality of each

project, the answer is not so clear. Some say that ethical principles are absolute, and

therefore universal, although perhaps the way respect for those principles is expressed

may vary according to local culture (Angell 1988; Shapiro and Meslin 2001;

Kopelman 2005). For example, in many Latin American contexts, respecting the

autonomy of the patient may require the involvement of his/her nuclear family when

obtaining informed consent, especially if the patient is unaware of the diagnosis,

which, for different reasons, is common when faced with cancer or another terminal

illness. Love and Fost (1997) give a similar example when obtaining consent from

mothers with breast cancer in Vietnam. At the other extreme are those who consider

that ethical principles depend on the environment (Christakis et al. 1991). Their

viewpoint is that studies with placebo control in low- and middle-income countries

are justified, because none of the study participants would receive treatment if they

were not enrolled in the clinical trial.

Another contemporary viewpoint is that northern countries, especially the USA,

should not try to impose their ethical values on the rest of the world (Macklin 2001;

Tealdi 2006; Garrafa and Lorenzo 2008). This view has been strengthened during
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the last decade as a result of the controversy surrounding the revisions to the

Declaration of Helsinki regarding the use of placebos and the need to provide

access to the most effective treatment, at least to the study participants, and possibly

(CIOMS and the Nuffield Council on Bioethics) to the whole community

(Wolinsky 2006). The conflicts surrounding the Declaration of Helsinki have

been seen as breaking the universal character of ethics in the declarations, codes,

and ethical standards written before 1990. Obviously, when the FDA announced

that studies conducted in other countries had to comply only with Good Clinical

Practice, the debate became more antagonistic (Kimmelman et al. 2009).

Latin American bioethicists (Tealdi 2006; Garrafa and Lorenzo 2008) defend the

need to develop a bioethics framework responsive to Latin American values, with

an emphasis on increasing solidarity to decrease social inequity, one of the most

serious problems of the region. Following the same line of thought, these authors

say that the provision of courses in research bioethics by the Fogarty 6 International

Center (NIH), USA, in response to a 2001 report from the National Bioethics

Advisory Committee (2001) is one way to gain influence among Latin American

ethicists, a form of moral imperialism which is not imposed by force, but rather by

changing the culture.

Macklin (2001) recognized the frequent limitations of ethics committees in low-

and middle-income countries, but also questioned the supposed superiority of the

United States to dictate the application of ethical criteria in less developed nations.

Approval of clinical trials through an ethics committee based in the USA – or

another part of the world – does not guarantee that the clinical trial would be ethical.

As a consultant to the UNAIDS program, she revised several protocols which had

been approved by ethics committees in the USA for studies to be conducted in low-

and middle-income countries, and verified that some ethics committees were not

aware of the psychological risks of clinical trials, ignored issues of confidentiality,

and/or approved informed consent materials with major shortcomings.

2.9.2 Standard Treatment in Low- and Middle-Income
Countries, and the Concept of Vulnerability

In the world population, 13 % consume 87 % of medications, which, leads us to

safely say that most residents of low- and middle-income countries lack access to

needed medicines. Several ethicists have no objection to placebo controlled studies

in these countries, because patients have no access to treatment anyway and the

trials offer the possibility to advance science (Levine 1998, 1999). Others (Lurie

and Wolfe 1997) argue that lack of access is an economic issue, which cannot

justify studies in these populations that would not be permitted in industrialized

countries. Some think that people who have limited access to medications qualify

as vulnerable because participation in a study may be their only opportunity to

receive treatment (see Chap. 3). It is at least probable that this population, with

probably low levels of education and income, has more difficulty in understanding
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that they are participating in a study, and will assume risks without any guarantee of

therapeutic benefit. If the person offering the possibility of participating in a clinical

trial is the patient’s public sector physician, patient autonomy is further limited.

Low income residents in Latin America respect physicians and accept medical

recommendations without question. Consent to participate may be given because

people feel pressured and fear reprisals, such as problems with access to future care.

In these circumstances it is important to do whatever possible to respect the

autonomy of patients (and/or their families or legal representatives), and to ensure

that potential study participants understand what the study will, and will not,

accomplish, together with its related risks and benefits.

Other ethicists express a distinct opinion, saying that the treatment offered to

study participants in low- and middle-income countries does not always have to be

the best available worldwide, because the provision of treatment not normally

available could delay the advancement of therapeutics in the countries where the

study takes place (London 2000; Koski and Nightingale 2001; Killen et al. 2002;

Zumla and Costello 2002; Wendler et al. 2004). Lie et al. (2004) studied the various

ethical guidelines for low- and middle-income countries, and concluded that they

all allow the implementation of clinical trials in low- and middle-income countries

that do not offer participants in the control group the best available treatment in the

world for the pathology studied. Although each document had a slightly different

emphasis, all used basically the same criteria to justify the use of a lesser treatment

than that available on an international level: (1) there is a valid scientific reason to

offer that particular treatment to the control group; (2) the clinical trial must provide

sufficient benefits to the population involved in the study, and (3) there must be an

acceptable risk/benefit balance for each one of the study participants (see Table 2.1).

According to this perspective, all these documents, which with the exceptions of

CIOMS (2002) and UNAIDS (2000) for the most part had been written by various

groups of experts in industrialized countries during the decade between 2000 and

2009, did not include as a moral absolute the provision of the best internationally

available treatment for the control group.

2.9.3 The Balance of Risks and Benefits

All ethical guidelines say that no treatment or intervention can be withheld from

clinical trial participants who can benefit from them and they would receive if they

were not participating in biomedical research (Lie et al. 2004). Controversial issues

are: (1) whether clinical trials conducted in low- and middle-income countries

should respond to the health priorities of the country; and (2) what are the “reason-

able” benefits to be provided to clinical trial participants and their communities if

the study intervention is shown to be effective, and at what price and for how long

should treatment be provided (Fair benefits 2002).

Some think that clinical trials could take place in low- and middle-income

countries whenever some residents are affected by the disease studied, even if it
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is not a government priority, and they say that if the study complies with both

ethical principles and the regulations of the host country, the researchers have no

further obligation to the study participants (Macklin 2001). Others feel that if there

is no intent to improve access to a proven treatment for study participants and their

communities, there is a violation of the principle of distributive justice, and the

study should be rejected (Page 2000; Crouch and Arras 1998; Glantz et al. 1998).

Benatar and Singer (2000) go to the root of the problem, asserting that the need to

eliminate social injustice and inequality between nations requires clinical trials to

benefit the places where they are carried out, and that ways must be found to turn

new discoveries into accessible therapies for the study community.

Table 2.1 Ethical Guidelines for Human Research in Low- and middle-income Countries and

Acceptable Therapies for the Control Group

Organization Scientific validity

Social benefits for the

country

Risk//benefit ratio

for the volunteer

UNAIDS Acceptable scientific

protocol

Plans to ensure availability

must be defined during

the initial phases of

vaccine development

As a minimum, there

must be

guarantees of the

best health ser-

vice available in

the country

National

Bioethics

Advisory

Committee

(2001)

There must be justification

of the choice of study

design

Explanation of how an

effective study medica-

tion will be made

available to the

residents of the country

where the study took

place

The ethics committee

must assess the

risk to

participants

CIOMS (2002) The study would not yield

reliable scientific

information if the

available treatment was

to be provided

The clinical trial should

relate to the needs of

the participating popu-

lation, and assure “rea-

sonable” access to the

treatment which has

been shown to be

effective

There is a balance

between risks and

potential benefits,

with a minimiza-

tion of risks for

participants in

clinical trials

European Group

on Ethics

etc. (2001)

The method meets the

objectives of the study,

and there is no other

alternative

methodology

One possible justification

is to simplify or reduce

the cost of treatment in

the country where

research is conducted

Special attention

must be paid to

the risk/benefit

balance at the

individual level

Nuffield

Council

(2002, 2005)

The research design must

meet the research

objective

Consideration must be

given to the

sustainability and

affordability of the

treatment selected

As a minimum, the

selected treatment

should be avail-

able at the

national level

Source: Lie et al. (2004)
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2.9.4 The Ability to Conduct Clinical Trials
and Ethical Reviews

There is some concern about the ability of low- and middle-income countries to

conduct scientific and ethical evaluations of clinical trials. There have been

suggestions that research should not take place in countries that do not have the

capacity to protect their residents, but other experts think that this is an extreme

position and have suggested ways to overcome the problem. The CIOMS document

(2002) and the article by Hyder et al. (2004) are interesting because they recognize

the weaknesses of low- and middle-income countries and ask for protocols to be

approved also by an ethics committee in the country of the sponsor. The National

Bioethics Advisory Committee (2001) and the Nuffield (2002) reports support the

exportation of the ethical review model to low- and middle-income countries and

promote the development of resources in countries where research is conducted.

Some authors see this as moral imperialism (Tealdi 2006; Garrafa and Lorenzo 2008;

Lescano et al. 2008; McIntosh et al. 2008). One initiative has been to establish

agreements between universities in high income countries and those in low- and

middle-income countries to improve the skills needed to conduct clinical trials (Sidle

et al. 2006).

From our perspective, and as can be seen throughout this book, there is little

doubt that the systems for ethical and scientific review of studies with human

subjects must be improved, especially in low- and middle-income countries.

2.10 Conclusion

The improvement of ethical codes governing clinical trials is a constant concern for

bioethicists, but, even if the codes achieve perfection, their application is a different

matter. In most cases, the problems are basic violations of human rights. Latin

America needs to establish monitoring systems for each stage of clinical trial

implementation; the reviews currently conducted by some regulatory agencies

during the process of deciding whether or not to market a product are not enough.

But however sophisticated the monitoring systems may be, real change will

occur only when the culture of those who sponsor and conduct research with human

subjects will have internalized ethical and scientific principles, and will express

increasing respect for both the research process and the rights of the study

participants. Governments, universities, and professional associations could take

the lead in this by developing legislation and systems supportive of the principles of

the desired culture.

Finally, if clinical trials in low- and middle-income countries continue, ways

must be found so that all residents in these countries can access necessary

medications. Without this provision, we condone the violation of the principle of

justice, exploiting the vulnerability of those who cannot receive treatment unless

they participate in clinical trials.
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Appendix A: A Review and Critique of International Ethical

Principles: Annexes

THE NÜREMBURG CODE. (Nüremberg International
Tribunal) 1947

Reprinted from Trials of War Criminals before the Nuremberg Military Tribunals
under Control Council Law No. 10, Vol. 2, pp. 181–182. Washington, DC: U. S.

Government PrintingOffice, 1949. (http://ohsr.od.nih.gov/guidelines/nuremberg.html)

Directives for Human Experimentation

1. The voluntary consent of the human subject is absolutely essential. This means

that the person involved should have legal capacity to give consent; should be

so situated as to be able to exercise free power of choice, without the interven-

tion of any element of force, fraud, deceit, duress, over-reaching, or other

ulterior form of constraint or coercion; and should have sufficient knowledge

and comprehension of the elements of the subject matter involved as to enable

him to make an understanding and enlightened decision. This latter element

requires that before the acceptance of an affirmative decision by the experi-

mental subject there should be made known to him the nature, duration, and

purpose of the experiment; the method and means by which it is to be

conducted; all inconveniences and hazards reasonable to be expected; and the

effects upon his health or person which may possibly come from his participa-

tion in the experiment.

The duty and responsibility for ascertaining the quality of the consent rests

upon each individual who initiates, directs or engages in the experiment. It is a

personal duty and responsibility, which may not be delegated to another with

impunity.

2. The experiment should be such as to yield fruitful results for the good of

society, unprocurable by other methods or means of study, and not random

and unnecessary in nature.

3. The experiment should be so designed and based on the results of animal

experimentation and a knowledge of the natural history of the disease or other

problem under study that the anticipated results will justify the performance of

the experiment.

4. The experiment should be so conducted as to avoid all unnecessary physical

and mental suffering and injury.

5. No experiment should be conducted where there is an a priori reason to believe

that death or disabling injury will occur; except, perhaps, in those experiments

where the experimental physicians also serve as subjects.
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6. The degree of risk to be taken should never exceed that determined by the

humanitarian importance of the problem to be solved by the experiment.

7. Proper preparations should be made and adequate facilities provided to protect

the experimental subject against even remote possibilities of injury, disability,

or death.

8. The experiment should be conducted only by scientifically qualified persons.

The highest degree of skill and care should be required through all stages of the

experiment of those who conduct or engage in the experiment.

9. During the course of the experiment the human subject should be at liberty to

bring the experiment to an end if he has reached the physical or mental state

where continuation of the experiment seems to him to be impossible.

10. During the course of the experiment the scientist in charge must be prepared to

terminate the experiment at any stage, if he has probable cause to believe, in the

exercise of the good faith, superior skill and careful judgment required of him

that a continuation of the experiment is likely to result in injury, disability, or

death to the experimental subject.

World Medical Association Declaration of Helsinki

Ethical Principles for Medical Research Involving Human Subjects adopted by the

18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:

29th WMA General Assembly, Tokyo, Japan, October 1975

35th WMA General Assembly, Venice, Italy, October 1983

41st WMA General Assembly, Hong Kong, September 1989

48th WMA General Assembly, Somerset West, Republic of South Africa, October

1996

52nd WMA General Assembly, Edinburgh, Scotland, October 2000

53rd WMA General Assembly, Washington 2002 (Note of Clarification on para-

graph 29 added)

55th WMA General Assembly, Tokyo 2004 (Note of Clarification on Paragraph

30 added)

59th WMA General Assembly, Seoul, October 2008

A. Introduction

1. The World Medical Association (WMA) has developed the Declaration of

Helsinki as a statement of ethical principles for medical research involving

human subjects, including research on identifiable human material and data.

The Declaration is intended to be read as a whole and each of its constituent

paragraphs should not be applied without consideration of all other relevant

paragraphs.
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2. Although the Declaration is addressed primarily to physicians, the WMA

encourages other participants in medical research involving human subjects

to adopt these principles.

3. It is the duty of the physician to promote and safeguard the health of patients,

including those who are involved in medical research. The physician’s knowl-

edge and conscience are dedicated to the fulfillment of this duty.

4. The Declaration of Geneva of the WMA binds the physician with the words,

“The health of my patient will be my first consideration,” and the International

Code of Medical Ethics declares that, “A physician shall act in the patient’s

best interest when providing medical care.”

5. Medical progress is based on research that ultimately must include studies

involving human subjects. Populations that are underrepresented in medical

research should be provided appropriate access to participation in research.

6. In medical research involving human subjects, the well-being of the individual

research subject must take precedence over all other interests.

7. The primary purpose of medical research involving human subjects is to

understand the causes, development and effects of diseases and improve pre-

ventive, diagnostic and therapeutic interventions (methods, procedures and

treatments). Even the best current interventions must be evaluated continually

through research for their safety, effectiveness, efficiency, accessibility and

quality.

8. In medical practice and in medical research, most interventions involve risks

and burdens.

9. Medical research is subject to ethical standards that promote respect for all

human subjects and protect their health and rights. Some research populations

are particularly vulnerable and need special protection. These include those

who cannot give or refuse consent for themselves and those who may be

vulnerable to coercion or undue influence.

10. Physicians should consider the ethical, legal and regulatory norms and

standards for research involving human subjects in their own countries as

well as applicable international norms and standards. No national or interna-

tional ethical, legal or regulatory requirement should reduce or eliminate any of

the protections for research subjects set forth in this Declaration.

B. Principles for All Medical Research

11. It is the duty of physicians who participate in medical research to protect the

life, health, dignity, integrity, right to self-determination, privacy, and confi-

dentiality of personal information of research subjects.

12. Medical research involving human subjects must conform to generally

accepted scientific principles, be based on a thorough knowledge of the scien-

tific literature, other relevant sources of information, and adequate laboratory

and, as appropriate, animal experimentation. The welfare of animals used for

research must be respected.
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13. Appropriate caution must be exercised in the conduct of medical research that

may harm the environment.

14. The design and performance of each research study involving human subjects

must be clearly described in a research protocol. The protocol should contain a

statement of the ethical considerations involved and should indicate how the

principles in this Declaration have been addressed. The protocol should include

information regarding funding, sponsors, institutional affiliations, other potential

conflicts of interest, incentives for subjects and provisions for treating and/or

compensating subjects who are harmed as a consequence of participation in the

research study. The protocol should describe arrangements for post-study access

by study subjects to interventions identified as beneficial in the study or access to

other appropriate care or benefits.

15. The research protocol must be submitted for consideration, comment, guidance

and approval to a research ethics committee before the study begins. This

committee must be independent of the researcher, the sponsor and any other

undue influence. It must take into consideration the laws and regulations of the

country or countries in which the research is to be performed as well as

applicable international norms and standards but these must not be allowed to

reduce or eliminate any of the protections for research subjects set forth in this

Declaration. The committee must have the right to monitor ongoing studies.

The researcher must provide monitoring information to the committee, espe-

cially information about any serious adverse events. No change to the protocol

may be made without consideration and approval by the committee.

16. Medical research involving human subjects must be conducted only by

individuals with the appropriate scientific training and qualifications. Research

on patients or healthy volunteers requires the supervision of a competent and

appropriately qualified physician or other health care professional. The respon-

sibility for the protection of research subjects must always rest with the

physician or other health care professional and never the research subjects,

even though they have given consent.

17. Medical research involving a disadvantaged or vulnerable population or com-

munity is only justified if the research is responsive to the health needs and

priorities of this population or community and if there is a reasonable likeli-

hood that this population or community stands to benefit from the results of the

research.

18. Every medical research study involving human subjects must be preceded by

careful assessment of predictable risks and burdens to the individuals and

communities involved in the research in comparison with foreseeable benefits

to them and to other individuals or communities affected by the condition under

investigation.

19. Every clinical trial must be registered in a publicly accessible database before

recruitment of the first subject.

20. Physicians may not participate in a research study involving human subjects

unless they are confident that the risks involved have been adequately assessed

and can be satisfactorily managed. Physicians must immediately stop a study
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when the risks are found to outweigh the potential benefits or when there is

conclusive proof of positive and beneficial results.

21. Medical research involving human subjects may only be conducted if the

importance of the objective outweighs the inherent risks and burdens to the

research subjects.

22. Participation by competent individuals as subjects in medical research must be

voluntary. Although it may be appropriate to consult family members or

community leaders, no competent individual may be enrolled in a research

study unless he or she freely agrees.

23. Every precaution must be taken to protect the privacy of research subjects and

the confidentiality of their personal information and to minimize the impact of

the study on their physical, mental and social integrity.

24. In medical research involving competent human subjects, each potential subject

must be adequately informed of the aims, methods, sources of funding, any

possible conflicts of interest, institutional affiliations of the researcher, the

anticipated benefits and potential risks of the study and the discomfort it may

entail, and any other relevant aspects of the study. The potential subject must be

informed of the right to refuse to participate in the study or to withdraw consent

to participate at any time without reprisal. Special attention should be given to

the specific information needs of individual potential subjects as well as to the

methods used to deliver the information. After ensuring that the potential subject

has understood the information, the physician or another appropriately qualified

individual must then seek the potential subject’s freely-given informed consent,

preferably in writing. If the consent cannot be expressed in writing, the

non-written consent must be formally documented and witnessed.

25. For medical research using identifiable human material or data, physicians

must normally seek consent for the collection, analysis, storage and/or reuse.

There may be situations where consent would be impossible or impractical to

obtain for such research or would pose a threat to the validity of the research. In

such situations the research may be done only after consideration and approval

of a research ethics committee.

26. When seeking informed consent for participation in a research study the

physician should be particularly cautious if the potential subject is in a depen-

dent relationship with the physician or may consent under duress. In such

situations the informed consent should be sought by an appropriately qualified

individual who is completely independent of this relationship.

27. For a potential research subject who is incompetent, the physician must seek

informed consent from the legally authorized representative. These individuals

must not be included in a research study that has no likelihood of benefit for

them unless it is intended to promote the health of the population represented

by the potential subject, the research cannot instead be performed with compe-

tent persons, and the research entails only minimal risk and minimal burden.

28. When a potential research subject who is deemed incompetent is able to give

assent to decisions about participation in research, the physician must seek that

assent in addition to the consent of the legally authorized representative. The

potential subject’s dissent should be respected.
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29. Research involving subjects who are physically or mentally incapable of giving

consent, for example, unconscious patients, may be done only if the physical or

mental condition that prevents giving informed consent is a necessary character-

istic of the research population. In such circumstances the physician should

seek informed consent from the legally authorized representative. If no such

representative is available and if the research cannot be delayed, the study may

proceed without informed consent provided that the specific reasons for involv-

ing subjects with a condition that renders them unable to give informed consent

have been stated in the research protocol and the study has been approved by a

research ethics committee. Consent to remain in the research should be obtained

as soon as possible from the subject or a legally authorized representative.

30. Authors, editors and publishers all have ethical obligations with regard to the

publication of the results of research. Authors have a duty to make publicly

available the results of their research on human subjects and are accountable for

the completeness and accuracy of their reports. They should adhere to accepted

guidelines for ethical reporting. Negative and inconclusive as well as positive

results should be published or otherwise made publicly available. Sources of

funding, institutional affiliations and conflicts of interest should be declared in

the publication. Reports of research not in accordance with the principles of this

Declaration should not be accepted for publication.

C. Additional Principles for Medical Research Combined

with Medical Care

31. The physician may combine medical research with medical care only to the

extent that the research is justified by its potential preventive, diagnostic or

therapeutic value and if the physician has good reason to believe that partici-

pation in the research study will not adversely affect the health of the patients

who serve as research subjects.

32. The benefits, risks, burdens and effectiveness of a new intervention must be

tested against those of the best current proven intervention, except in the

following circumstances:

• The use of placebo, or no treatment, is acceptable in studies where no

current proven intervention exists; or

• Where for compelling and scientifically sound methodological reasons the

use of placebo is necessary to determine the efficacy or safety of an

intervention and the patients who receive placebo or no treatment will not

be subject to any risk of serious or irreversible harm. Extreme care must be

taken to avoid abuse of this option.

33. At the conclusion of the study, patients entered into the study are entitled to be

informed about the outcome of the study and to share any benefits that result

from it, for example, access to interventions identified as beneficial in the study

or to other appropriate care or benefits.
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34. The physician must fully inform the patient which aspects of the care are

related to the research. The refusal of a patient to participate in a study or

the patient’s decision to withdraw from the study must never interfere with

the patient-physician relationship.

35. In the treatment of a patient, where proven interventions do not exist or have

been ineffective, the physician, after seeking expert advice, with informed

consent from the patient or a legally authorized representative, may use an

unproven intervention if in the physician’s judgement it offers hope of saving

life, re-establishing health or alleviating suffering. Where possible, this inter-

vention should be made the object of research, designed to evaluate its safety

and efficacy. In all cases, new information should be recorded and, where

appropriate, made publicly available.

http://www.wma.net/en/30publications/10policies/b3/17c.pdf

Universal Declaration on Bioethics and Human Rights

Adopted by acclamation on 19 October 2005 by the 33rd session of the General

Conference of UNESCO.

The General Conference

Conscious of the unique capacity of human beings to reflect upon their own

existence and on their environment, to perceive injustice, to avoid danger, to

assume responsibility, to seek cooperation and to exhibit the moral sense that

gives expression to ethical principles,

Reflecting on the rapid developments in science and technology, which increasingly

affect our understanding of life and life itself, resulting in a strong demand for a

global response to the ethical implications of such developments,

Recognizing that ethical issues raised by the rapid advances in science and their

technological applications should be examined with due respect to the dignity of

the human person and universal respect for, and observance of, human rights and

fundamental freedoms,

Resolving that it is necessary and timely for the international community to state

universal principles that will provide a foundation for humanity’s response to the

ever-increasing dilemmas and controversies that science and technology present

for humankind and for the environment,

Recalling the Universal Declaration of Human Rights of 10 December 1948, the

Universal Declaration on the Human Genome and Human Rights adopted by the

General Conference of UNESCO on 11 November 1997 and the International

Declaration on Human Genetic Data adopted by the General Conference of

UNESCO on 16 October 2003,
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Noting the United Nations International Covenant on Economic, Social and Cultural

Rights and the International Covenant on Civil and Political Rights of 16 Decem-

ber 1966, the United Nations International Convention on the Elimination of All

Forms of Racial Discrimination of 21 December 1965, the United Nations

Convention on the Elimination of All Forms of Discrimination against Women

of 18 December 1979, the United Nations Convention on the Rights of the

Child of 20 November 1989, the United Nations Convention on Biological

Diversity of 5 June 1992, the Standard Rules on the Equalization of Opportunities

for Persons with Disabilities adopted by the General Assembly of the United

Nations in 1993, the UNESCO Recommendation on the Status of Scientific

Researchers of 20 November 1974, the UNESCO Declaration on Race and Racial

Prejudice of 27 November 1978, the UNESCODeclaration on the Responsibilities

of the Present Generations Towards Future Generations of 12 November 1997, the

UNESCO Universal Declaration on Cultural Diversity of 2 November 2001, the

ILO Convention 169 concerning Indigenous and Tribal Peoples in Independent

Countries of 27 June 1989, the International Treaty on Plant Genetic Resources for

Food and Agriculture which was adopted by the FAO Conference on 3 November

2001 and entered into force on 29 June 2004, the Agreement on Trade-Related

Aspects of Intellectual Property Rights (TRIPS) annexed to the Marrakech Agree-

ment establishing the World Trade Organization, which entered into force on

1 January 1995, the Doha Declaration on the TRIPS Agreement and Public Health

of 14 November 2001 and other relevant international instruments adopted by the

United Nations and the specialized agencies of the United Nations system, in

particular the Food and Agriculture Organization of the United Nations (FAO) and

the World Health Organization (WHO),

Also noting international and regional instruments in the field of bioethics, includ-

ing the Convention for the Protection of Human Rights and Dignity of the

Human Being with regard to the Application of Biology and Medicine: Conven-

tion on Human Rights and Biomedicine of the Council of Europe, which was

adopted in 1997 and entered into force in 1999, together with its Additional

Protocols, as well as national legislation and regulations in the field of bioethics

and the international and regional codes of conduct and guidelines and other

texts in the field of bioethics, such as the Declaration of Helsinki of the World

Medical Association on Ethical Principles for Medical Research Involving

Human Subjects, adopted in 1964 and amended in 1975, 1983, 1989, 1996 and

2000 and the International Ethical Guidelines for Biomedical Research Involv-

ing Human Subjects of the Council for International Organizations of Medical

Sciences, adopted in 1982 and amended in 1993 and 2002,

Recognizing that this Declaration is to be understood in a manner consistent

with domestic and international law in conformity with human rights law,

Recalling the Constitution of UNESCO adopted on 16 November 1945,

Considering UNESCO’s role in identifying universal principles based on

shared ethical values to guide scientific and technological development and

social transformation in order to identify emerging challenges in science
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and technology taking into account the responsibility of the present generations

towards future generations, and that questions of bioethics, which necessarily

have an international dimension, should be treated as a whole, drawing on the

principles already stated in the Universal Declaration on the Human Genome

and Human Rights and the International Declaration on Human Genetic Data

and taking account not only of the current scientific context but also of future

developments,

Aware that human beings are an integral part of the biosphere, with an important

role in protecting one another and other forms of life, in particular animals,

Recognizing that, based on the freedom of science and research, scientific and

technological developments have been, and can be, of great benefit to human-

kind in increasing, inter alia, life expectancy and improving the quality of life,

and emphasizing that such developments should always seek to promote the

welfare of individuals, families, groups or communities and humankind as a

whole in the recognition of the dignity of the human person and universal respect

for, and observance of, human rights and fundamental freedoms,

Recognizing that health does not depend solely on scientific and technological

research developments but also on psychosocial and cultural factors,

Also recognizing that decisions regarding ethical issues in medicine, life sciences

and associated technologies may have an impact on individuals, families, groups

or communities and humankind as a whole,

Bearing in mind that cultural diversity, as a source of exchange, innovation and

creativity, is necessary to humankind and, in this sense, is the common heritage

of humanity, but emphasizing that it may not be invoked at the expense of human

rights and fundamental freedoms,

Also bearing in mind that a person’s identity includes biological, psychological,

social, cultural and spiritual dimensions,

Recognizing that unethical scientific and technological conduct has had a particular
impact on indigenous and local communities,

Convinced that moral sensitivity and ethical reflection should be an integral part of

the process of scientific and technological developments and that bioethics

should play a predominant role in the choices that need to be made concerning

issues arising from such developments,

Considering the desirability of developing new approaches to social responsibility

to ensure that progress in science and technology contributes to justice, equity

and to the interest of humanity,

Recognizing that an important way to evaluate social realities and achieve equity is

to pay attention to the position of women,

Stressing the need to reinforce international cooperation in the field of bioethics,

taking into account, in particular, the special needs of developing countries,

indigenous communities and vulnerable populations,

Considering that all human beings, without distinction, should benefit from the

same high ethical standards in medicine and life science research,

Proclaims the principles that follow and adopts the present Declaration.
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General Provisions

Article 1 – Scope

1. This Declaration addresses ethical issues related to medicine, life sciences and

associated technologies as applied to human beings, taking into account their

social, legal and environmental dimensions.

2. This Declaration is addressed to States. As appropriate and relevant, it also

provides guidance to decisions or practices of individuals, groups, communities,

institutions and corporations, public and private.

Article 2 – Aims
The aims of this Declaration are:

(a) to provide a universal framework of principles and procedures to guide States in

the formulation of their legislation, policies or other instruments in the field of

bioethics;

(b) to guide the actions of individuals, groups, communities, institutions and

corporations, public and private;

(c) to promote respect for human dignity and protect human rights, by ensuring

respect for the life of human beings, and fundamental freedoms, consistent with

international human rights law;

(d) to recognize the importance of freedom of scientific research and the benefits

derived from scientific and technological developments, while stressing the

need for such research and developments to occur within the framework of

ethical principles set out in this Declaration and to respect human dignity,

human rights and fundamental freedoms;

(e) to foster multidisciplinary and pluralistic dialogue about bioethical issues

between all stakeholders and within society as a whole;

(f) to promote equitable access to medical, scientific and technological develop-

ments as well as the greatest possible flow and the rapid sharing of knowledge

concerning those developments and the sharing of benefits, with particular

attention to the needs of developing countries;

(g) to safeguard and promote the interests of the present and future generations;

(h) to underline the importance of biodiversity and its conservation as a common

concern of humankind.

Principles

Within the scope of this Declaration, in decisions or practices taken or carried out

by those to whom it is addressed, the following principles are to be respected.

Article 3 – human dignity and human rights

1. Human dignity, human rights and fundamental freedoms are to be fully

respected.
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2. The interests and welfare of the individual should have priority over the sole

interest of science or society.

Article 4 – Benefit and harm
In applying and advancing scientific knowledge, medical practice and associated

technologies, direct and indirect benefits to patients, research participants and other

affected individuals should be maximized and any possible harm to such

individuals should be minimized.

Article 5 – Autonomy and individual responsibility
The autonomy of persons to make decisions, while taking responsibility for those

decisions and respecting the autonomy of others, is to be respected. For persons

who are not capable of exercising autonomy, special measures are to be taken to

protect their rights and interests.

Article 6 – Consent

1. Any preventive, diagnostic and therapeutic medical intervention is only to be

carried out with the prior, free and informed consent of the person concerned,

based on adequate information. The consent should, where appropriate, be

express and may be withdrawn by the person concerned at any time and for

any reason without disadvantage or prejudice.

2. Scientific research should only be carried out with the prior, free, express and

informed consent of the person concerned. The information should be adequate,

provided in a comprehensible form and should include modalities for with-

drawal of consent. Consent may be withdrawn by the person concerned at

any time and for any reason without any disadvantage or prejudice. Exceptions

to this principle should be made only in accordance with ethical and legal

standards adopted by States, consistent with the principles and provisions set

out in this Declaration, in particular in Article 27, and international human

rights law.

3. In appropriate cases of research carried out on a group of persons or a commu-

nity, additional agreement of the legal representatives of the group or commu-

nity concerned may be sought. In no case should a collective community

agreement or the consent of a community leader or other authority substitute

for an individual’s informed consent.

Article 7 – Persons without the capacity to consent
In accordance with domestic law, special protection is to be given to persons who

do not have the capacity to consent:

(a) authorization for research and medical practice should be obtained in accor-

dance with the best interest of the person concerned and in accordance with

domestic law. However, the person concerned should be involved to the

greatest extent possible in the decision-making process of consent, as well as

that of withdrawing consent;
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(b) research should only be carried out for his or her direct health benefit, subject to

the authorization and the protective conditions prescribed by law, and if there is

no research alternative of comparable effectiveness with research participants

able to consent. Research which does not have potential direct health benefit

should only be undertaken by way of exception, with the utmost restraint,

exposing the person only to a minimal risk and minimal burden and if the

research is expected to contribute to the health benefit of other persons in the

same category, subject to the conditions prescribed by law and compatible with

the protection of the individual’s human rights. Refusal of such persons to take

part in research should be respected.

Article 8 – Respect for human vulnerability and personal integrity
In applying and advancing scientific knowledge, medical practice and associated

technologies, human vulnerability should be taken into account. Individuals and

groups of special vulnerability should be protected and the personal integrity of

such individuals respected.

Article 9 – Privacy and confidentiality
The privacy of the persons concerned and the confidentiality of their personal

information should be respected. To the greatest extent possible, such information

should not be used or disclosed for purposes other than those for which it was

collected or consented to, consistent with international law, in particular interna-

tional human rights law.

Article 10 – Equality, justice and equity
The fundamental equality of all human beings in dignity and rights is to be

respected so that they are treated justly and equitably.

Article 11 – Non-discrimination and non-stigmatization
No individual or group should be discriminated against or stigmatized on any

grounds, in violation of human dignity, human rights and fundamental freedoms.

Article 12 – Respect for cultural diversity and pluralism
The importance of cultural diversity and pluralism should be given due regard.

However, such considerations are not to be invoked to infringe upon human dignity,

human rights and fundamental freedoms, nor upon the principles set out in this

Declaration, nor to limit their scope.

Article 13 – Solidarity and cooperation
Solidarity among human beings and international cooperation towards that end are

to be encouraged.

Article 14 – Social responsibility and health

1. The promotion of health and social development for their people is a central

purpose of governments that all sectors of society share.
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2. Taking into account that the enjoyment of the highest attainable standard of

health is one of the fundamental rights of every human being without distinction

of race, religion, political belief, economic or social condition, progress in

science and technology should advance:

(a) access to quality health care and essential medicines, especially for the

health of women and children, because health is essential to life itself and

must be considered to be a social and human good;

(b) access to adequate nutrition and water;

(c) improvement of living conditions and the environment;

(d) elimination of the marginalization and the exclusion of persons on the basis

of any grounds;

(e) reduction of poverty and illiteracy.

Article 15 – Sharing of benefits

1. Benefits resulting from any scientific research and its applications should be

shared with society as a whole and within the international community, in

particular with developing countries. In giving effect to this principle, benefits

may take any of the following forms:

(a) special and sustainable assistance to, and acknowledgement of, the persons

and groups that have taken part in the research;

(b) access to quality health care;

(c) provision of new diagnostic and therapeutic modalities or products stem-

ming from research;

(d) support for health services;

(e) access to scientific and technological knowledge;

(f) capacity-building facilities for research purposes;

(g) other forms of benefit consistent with the principles set out in this

Declaration.

2. Benefits should not constitute improper inducements to participate in research.

Article 16 – Protecting future generations
The impact of life sciences on future generations, including on their genetic

constitution, should be given due regard.

Article 17 – Protection of the environment, the biosphere and biodiversity
Due regard is to be given to the interconnection between human beings and other

forms of life, to the importance of appropriate access and utilization of biological

and genetic resources, to respect for traditional knowledge and to the role of

human beings in the protection of the environment, the biosphere and

biodiversity.
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Application of the Principles

Article 18 – Decision-making and addressing bioethical issues

1. Professionalism, honesty, integrity and transparency in decision-making should

be promoted, in particular declarations of all conflicts of interest and appropriate

sharing of knowledge. Every endeavour should be made to use the best available

scientific knowledge and methodology in addressing and periodically reviewing

bioethical issues.

2. Persons and professionals concerned and society as a whole should be engaged

in dialogue on a regular basis.

3. Opportunities for informed pluralistic public debate, seeking the expression of

all relevant opinions, should be promoted.

Article 19 – Ethics committees
Independent, multidisciplinary and pluralist ethics committees should be

established, promoted and supported at the appropriate level in order to:

(a) assess the relevant ethical, legal, scientific and social issues related to research

projects involving human beings;

(b) provide advice on ethical problems in clinical settings;

(c) assess scientific and technological developments, formulate recommendations

and contribute to the preparation of guidelines on issues within the scope of this

Declaration;

(d) foster debate, education and public awareness of, and engagement in, bioethics.

Article 20 – Risk assessment and management
Appropriate assessment and adequate management of risk related to medicine, life

sciences and associated technologies should be promoted.

Article 21 – Transnational practices

1. States, public and private institutions, and professionals associated with trans-

national activities should endeavour to ensure that any activity within the

scope of this Declaration, undertaken, funded or otherwise pursued in whole

or in part in different States, is consistent with the principles set out in this

Declaration.

2. When research is undertaken or otherwise pursued in one or more States (the

host State(s)) and funded by a source in another State, such research should be

the object of an appropriate level of ethical review in the host State(s) and

the State in which the funder is located. This review should be based on ethical

and legal standards that are consistent with the principles set out in this

Declaration.

3. Transnational health research should be responsive to the needs of host

countries, and the importance of research contributing to the alleviation of

urgent global health problems should be recognized.
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4. When negotiating a research agreement, terms for collaboration and agreement

on the benefits of research should be established with equal participation by

those party to the negotiation.

5. States should take appropriate measures, both at the national and international

levels, to combat bioterrorism and illicit traffic in organs, tissues, samples,

genetic resources and genetic related materials.

Promotion of the Declaration

Article 22 – Role of states

1. States should take all appropriate measures, whether of a legislative, administra-

tive or other character, to give effect to the principles set out in this Declaration

in accordance with international human rights law. Such measures should be

supported by action in the spheres of education, training and public information.

2. States should encourage the establishment of independent, multidisciplinary and

pluralist ethics committees, as set out in Article 19.

Article 23 – Bioethics education, training and information

1. In order to promote the principles set out in this Declaration and to achieve a

better understanding of the ethical implications of scientific and technological

developments, in particular for young people, States should endeavour to foster

bioethics education and training at all levels as well as to encourage information

and knowledge dissemination programmes about bioethics.

2. States should encourage the participation of international and regional intergov-

ernmental organizations and international, regional and national non-governmental

organizations in this endeavour.

Article 24 – International cooperation

1. States should foster international dissemination of scientific information and

encourage the free flow and sharing of scientific and technological knowledge.

2. Within the framework of international cooperation, States should promote

cultural and scientific cooperation and enter into bilateral and multilateral

agreements enabling developing countries to build up their capacity to partici-

pate in generating and sharing scientific knowledge, the related know-how and

the benefits thereof.

3. States should respect and promote solidarity between and among States, as well

as individuals, families, groups and communities, with special regard for those

rendered vulnerable by disease or disability or other personal, societal or envi-

ronmental conditions and those with the most limited resources.

Article 25 – Follow-up action by UNESCO

1. UNESCO shall promote and disseminate the principles set out in this Declara-

tion. In doing so, UNESCO should seek the help and assistance of the
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Intergovernmental Bioethics Committee (IGBC) and the International Bioethics

Committee (IBC).

2. UNESCO shall reaffirm its commitment to dealing with bioethics and to pro-

moting collaboration between IGBC and IBC.

Final Provisions

Article 26 – Interrelation and complementarity of the principles
This Declaration is to be understood as a whole and the principles are to be

understood as complementary and interrelated. Each principle is to be considered

in the context of the other principles, as appropriate and relevant in the circumstances.

Article 27 – Limitations on the application of the principles
If the application of the principles of this Declaration is to be limited, it should be by

law, including laws in the interests of public safety, for the investigation, detection

and prosecution of criminal offences, for the protection of public health or for the

protection of the rights and freedoms of others. Any such law needs to be consistent

with international human rights law.

Article 28 – Denial of acts contrary to human rights, fundamental freedoms and
human dignity
Nothing in this Declaration may be interpreted as implying for any State, group or

person any claim to engage in any activity or to perform any act contrary to human

rights, fundamental freedoms and human dignity.

http://www.bioethics.gov.cy/Law/cnbc/cnbc.nsf/All/20367BA1ED3D0F34C22572

92002AEF74/$file/Universal%20Declaration%20on%20Bioethics%20and%20Human

%20Rights_EN.pdf

The Buenos Aires Declaration on Ethics and Clinical Trials

“The Buenos Aires Declaration on Ethics and Clinical Trials” was unanimously

approved at the First Latin American Workshop on Ethics and Clinical Trials

and endorsed by the Latin American organizations that are listed at the end of the

Declaration.

Both the Workshop and the Declaration were a response to the rapidly increasing

number of clinical trials that are taking place in the region and to the questions

being raised as a result of the many alleged violations of ethics during the

approval and implementation of the trials.

The Workshop was organized by the non-profit organization Salud y Fármacos

(http://www.boletinfarmacos.org), incorporated both in the USA and Argentina,

which also publishes the free-access electronic bulletin Boletı́n Fármacos. The

Dutch Foundation WEMOS, the Health Science Center of the University of

Texas and the Pan American Health Organization-Argentine also provided

financial assistance for the workshop.
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Salud y Fármacos and WEMOS perceive serious ethical flaws in the conditions

surrounding clinical trials in Latin America and believe that the international

health community should be aware of the situation.

The Declaration

At the General Assembly of the First Latin-American Workshop on Ethics and

Clinical Trials (Buenos Aires, May 12 and 13, 2008) participants unanimously

approved the following declaration:

1. Clinical trials can only be carried out if the population where the trials take

place can benefit from their results.

2. Authorities of countries where clinical trials take place should require studies to

strictly adhere to the “Universal Declaration of Bioethics and Human Rights”

(UNESCO 2005).

3. All clinical trials that take place in Latin America must be registered with the

national drug agency of the country where the trials take place or with the

appropriate authority created for this purpose. The key information of the

protocols should be made electronically available to the public.

4. In Latin America, protocols originating from outside the region must be

translated by regionally-competent, expert translators for presentation to local

authorities (the regulatory agencies, ethics committees, etc.) into the language

of the country where the clinical trial takes place (Spanish, Portuguese, or

French).

5. The informed consent should fulfill the following requirements:

(a) Informed consent forms originating from outside the region must be trans-

lated by regionally-competent, expert translators.

(b) Persons, totally independent from the clinical trial participants from all

social and ethnic strata clearly understand the content of the informed

consent form.

(c) When indigenous populations participate in the trial, the informed consent

form should be presented to them in their native language.

6. The ethics committees that approve the implementation of a clinical trial

must be active in the supervision and monitoring of all critical steps, including

recruiting of participants, data gathering and publication of results. The tasks

should be specified in writing at the time the ethics committee approves

the trial.

7. National health authorities should create a national registry of approved ethical

committees, of research centers that have proven to have the technical compe-

tence to carry out clinical trials, and of researchers of known qualifications and

honesty.

8. New drugs to be tested in clinical trials should be tested against the best

available preventive, diagnostic and therapeutic methods. Placebos can be
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used only when no other therapeutic procedure exists, or under exceptional,

qualified circumstances, when this method is indispensable.

9. The results and findings of all the clinical trials should be communicated within

a reasonable time to those who participated in the trials, and should be made

available electronically to the public through the national drug agencies of the

countries where the trials took place.

10. We condemn those clinical trials whose main objectives include the promotion

of the commercialization of the tested drug.

11. In order to obtain authorization for a clinical trial, the pharmaceutical industry

must commit itself to make the product economically accessible to those who

need it in the country where the clinical trial took place if the drug tested is

useful for the treatment of a disease.

12. It is necessary to initiate as soon as possible multi-centric studies of Contract

Research Organizations (CROs) are operating in Latin America. The research

should document the financial benefits obtained from the trials, their business

history, and any complaints raised against them. Regulatory agencies should

publish electronically the results of these studies to allow other countries to

know the qualifications of the firms.

13. Following the initiative of the leading professional health journals in United

States and the European Union, Latin American medical journals should not

publish any results of clinical trials unless their protocols have been electroni-

cally posted before the initiation of the trial. Similarly, articles should not be

published unless the authors declare possible conflicts of interest.

14. All benefits that clinical trial researchers obtain from trials should be made

public. The information must be specific regarding the amount that researchers

receive per participant recruited, and per participant that completes the trial.

This information should be shared with trial participants as part of the informed

consent. Other fringe benefits that the investigator receives from the industry

should also be specified.

15. All persons who participate in clinical trials should be insured for potential risks

they may suffer during the course of, or as a result of, the trial. The insurance

policy should be paid by the pharmaceutical firm, CRO or organization that

carries out the trial. The policies should be issued by reputable national or foreign

insurance companies, and the damage payment should be equivalent to the

amount that a person suffering a similar injury would receive in the country

where the pharmaceutical firm responsible for the trial is headquartered.

16. As soon as it is discovered that a person appears as the author of an article on the

results of a clinical trial that in fact was written by somebody else paid by a

pharmaceutical industry or that his/her participation was minimal, the academic

center to which the author is affiliated should start proceedings leading to an

adequate sanction. If the author is a member of a CRO, the firm should be

sanctioned and not be allowed to carry out additional clinical trials in the country.

17. We believe that clinical trials should be carried out by nonprofit organizations

such as universities on their own or in collaboration with the ministry of health.

The participation of nonprofit organizations should be promoted.
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18. Every effort should be made to insure that those in the lowest income group and

other vulnerable groups do not participate in clinical trials, unless they directly

benefit from their findings.

19. The goal of a clinical trial is not to create wealth for an enterprise, organization

or individual. Clinical trials can only take place to improve or augment the

available therapeutic arsenal for the benefit of mankind.

20. There is a need to establish procedures to protect the blood and tissue samples

obtained from clinical trial participants in order to preclude future abuses related

to patent protection and the for-profit commercialization of derivatives of such

samples.

Buenos Aires, May 13, 2008

The Declaration of Buenos Aires was written by the following: Dr. Jose Rubén

Alcântara Bofim, Dr Patricia Andreotti, Dr. Corina Bontempo Duca de Freitas,

Dr. Martı́n Cañas, Dr. Hernán Collado, Dr. Elisa Dibarbora, Ms. Susie Dutra,

Dr. José Miguel Esquivel, Dr. Duilio Fuentes, Dr. Carmen Lidia Guerrero, Dr

Núria Homedes, Dr. Gabriela Minaya, Ms. Susy Olave, Ms. Jimena Orchuela,

Dr. Agustin Páez, Dr Analia Perez, Dr. Mario Salinas, Mr. Jacob Sijtsma,

Dr. Juan Carlos Tealdi, Dr. Antonio Ugalde, Dra. Edith Valdez, Dra. Emma

Verastegui, Dr. Susana Vidal.

The Declaration has been endorsed by the following organizations:

Acción Internacional para la Salud-Coordination Center for Latin America

(AIS-LAC)

Roberto López Linares – Coordinator

Acción Internacional para la Salud-Bolivia (AIS-Bolivia)

Óscar Lanza MD – Coordinator

Acción Internacional para la Salud-Nicaragua (AIS-Nicaragua)

Leonel Arguello, MD -President

Asociacion Mexicana para el Uso Racional de los Medicamentos,

A.C. Rogelio Fernández MD – President

Cátedra de Derechos Humanos de la Facultad de Medicina de la Universidad de

Buenos Aires

Claudio Capuano MD – Director

Cátedra Unesco de Bioética de la Universidad Nacional de Brasilia

Prof. Volnei Garrafa -Coordinator

Centro de Información de Medicamentos de la Universidad de Colombia (CIMUN)

José, Julián López QF – Coordinator General
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Centro Universitario de Farmacologı́a, Facultad de Ciencias Médicas, Universidad

Nacional de La Plata (CUFAR) (Argentina) – Centro Colaborador OPS/OMS

Perla Mordujovich de Buschiazzo MD – Director

Comité de Defensa de los Derechos del Consumidor- Bolivia (CODECO)

Rodrigo Urquieta Arias – Coordinador

Drug Utilization Research Group, Latinoamérica (DURG-LA)

Claudia Vacca QF – President

Fundación Instituto para la Investigación del Medicamento en los Sistemas de

Salud, Colombia (IFARMA)

Francisco Rossi MD- Director

Grupo Argentino para el Uso Racional del Medicamento (GAPURMED)

Luis Castiglioni MD – President

International Health Central American Institute Foundation (IHCAI

FOUNDATION)

Dr. Mario Tristan, Director-General

Red Latinoamericana de Ética y Medicamentos RELEM (The Latin American

Network of Ethics and Medicines)

Núria Homedes MD, DrPH – Coordinator

Red Latinoamericana y del Caribe de Bioética de UNESCO-Redbioética

Volnei Garrafa, DDS, PHD – President of Council of Directors

Salud y Fármacos

Antonio Ugalde, PhD – President, USA

Martı́n Cañás MD – President, Argentina

Sociedade Brasileira de Vigilancia de Medicamentos (Sobravime)

Jose Rubén Alcántara Bofim MD – President

http://www.saludyfarmacos.org/wp-content/files/Buenos_Aires_Declaration_on_

Ethics_and_clinical_Trialsfinal.pdf
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Chapter 3

Globalization and Clinical Research

in Latin America

Nuria Homedes and Antonio Ugalde

The globalization of pharmaceutical clinical trials lags behind that of other

industries because, until relatively recently, low- and middle-income countries

did not have the safeguards the industry needed. Traditionally, clinical trials took

place in high-income countries (United States, Europe, Japan and Australia) and the

pharmaceutical industry, before gathering clinical trial data in other countries, had

to ensure that the regulatory agencies of the countries where 80 % of the

pharmaceuticals are consumed (United States, Europe and Japan) would accept

the trial results from low- and middle-income countries (Eastern Europe, Latin

America, Asia) included in the applications for market authorization.

Another requirement was the existence of adequate systems to ensure the integrity of

the research and the protection of intellectual property. The approval of the guidelines

from the International Conference on Harmonization of Technical Requirements for

Registration of Pharmaceuticals forHumanUse (ICHGCP) in 1996 (ICH1996) and the

adoption of the Agreement on Trade-Related Aspects of Intellectual Property Rights

(WTO1994) (Virk 2009; Glickman et al. 2009) satisfied the needs of research sponsors.

Clinical trials now take place anywhere in the world, and it is expected that the number

of trials conducted in low- and middle-income countries will increase significantly in

the near future.

This chapter will describe the need for globalized recruitment, the development

of clinical trials in Latin America and the factors contributing to the expansion of

clinical trials in the region, and finally the consequences that this process may have

for the countries and for the participants will be discussed.

N. Homedes (*)

School of Public Health, Division of Management Policy and Community Health,

University of Texas Houston Health Science Center, El Paso, TX, USA

e-mail: nhomedes@utep.edu

A. Ugalde

Department of Sociology, University of Texas, Austin, TX, USA

N. Homedes and A. Ugalde (eds.), Clinical Trials in Latin America: Where Ethics
and Business Clash, Research Ethics Forum 2, DOI 10.1007/978-3-319-01363-3_3,

© Springer International Publishing Switzerland 2014

55

mailto:nhomedes@utep.edu


3.1 The Need and Extend of Globalized Recruitment

The pharmaceutical companies like other businesses move some of their operations to

other countries to reduce costs, but more importantly, the pharmaceutical industry needs

to recruit trial participants in low- and middle-income countries because it is unable to

enroll sufficient participants in high-income countries. The need for trial participants has

escalated as a result of the increase in the number and sample size of the research

protocols. Between 1981 and 1984, the pivotal trials included in the applications for

market authorization included an average of 1,321 participants, while in 1994–1995 the

average sample size was 4,237 (Department of Health and Human Services 2000).

Karlberg (2008a) estimated that it was necessary to enroll about 1,282,000 clinical trial

participants yearly, and, since many trials last more than one year, the total number of

participants at any givenmoment ismuch greater. In 1999, therewere 2.8million people

enrolled in industry-sponsored clinical trials, by 2005 there were 19.8 million (Value

of Insight 2009), and between 2006 and 2008 this number increased by another 40 %.

Other reasons to recruit in low- and middle-income countries include the

industry’s need to: (1) comply with the requirements of the U.S. Food and Drug

Administration (FDA); (2) accelerate recruitment to reduce the duration of the

clinical trials and the cost of research and development (R&D), and (3) open the

market for the new products in the countries where they are tested.

To limit the effects of confounders, the FDA recommends limiting the partici-

pation of patients on treatment and those having participated in other trials, in favor

of people not exposed to medications. It is difficult to find subjects with these

characteristics in high-income countries with universal access to health services and

medications, but they are found more readily among the uninsured in the United

States and in low- and middle-income countries, where a large proportion of the

population is not able to obtain the medications they need.

The clinical trial recruitment centers are concentrated in high-income countries,

where they compete to enroll the same subjects. For example, in the United States

there are 120 centers per million population, in Canada, 92, and in Holland, 85.

Argentina is the emerging nation with the greatest density of recruitment centers at

19 centers per million population, but in many other countries there are less than

10 per million (6.2 in Mexico; 4 in Brazil; 0.7 in India, and 0.4 in China)1 (Thiers

et al. 2008). The fact that few residents in low- and middle-income countries have

participated in trials and they do not have adequate access to medications results in

a considerable pool of eligible participants.

Increases in the sample size of the clinical trials and restrictions in the inclusion

criteria lengthen the duration of the trial, increasing the cost of R&D and reducing

the period of market exclusivity for the new product granted by the patents.2 While

1 The low number of recruitment centers might be partially explained by the fact that in some

middle- and low-income countries, clinical trials are also conducted in large public facilities.
2 Patents are granted before the beginning of the clinical phase, and in most countries are valid for

20 years.
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in 1970, it took about 11.6 years of R&D to bring to the market a new molecule; in

2001, 14.9 years were necessary. This means that the period of market exclusivity

of a new product was reduced by 3.3 years. At the same time, the cost of R&D

has soared, in some estimates by 8 % annually (David et al. 2010) but others give

figures up to 14 % (Department of Health and Human Services 2000), and the

clinical trials account for between 60 and 70 % of this cost (Value of Insight 2009).

The increasing R&D costs, coupled with the measures implemented by several

governments to control the cost of pharmaceuticals, can negatively affect industry’s

profits. Pharmaceutical companies are looking for ways to counteract this tendency.

It has been calculated that for every day of delay in the commercialization of a

medication, the industry loses US$1.3 million in income (Rowland 2004). One

strategy with big potential impact is to shorten the period of clinical investigation.

To that effect the industry uses a variety of methods, such as using electronic

information systems to facilitate data transmission between the research centers and

the administrative offices of the clinical trial; standardizing templates of contracts

with researchers – or with intermediaries – to reduce as much as possible the period

of negotiation3 (National Cancer Institute 2008), and developing systems to hasten

recruitment of clinical trial participants (Bloch et al. 2006; Downing 2009).

Hastening recruitment is an important strategy because delays at this stage are a

major component of lengthening the duration of the trials. Almost 78 % of clinical

trials fail to meet the deadlines for participant recruitment (Department of Health and

Human Services 2000). In the United States, only 7 % of clinical trials begin as

scheduled; 70 % are delayed for more than one month, and 70 % fail to recruit all the

participants required (Value of Insight 2009). Information differs, but it is probable

that fewer than 50 % of studies reach their recruitment goal, or meet their objectives

without extending the recruitment phase.McDonald et al. (2006) reviewed114 clinical

trials, and found that only 31 % reached their goal and 53 % were extended.

The most important strategies to improve recruitment include: increasing the

participation of private sector researchers; utilizing firms specialized in clinical

trials management – Contract Research Organizations (CROs); providing

incentives for rapid recruitment, and increasing the pool of eligible participants

by facilitating the inclusion of residents in low- and middle-income countries

(Department of Health and Human Services 2000).

In 1995, 80 % of clinical trials financed by the pharmaceutical industry took place

in academic centers, but by the year 2000 this had fallen to 50 %. The private sector,

including the CROs, recruit more rapidly than public or private academic centers, in

part because the ethical approval of the protocol is faster (Department of Health and

Human Services 2000), in many cases taking less than one week and occasionally

only a couple of days. The pharmaceutical industry considers that the most important

task for the CRO, more so than complying with study protocols, is to complete the

3A well-accepted contract template is that used in the United Kingdom for contracts between the

public hospitals and the pharmaceutical industry go to www.dh.gov.uk/en/Researchanddevelopment/

A-Z/DH_4002073#_1
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recruitment of patients by the given date (Cutting Edge Information 2009). Recruitment

in low- and middle-income countries can reduce the duration of a clinical trial by

six months (Bailey et al. 2006) or evenmore, as is illustrated in the following estimate

by Value of Insight. In the United States, only between 3 and 5 % of cancer patients

take part in trials, and if all patients were to be recruited in the USA, in the most

optimistic scenario and without taking into account that some eligible patients are

already participating in a trial, it would take 5.8 years to recruit sufficient participants

to complete a Phase III study, but if patients in low- and middle-income countries are

included, the trial might be completed in 1.9 years (Value of Insight 2009).

As an incentive to rapid recruitment, the standard contracts between sponsors,

intermediaries, and researchers have been modified. Currently, payments depend on

the number of recruited participants, amounts payable to cover fixed costs have been

reduced and the commissions increased, and instead of assigning a certain number of

recruits per center, competition among recruitment centers is encouraged. Moreover,

the number of participants recruited can determine the order of authors in

publications (Department of Health and Human Services 2000). It is known that in

Latin America there are researchers who recruit their own patients, even to the point

of reviewing medical records in public facilities to identify possible participants;

some pay other physicians per patient referred, and some contact academic centers to

recruit students when healthy participants are needed. Other methods include the use

of media to advertise and broadcast information about the study, frequently

exaggerating the possible benefits without including the risks, and offering money

to participants (Department of Health and Human Services 2000). Another method is

to recruit all eligible participants saying that they could refuse to participate (opt-out

system), and later put pressure to retain them by means of home visits or telephone

calls (Treweek et al. 2010). The incentives for the investigators are also a concern

because they might lead to including patients who do not fulfill the inclusion criteria

or to retaining patients who should be excluded due to adverse events (McDonald

et al. 2006), with the consequent underreporting of safety information.

In addition to accelerating the recruitment process, when clinical trials are

conducted in low- and middle-income countries the cost of R&D is automatically

reduced because the per patient cost is 40–60 % (Glickman et al. 2009; Bloch

et al. 2006) and according to some sources even 90 % less expensive than in

traditional countries (Hanauer 2009). However the savings are not as pronounced

in Latin America, where the cost per person enrolled is between 70 and 80 % of the

cost in high-income countries (Bruce 2008). The most important advantage offered

by low- and middle-income countries is the possibility of recruiting and retaining

participants, thereby accelerating the commercialization of new products.

It is also hoped that recruiting participants in other countries will facilitate market

penetration of new pharmaceutical products. Regulatory agencies might be more

willing to grant marketing authorizations if the clinical trials have taken place in their

country, and studies show that physicians tend to write prescriptions for products which

they have used in their own research (Glickman et al. 2009;MedicalNewsToday 2005).

The pharmaceutical industry projects that by 2020, 50 % of the market growth

will take place in low- and middle-income nations; and between 15 and 18 % will

come from Latin America (RAPS Webcasts 2009), specifically from Mexico,
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Brazil, and Argentina, which consume 80 % of the regional market for medications

(Bruce 2008).

Governments, researchers, and patients in low- and middle-income countries

welcome the clinical trials. Governments want industry investments (Marshall 2008;

Normile 2008), researchers have the opportunity to augment their income and, in some

cases, increase their professional prestige or advance academically, and for many

patients participation in a clinical trial is their onlymeans to receive the treatment they

need. But the circumstances surrounding the implementation of clinical trials in these

countries could contribute to the violation of ethical principles governing human

experimentation and could lead to the exploitation of the most vulnerable groups.

3.2 Clinical Research in Latin America

The population of Latin America is 589 million (2011), 70 % reside in large metro-

politan areas, and 30% are under 15 years of age. Eighty percent of the population and

90 % of clinical trials in the region are concentrated in six countries – Argentina,

Brazil, Chile, Colombia, Mexico, and Peru (Hurley et al. 2009). The inhabitants of

four cities alone account for 40million people (MexicoDF, Rio de Janeiro, Sao Paulo,

andBuenosAires). The population concentration, togetherwithmajormedical centers

and well qualified researchers, is very attractive to the pharmaceutical industry

because it facilitates the recruitment of many participants in a few research centers,

simplifies logistics, and reduces cost per participant. In addition, the FDA has

an interest in studies of Hispanics because it is projected that by 2020 they will be

25 % of the USA population. Japanese regulatory agencies are interested in the

data from Peruvian clinical trials, because of the number of Japanese emigrants to

that country.

3.2.1 The Evolution of Clinical Trials in Latin America

The implementation of clinical trials in Latin America, with the exception perhaps of

Costa Rica (see Chap. 8) occurred quietly for several decades. Laws and regulations

for clinical trials are recent, often still incomplete and many are undergoing revisions

and amendments. Brazil (Nishioka 2006) and Argentina are countries with more

developed regulations (Virk 2009). This author notes that regulations in Mexico are

also well advanced, but, as is illustrated in Chap. 10, progress is very slow.

There is no precise regional information on the number of on-going clinical

trials, the molecules involved, the number and socio-economic characteristics of the

participants, or of the qualification of the researchers. There are four Latin Ameri-

can registries (Argentina, Brazil, Cuba and Peru), and only those of Brazil and Cuba

comply with the minimum criteria of the World Health Organization (WHO) and

are primary registries.
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As of July 1, 2005, the USA government requires that the protocols of all

clinical trials, except Phase 1 and most of Phase 4, implemented in the USA

and of products that will request market authorization in the USA be registered

at the federal registry that is maintained by the National Library of Medicine

(www.clinicaltrials.gov). The number of registered trials increased dramatically

after September, 2005, when the editors of the leading medical journals announced

that a requirement for publication of the results of trials and other themes related

to the implementation of trials was that the protocol had been previously registered

in the federal registry. Since October 2005, and despite excluding those imple-

mented outside the USA that will not be used to request market authorization in the

USA, the USA registry is the most comprehensive registry in the world.

In addition to the themes mentioned above, the FDA registry has other limitations.

It includes different types of clinical trials4 and it is not easy to find only those related to

medications. In some cases the site of the proposed study is not included and does not

provide the number of participants to be recruited by country. Due to these issues

different researchers searching for the same type of information may obtain different

results (David et al. 2010; Karlberg 2008b). In spite of this limitation we will use the

FDA registry in this chapter because is the most comprehensive for Latin America.

Table 3.1 illustrates the growth of clinical trials of medications registered on

the USA registry. Pharmaceutical trials increased overall by 47 % between 2006

and 2008. We can see the greatest increase occurred in high-income countries.

The percentage of all clinical trials that are being conducted in Latin America has

decreased from 9 % of the total in 2005 to 5 % in the first five months of 2010.

3.2.2 Infrastructure Development for the Implementation
of Clinical Trials in Latin America

The infrastructure for clinical trials has grown more rapidly in Latin America than

in other parts of the world. In this region, approximately 1,500 recruitment centers

are opened each year (Bruce 2008), and Karlberg (2008b) states that between 2006

and 2007 Colombia had the greatest growth in the number of centers in the world

(200 %), Brazil was in eighth place (100.3 %) followed by Mexico (96.7 %), Chile

(94 %), Argentina (89.7 %) and Peru (82.9 %). However, in 2007 almost half of the

recruitment centers (36,281, or 48.7 %) were in the United States, and only 17 % in

low- and middle-income nations. In Latin America there is an average of two

recruitment centers per million inhabitants (RAPS Webcast 2009). In April 2007,

the Latin American countries with the highest number of recruitment centers were

Argentina (757, or 1 % of the worldwide total), Brazil (754), Mexico (683), Chile

(179), Peru (125), and Colombia (119) (Thiers et al. 2008). The recruitment centers

4 Clinical trials for diagnostic tests, medical devices and surgical procedures are also included.
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in Brazil conducted about five clinical trials per year, followed by Argentina (4.6),

Mexico (3.8), Colombia (2.6), Peru (2.5), and Chile (2.2) (Karlberg 2008b).

The growth of the market for clinical trials in Latin America is reflected also in

the increase in the number of Contract Research Organizations (CROs) located in

the region, in the number of Latin American researchers listed in clinical trials

registered with the USA registry, and in the number of researchers who participate

in clinical trials regulated by the FDA.

CROs are multinational organizations specialized in managing clinical trials and

tend to share the economic risk of not completing a clinical trial as scheduled with

the study sponsor. This has been a high growth industry, partly because they have

managed to reduce the duration of the clinical trials by four or five months which

might represent between US$120 and US$150 million additional income for the

pharmaceutical industry. In 2010, CROs administered one third of the R & D

budget of clinical trials (Association of Clinical Research Organizations nd).

The number of foreign researchers, that is, those residing outside the USA, listed

in research protocols approved by the FDA increased between 1990 and 1999 from

270 to 4,458 (1,600 %) (Department of Health and Human Services 2000). In 2006,

Latin America had 1,095 researchers in FDA-regulated studies (4.8 % of the total)

(see Table 3.2). The United States and Europe are still home to between 70 and

80 % of researchers conducting FDA-regulated research (Value of Insight 2009;

RAPS Webcast 2009).

3.2.3 Growth of the Number of Latin American
Participants in Clinical Trials

Data show that the number of participants in clinical trials taking place in low- and

middle-income nations has increased in the last several years. One estimate is that

40 % of clinical trial participants live in these countries (Hurley et al. 2009) and, in

2007, 10 % of clinical trial participants were Latin Americans (Bruce 2008). These

estimates are based on special studies. The public registries – including the USA

registry- do not include information on the number of participants expected to be

recruited in each country or region, and the regulatory agencies in Latin American

countries do not provide access to this type of information.

Table 3.2 Researchers in FDA-regulated studies by geographic area and growth since 1996

Number of

researchers en

2006 % del total

Annual growth

between 1996

and 2006 (%)

Annual growth

between 2004

and 2007 (%)

North America 14,555 63.2 1.8 �5.2

Western Europe 3,923 17.0 7.5 �6.1

Central and Eastern Europe 1,793 7.8 41.4 15.9

Latin America 1,095 4.8 27.3 12.1

Asia and Pacific 1,054 4.6 25.6 10.2

The rest of the world 617 2.7 11.0 3.9

Total 23,037 100.1

Source: Hurley et al. (2009)
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While the percentage of all worldwide trials that are conducted in Latin America

appears to have decreased, the number of participants has increased. The apparent

contradiction can be explained as follows. According to the FDA registry most

clinical trials with less subjects (phases 1 and 2) take place in the high-income

countries, where they represent more than 40 % of all trials; in Latin America three

of every four trials are phases 3 and 4, which involve a significantly higher number

of subjects.5 According to Karlberg (2009a), while each recruitment center in the

United States enrolls an average of seven participants per clinical trial, in Latin

America the average enrollment is 11 or 12 participants per clinical trial per

study site.

The Inspector General of the Department of Health andHuman Services of theUSA

recently published the results of a study of the applications for market authorization of

new medications reviewed by the FDA during 2008. The study showed that foreign

participation, especially from Latin America, had increased considerably (Department

of Health and Human Services 2010). According to this study, the FDA received

129 applications of market authorization. Eight applications did not specify the

countries in which the trials had taken place and were excluded from the analysis.

Eighty percent of the requests included data collected outside the USA (8 % had data

collected only outside the USA, and 72 % included data from both the USA and other

countries), and 20 % only contained data from within the USA. Fifty-four percent of

participating study sites and 78 % of the clinical trial participants were outside the

USA.Of the foreignparticipation, 60%of the study sites and58%of study participants

were from Western Europe, and 7 % of the sites and 26 % of participants were from

LatinAmerica. Foreign participationwas greater for biological than chemical products,

perhaps because clinical trials for vaccines tend to have larger samples.

3.2.4 Financing of Clinical Trials in Latin America

We were not able to find information about the growth and distribution of spending

on clinical trials around the world. Kline (2001) reports that in the year 2000, Latin

America received only 1.6 % of industry’s budget for R&D. A more recent study

estimates that only 3 % of R&Dmoney is spent in low- and middle-income countries;

or 4.1 % if pre-clinical studies (usually conducted in industrialized countries) are

excluded (Value of Insight 2009). This is a very small proportion of the amount

allocated by the pharmaceutical industry to R&D of new medications.6

5 Phase I studies typically involve between 20 and 100 healthy volunteers; Phase II between

100 and 500 patients, and Phase III between 1,000 and 5,000 patients. The average cost per person

enrolled in Phase I, II, and III trials is US$5,000, US$6,500, and US$7,600 respectively. The size

and cost of Phase IV trials varies greatly, typically including thousands of participants. A

considerable proportion of Phase IV trials has the marketing of the new product as its principal

objective (Charlish and Fritsch 2009).
6 Financial data presented by the industry on R&D expenditures have been questioned because it is

not known what is included in this category. It is possible that there is frequent inclusion of items

where marketing the product is the principal objective, including some Phase IV clinical trials.
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Table 3.3 illustrates the growth of clinical trials and their funding sources per

region. On a general level, there is a decrease in the number of trials financed by the

USA Federal Government, a small decline in those financed directly by the phar-

maceutical industry, and an increase of less than 10 % in studies funded by

Table 3.3 Number of clinical trials by region or country and source of financing (in percentages):

2006 – May 31, 2010

Region/country Year Number of trials Industry

University/

organization

USA Federal

Government

Canada 2006 804 67 32 12

2007 716 70 35 8

2008 962 73 32 5

2009 830 67 38 6

2010 263 57 50 2

USA 2006 4,243 52 47 30

2007 4,845 53 54 24

2008 6,090 56 48 20

2009 5,316 54 52 19

2010 1,880 52 55 17

Europe 2006 2,242 59 47 2

2007 2,628 58 48 1

2008 3,107 59 47 6

2009 3,111 55 49 1

2010 1,210 49 55 0

Latin America 2006 690 84 13 7

2007 661 83 17 5

2008 883 82 19 2

2009 764 73 26 4

2010 222 63 33 6

Japan 2006 196 74 23 3

2007 220 81 19 0

2008 284 80 19 0

2009 287 82 19 0

2010 111 86 13 0

Rest of World 2006 2,098 74 44 6

2007 2,276 68 27 3

2008 2,748 67 28 3

2009 2,658 58 37 2

2010 1,005 54 44 3

Total 2006 8,064 52 50 18

2007 9,558 52 53 14

2008 11,856 55 49 11

2009 11,260 51 53 11

2010 4,523 49 54 9

Source: Table prepared from the database of Clinicaltrials.gov, selecting pharmaceutical trials

only. Studies may be financed directly by the industry, by universities or organizations, by the

Federal Government of the USA, or by a combination of sources. Percentages exceed 100 % due to

clinical trials with more than one source of financing
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universities and organizations (including foundations, patient organizations, and

groups seeking solutions for specific diseases). The source of funding for the

clinical trials sponsored by universities and organizations is not known, and it is

possible that some is provided by the pharmaceutical industry. Analysis by region

shows that industry funding has fallen most in Latin America and the countries

forming the “rest of the world”, while funding from universities and organizations

shows the highest increase in Europe, Canada, and Latin America. The industry

continues to finance most studies conducted in Japan.

In summary, the available information is incomplete, but seems to indicate that

although there is much talk about exporting clinical trials to low- and middle-income

countries including Latin America, at present most of the research continues to be

done in high-income countries (see Box 3.1). However, we see a steady increase in

the number of Latin Americans participating in clinical trials, and given the

investments in infrastructure to promote clinical trials in the Latin American region,

the need for the industry to have its products on the market as quickly as possible, and

the interest of governments and researchers in capturing part of this market, it can be

expected that the number of clinical trials taking place in Latin America will increase

and even more the corresponding number of trial participants. The information

obtained from trials in this region will become more and more influential in the

decisions made by the regulatory agencies in high-income countries.

Box 3.1: Clinical Research: Sponsors and Locations

• 50 % of studies presented to the FDA to request the marketing authoriza-

tion of a product include data collected outside the USA

• 76 % of Phase I clinical trials take place in the USA, Canada, and

Holland

• 83 % of research takes place in Europe, North America, and Oceania

• In 2008, 70 % of FDA-approved researchers were residents of the United

States or Western Europe

• In 2007, pharmaceutical companies which are members of PhRMA (Phar-

maceutical Research and Manufacturers of America) invested only 3 % of

funding for research and development in low- and middle-income

countries. The percentage increases to 4.1 % if pre-clinical studies are

excluded (they are often conducted in industrialized countries and repre-

sent 27.3 % of the total cost)

• In 2008, 49 % of expenditures on research and development went to the

USA, and 37 % to Western Europe

Source: Value of Insight (VOI 2009).
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3.3 Regulation of Clinical Trials in Latin America

The legal and regulatory framework for clinical trials in Latin America is in a

process of continuous change in most countries, partly to adjust to the needs of the

industry and to better compete against other low- and middle-income countries. In

general terms all the countries have developed a regulatory framework consistent

with the standards of The International Conference on Harmonization of Good

Clinical Practice (ICH-GCP), and promote compliance with the declarations and

ethical principles endorsed by governments and medical associations. These

include the ethical principles established by the Council for International

Organizations of Medical Sciences (CIOMS 2002), the UNESCO Universal Decla-

ration on Bioethics and Human Rights (UNESCO 2005), and the Declaration of

Helsinki (World Medical Association nd).

From this common base, each country has established different regulatory

mechanisms which are described in greater detail in the different chapters of this

book. Here we only want to highlight aspects that favor the implementation of

industry-financed clinical trials in various countries of the region, and the circumstances

that might lead to the implementation of clinical trials with weak designs and fewer

guarantees of protection for study participants in some countries and not in others.

Given that one of the industry objectives is to recruit participants as quickly as

possible, we expected the pharmaceutical industry to be interested in conducting

clinical trials in countries with the greatest number of eligible participants and

bureaucracies most able to expeditiously approve the implementation of the trials.

Table 3.4 shows that Brazil and Argentina take most time to authorize participant

enrollment, while Mexico, Chile, and Colombia respond most rapidly. In Mexico, the

process is fast when the clinical trial is processed only through the Ministry of Health,

but more time is needed when Social Security facilities and researchers are involved.

From industry data, Colombia is the country which offers least opposition to the use of

placebos, while Brazil has led an international campaign against their use (see Chap. 7).

Ethical review of research protocols is a major part of the clinical trial authori-

zation process. Institutional Ethical Committees take between four and eight weeks

to review a protocol and question about one third, generally to clarify or modify

aspects of the informed consent and only occasionally due to concerns about the

study design. In Chile the process can take from six to ten weeks. Ministries of

Health and regulatory agencies, and in Brazil the National Ethics Committees

(CONEP) may request more information before authorizing the implementation

of a clinical trial, but the frequency varies greatly by country. Mexico and Colombia

question few protocols (less than 5 %), Peru and Chile request additional informa-

tion for more than 35 % of the proposed studies, and Argentina and Brazil request

clarifications for 75 % of the protocols. Most questions by national authorities tend

to be administrative, that is they are related to the presentation of documents,

followed by problems of informed consent, especially when the clinical trial

involves a vulnerable population, and only Brazil and Argentina question the

study design (RAPS Webcasts 2009).
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The relative weight of the approval process in Brazil and Argentina appears to

have little influence in the desire of the pharmaceutical industry to conduct clinical

trials in these countries. According to an index developed by the consulting firm

A. T. Kearney (Bailey et al. 2006), in 2006 Brazil and Argentina were the Latin

American countries most attractive to Big-Pharma. The index is based on the

following variables and weights:

• The patient pool (30 %)

• The cost-efficiency of the investment (labor, infrastructure and travel

communications) (20 %)

• The legal and regulatory framework. This is based on the FDA perspective, the

laws and regulations in the country, and systems of protection of intellectual

property (20 %)

• Experience in implementing clinical trials: the number of CROs based in the

country, number of completed clinical trials, and the availability of professionals

(15 %)

• The existing infrastructure, including the quality of the health sector infrastruc-

ture, the communication and transportation networks in the country, the intel-

lectual property protection system and other risk factors that could affect the

implementation of the clinical trial (15 %)

These data show that the industry prioritizes countries where there is a large pool

of participants, it is possible to maximize the use of technology and transportation

networks to maintain the flow of information obtained, and to accelerate the other

stages of the clinical trial; all without sacrificing the quality of the ethical review

and the implementation of the study. This does not stop the industry from pressur-

ing the ethical committees and the regulatory agencies to reduce the time needed to

issue authorizations, as for example in Brazil, where the process was modified to

allow the approval by the institutional and national ethics committees to proceed

simultaneously instead of sequentially, reducing by some weeks the ethical com-

mittee approval process (see Chap. 6). The negative aspects of hastening the

process include weakening existing protection systems. What has not been clarified

is if the pressure to expedite the implementation of clinical trials comes entirely

from the pharmaceutical industry, or also from governments who want to maximize

foreign investment in their country, or from researchers who receive very large

payments and fringe benefits from the implementation of the clinical trials.

3.4 Does Latin America Offer the Necessary Conditions

to Protect Those Involved in Clinical Trials?

While the legal and regulatory frameworks established by the Latin American

countries may be considered adequate if not yet perfect, there is little information

about their functionality and there are no strategies to systematically evaluate the
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clinical trial implementation process and correct identified weaknesses. The only

information that is periodically collected and can be accessed through the webpage

of the FDA refers to the recruitment centers that have been certified by the Office

for Human Research Protections (OHRP) in the United States, and the reports from

FDA inspections. The results of inspections by national regulatory agencies, the

industry, and ethics committees are considered confidential and are not made

available to the public.

Of all the recruitment centers throughout the world (74,500), only 9,953 (13 %)

are certified by the OHRP, and the majority of these (7,631, or 79 %) are situated in

the USA and only 340 in Latin America (Karlberg 2009b). The certificate is granted

to the ethics committees that complete an administrative process, including the

registration of the Ethics Committee with OHRP and filling up an application; this

certificate permits access to financing from United States government agencies.

Obtaining the certificate could indicate that the center is able to assess the clinical

trials in accordance with internationally accepted ethical principles, but this inter-

pretation would be misleading. A recent study by a U.S. government agency

demonstrated that the system is highly vulnerable, as OHRP certification was

obtained by a non-existent ethics committee (Government Accountability Office

2009). We do not know the significance it may have, but it is noteworthy that

non-USA cities with the largest number of OHRP certified centers are Buenos Aires

and Beijing, exceeding many European and Canadian cities which have been

conducting clinical research for years (Karlberg 2009b).

The FDA has 200 inspectors to monitor all research centers worldwide, and has

recently opened additional field-offices in various countries including three in Latin

America: a regional office with three employees in Costa Rica, and offices in

Mexico and Chile, each with one employee. The newly recruited staff is responsible

for monitoring all the products exported by Latin America to the USA, as well as

factories making pharmaceuticals for export, and are not expected to have a

significant impact on the supervision of clinical trials.

A report by the Inspector General of the Department of Health (Department of

Health and Human Services 2007) notes that one of the problems faced by the FDA

is its limited authority to supervise clinical trials implemented outside the USA.

Inspections are conducted when the pharmaceutical company requests the authori-

zation to market the product; this is, after the implementation of the trial is

completed. The objective of an inspection is to verify that the trial has taken

place in accordance with FDA guidelines, and to check the accuracy of the

information submitted by the company to the FDA. In 2008, the possibility that a

research center in the USA was inspected by the FDA was 16 times greater than that

of a foreign center (Department of Health and Human Services 2010).

Against expectations, the results of inspections in Latin America have been

better than those in the United States and Europe. Between 1997 and 2008, the

FDA completed 3,304 inspections; 81 (2.5 %) in Latin America. As a result of the

Latin American inspections, the FDA found serious problems needing immediate

response in two centers, and in 44 centers suggested voluntary improvements

related to adherence to the research protocols (28), deficiencies in information
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systems (25), inadequate information about secondary effects (9), and problems

with informed consent (5) (Karlberg 2009c). These inspections are not very effec-

tive, partly because they are bureaucratic and as indicated conducted after the trial

has been completed. Karlberg (2009c) reported that in 68 % of cases FDA

executives downplayed the importance of observed problems. The overall positive

information from the FDA about the implementation of trials contrasts with testi-

mony from regional experts, with the few academic publications and media reports

about this issue, and with the opinions of the authors of the different chapters

included in this book.

One question (not addressed in this book but which should be considered) is

whether all the clinical trials in progress around the world are necessary for the

advancement of science, or if they expose people to unjustified risk. There appears

to be a disproportion between the increase in the number of clinical trials being

implemented and the decrease in treatment innovation that has taken place during

the last decade. Obviously, studies involving the use of drugs in humans without the

objective of advancing the existing therapeutic arsenal could not be considered

ethical and they represent a waste of resources. The same reasoning applies to

clinical trials with inadequate study designs, among which some authors include the

non-inferiority trials (Garattini and Bertele 2007). Not offering the best available

treatment to all patients may have a negative impact on participants, and could

contribute to promoting expensive medications in place of other more economical

treatments with the same or better efficacy and safety profiles.

Several researchers argue that pharmaceutical clinical trials conducted by the

industry in Latin America are not aimed at finding solutions to regional disease

priorities (Perel et al. 2006). From our perspective this concern loses relevance as

the epidemiological transition progresses, since the ailments affecting the popula-

tion of Latin America increasingly resemble those of residents in industrialized

countries. A comparison of the principal causes of death in Latin America, Europe,

and the USA shows many similarities. The fact that patients can be quickly

recruited in Latin America confirms that clinical trials do seek treatment for

diseases affecting the Latin American population. Nevertheless, the need for

increased R&D to find treatments for rare and neglected diseases should not be

downplayed, and prices for new treatments must not be a barrier for those who need

them, especially those who have participated in their discovery.

The following is a summary of the problems that have compromised the ethical

implementation of clinical trials in Latin America, which we have classified in the

following categories: secrecy, ethics committees, equitable distribution of benefits

and risks, informed consent, the utilization of public infrastructure for private gain,

and conflicts of interest.

3.4.1 Secrecy and Lack of Clinical Trial Information

The secrecy surrounding the clinical trials and their ethical assessment is a major

impediment for the evaluation of the systems that have been established to protect
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clinical trial participants in Latin America and to assess the quality of the data

obtained during the trials. Only two national clinical trial registries meet the

minimum standards established by the WHO; most are not accessible to the public,

they are incomplete, do not differentiate between pharmaceutical clinical trials and

other types of research involving humans, and in some cases it is difficult to know if

they are reporting the number of protocols or the number of research sites. Avail-

able registries do not provide information about studies which have been rejected,

and therefore cannot be used to prevent the most controversial clinical trials from

taking place in countries with the weakest regulations.

As shown in a recent study (Department of Health and Human Services 2010),

not even the FDA has access to detailed information on clinical trials with

pharmaceuticals. According to this study, the FDA did not have information that

should have been included in the application for market authorization for 29 of the

129 new products included in the sample. Eight of these applications could not be

found, and the remaining 21 were incomplete, in some cases omitting the location

where the study took place, while others lacked the number of participants or

various appendices.

3.4.2 Ethics Committees

There have been functional problems with ethics committees in most countries.

Some countries have a registry of ethics committees, very few have an accreditation

system, and none have a formal performance evaluation. Brazil has disabled ethics

committees that did not meet minimum requirements, and the Peruvian regulatory

authority has also banned one committee. The regulations often specify that ethics

committee members must be independent of the administration of the institutions in

which they are based and must include community representation and experts in

clinical research and in bioethics. In practice, this does not always happen.

Rivera and Ezcurra (2001) studied 22 Latin American ethics committees and

found that 80 % of their members were contracted by the institution where the

committee was operating. In most cases (16 of the 22) members had been nominated

by the Directors, and only six committees elected their members. Physicians were

heavily represented in most committees and there was little community representa-

tion. Other researchers have found similar situations. Valdez-Martinez et al. (2004,

2005, 2006, 2008) studied the ethics committees of the Mexican Social Security

Institute (IMSS) and found that most lacked experts in clinical research and bioeth-

ics, fewer than half kept minutes of the meetings, more than 50 % of the members

had roles as Directors in the IMSS institutions, and the refusal rate for research

projects was less than one per thousand. Brazil is considered to have the most

advanced and best organized system for the ethical review of research protocols

involving humans (Novaes et al. 2008) but it still has problems (Freitas 2006). In

several countries of the region, if one ethics committee rejects a project the

researcher can seek the approval of other committees until approval is obtained.
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While there are well-functioning ethics committees, there are many which do not

sufficiently protect study participants, either because they lack the technical capac-

ity to do so or because they respond to the interests of the researchers, study

sponsors, or the institutions where the clinical trial will take place (Clarin 2002;

Fuentes and Revilla 2007). Moreover, various regional experts have affirmed that

committee members who ask too many questions and stimulate controversy during

the process of protocol review are dismissed from the committees. Private ethics

committees unattached to medical facilities – also known as commercial-, consis-

tent with their mission to facilitate research and ensure their survival by capturing

future contracts from study sponsors, tend to do a faster and more superficial review

than the institutional committees.

3.4.3 Equitable Distribution of Benefits and Risks

The social class of clinical trial participants is not known, but available information

suggests that participants are primarily low-income and indigent, a population

generally considered to be “vulnerable”. The Pan-American Health Organization

(2007:321) estimates that between 20 and 25 % of Latin Americans do not have

convenient access to medical care, and people dependent on the public network of

services have problems obtaining medications, above all cancer chemotherapy and

new medications. As many as 80 % of Brazilians, 55 % of Ecuadorians, 45 % of

Bolivians, 40 % of both Argentineans and Peruvians, 30 % of Colombians, and

13 % of Chileans may be in this situation.

In Latin America, two thirds of drug expenditures are out of pocket, and

according to a WHO survey, in 60 % of the countries in the region fewer than

80 % of the residents have access to essential medicines (Pan American Health

Organization 2007:375). The situation may have improved, especially in Mexico

and Argentina, but there continues to be a large pool of patients for whom partici-

pation in a clinical trial is the only way of obtaining treatment. People in this

situation can be considered “vulnerable”, in addition to the majority also being in

poverty and with low education levels, and therefore special care needs to be taken

when they are recruited to participate in clinical trials.

3.4.4 Informed Consent

All ethical codes include the need to obtain informed consent from study

participants, but the lingering question is if persons recruited into clinical trials –

including residents in high-income countries – truly understand the possible risks

and benefits of participation. Critics say that informed consent materials serve to

protect the researcher and study sponsor more than providing information to

potential participants. Among researchers responding to a survey by the National
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Bioethics Commission of the United States, 13 % reported that they did not know if

their clinical trial participants from low- and middle-income countries understood

that they were part of a research study (Amnesty International 2003). Other studies

in the Latin American region (Petinelli 2005; Vargas-Parada et al. 2006) and the

case studies described in this book have documented problems in the informed

consent process.

Problems of informed consent in Latin America lie deeper than doctor-patient

communication by itself. For example, the ability of patients to make truly indepen-

dent decisions when the study may be their only path to treatment, and when the

attending physician recruits his or her own patients for a clinical trial has been

questioned. In Latin America, most patients have a good relationship with their

physician (Center Watch Newsonline 2006; Rodrigues 2007), often trust their

recommendations, and they may sometimes feel threatened and agree to participate

in a study from fear of reprisals which could compromise their medical access.

Participants in clinical trials also receive benefits that can influence their decision to

take part in a study, such as transportation between their home and the clinic,

reimbursement of expenses (including food), and the more rapid attention in a

possibly more luxurious facility than in the public sector. The perception is that

participation in a clinical trial means better treatment and better quality services than

those offered in the public sector. Taken together, these circumstances may explain

the double retention rates of patients in low- and middle-income countries compared

with patients in high-income countries (Kline 2001).

Communication problems between researcher and patient and the lack of truly

informed consent to participate in a study can affect the data collected and the

clinical trial results. Problems of compliance with treatment have been reported

because patients have not been able to read the instructions sufficiently well.

Patients may also use traditional medicines, or have a reaction without notifying

the researcher, especially when a study participant does not know his or her

diagnosis and does not know the information needed by the researcher (Virk 2009).

3.4.5 Using Public Infrastructure for Private Benefit

This book includes several examples of researchers recruiting clinical trial

participants in the public sector and using public facilities and personnel for

recruitment and during the clinical trial, a problem that has been documented by

other authors (Rodrigues 2007). The contracts between the trial sponsor, or their

intermediaries, and the investigator state that all costs associated with the study will

be borne by the sponsor, but this does not address the possibility that patients,

recruited from the public sector, rely on the public sector to take care of the adverse

events occurred during their participation in the study, or that for reasons of

convenience investigators use public sector resources without informing the study

sponsor. There are countries where the study sponsor reimburses public sector

expenses and also contributes to improvements in the infrastructure of the facility
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where the clinical trials are being implemented (Normile 2008). The problem may

not be reluctance on the part of study sponsors to accept financial responsibility, and

a solution may lie in involving institutional administrators during contract

negotiations with the sponsor or their intermediaries.

As we have seen and will be documented in greater detail throughout the book,

conflicts of interests affect how clinical trials are approved and implemented.

3.5 Discussion

Research and development of medications and medical technology requires clinical

trials with human subjects and, as long as they are needed, the pharmaceutical

industry will continue to be interested in recruiting participants in middle- and low-

income countries, including Latin America. A question asked by both ethicists and

critics is: What benefits does the Latin American population obtain from

participating in clinical trials? One answer is that for many people with few

resources, the trials give access to medications which they may not otherwise

receive. The counter-argument is that the pharmaceutical industry is taking advan-

tage of the failure or negligence of governments, because the right to health is

guaranteed in the Constitution of most Latin American countries.

Often, study participants do not know that they can be assigned to a control

group, which would mean that they will not be receiving the “new pharmaceutical,”

and maybe if they had a better understanding of the methodology they would have

decided not to participate. Another question is for how long these participants will

benefit from participating in a trial. Without guaranteeing access to the new drug

when proved to be effective and safe, and given that most participants are people

with few resources, the high prices for patented medicines preclude patients from

accessing the treatment they helped develop.

A question for the regulatory agencies is: how good is the data obtained from

clinical trials taking place in Latin America? This question cannot be answered with

any precision because there are no external systems for supervision once the ethics

committees and the regulatory agencies approve a clinical trial. The quality of the

data is totally in the hands of the researchers, the CROs and the pharmaceutical

industry. Contracts between the industry and the CROs and those with the

researchers emphasize rapidity in recruitment and completion of the studies,

which encourages enrollment of patients who do not meet inclusion criteria and

retention of patients who may have wanted to withdraw or should have been

withdrawn from the study. There is a need for Latin America to assure that the

countries benefit from studies conducted on its residents and to develop systems for

supervision of clinical trials while they are in progress; a task for the regulatory

agencies, ethics committees or other independent agencies (that is without conflicts

of interest) charged with monitoring the clinical trials could conduct.

With clinical trial regulation having significant gaps or poor implementation in

many countries, non-compliance with internationally accepted ethical principles is
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facilitated. These lapses are ignored by those who benefit from the clinical trials – the

industry, the CROs, and the researchers. The lack of transparency which characterizes

the region may be the result of lobbying by those who benefit from clinical trials and

from the status quo. In addition to implementing publicly accessible clinical trial

registries, ethics committees and study participants must also have access to clinical

trial financial information, including the benefits for the principal investigator and the

recruiters.

Ethics committee operations are also deficient, especially when final approval –

or not – depends on the decisions of commercial ethical committees. The growing

complexity of the evaluation process requires the establishment of national or

regional processes for scientific and ethical review of clinical trials, and communi-

cation mechanisms are needed between the regulatory agencies of different

countries in the region to ensure that questionable studies do not move towards

the countries with the weakest regulations.

There are reasons to question the participation in clinical trials of a dispropor-

tionate number of poor for the benefit of residents and corporations of high-

income countries and wealthy Latin Americans. Three alternatives are suggested

to curtail this unethical pattern: (1) a moratorium on the recruitment of low-

income Latin Americans, who are the most frequent clinical trial participants, and

the development of strategies to recruit participants among those who are most

likely to benefit from clinical trial results, or a balanced participation of all

income groups; (2) establish systems to ensure that clinical trial participants

understand the consent forms and are aware of the risks of participating in an

experiment and that they may not benefit from participation in the study, and

(3) work passionately to ensure that the pharmaceutical industry is committed to

register new medications in the countries where the studies took place and to sell

them at affordable prices for everyone.

It is important for the industry to establish systems assuring good administration

of clinical trials and respect for the dignity of study participants. If this is neglected,

the regulatory agencies in countries where most sales take place (United States,

Europe, Japan and Australia) could reject the data from low- and middle-income

countries.
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Cları́n. 2002. Un informe sobre ética en las investigaciones con pacientes oncológicos de la

defensorı́a del pueblo de la nación de Argentina denuncia que el estado no controla pruebas

de drogas en pacientes con cáncer (A report by the Argentina’s national ombudsman regarding

the ethics of research on cancer patients denouncing that the government does not control

clinical trials), May 22. http://www.saludyfarmacos.org/lang/es/boletin-farmacos/boletines/

jun2003/etica-y-medicamentos/. Accessed 28 Oct 2012.

Cutting Edge Information. 2009. Strategic Clinical outsourcing. Selecting partners and managing

relationships. http://www.cuttingedgeinfo.com/research/clinical-development/outsourcing-

selection-strategy/. Accessed 26 Oct 2012.

David, E., T. Tramontin, and R. Zemmel. 2010. The road to positive R&D returns. McKinsey
Quarterly. http://www.mckinseyquarterly.com/The_road_to_positive_R_and_D_returns_2528.

Accessed 28 Oct 2012.

Department of Health and Human Services. Office of Inspector General. 2007. The Food and Drug

Administration’s oversight of clinical trials. OEI-01-06-00160. https://oig.hhs.gov/oei/reports/

oei-01-06-00160.pdf. Accessed 28 Oct 2012.

Department of Health and Human Services. Office of Inspector General. 2010. Challenges to

FDA’s ability to monitor and inspect foreign clinical trials. OEI-01-08-00510. http://www.

healthlawyers.org/News/Health%20Lawyers%20Weekly/Documents/06_25_10/oei-01-08-

00510.pdf. Accessed 28 Oct 2012.

Department of Health and Human Services. Office of Inspector General. Recruiting Human

Subjects. 2000. Pressures in industry-sponsored clinical research. OEI-01-97-00195. http://

firstclinical.com/regdocs/doc/?db¼OTH_OEI_01_97_00195. Accessed 28 Oct 2012.

Downing, G. 2009. Designation of clinical research information integration as an objective of

“meaningful use” of electronic health record systems. Presentation to the HIT Policy Commit-

tee, Office of the Secretary. Department of Health and Human Services, 28 Oct. http://healthit.

hhs.gov/portal/server.pt/gateway/PTARGS_0_10741_907422_0_0_18/Downing-

UMPClincalResearch.pdf. Accessed 28 Oct 2012.

Freitas, C.B.D. 2006. O sistema de avaliação da ética em pesquisa no Brasil:estudo dos
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Chapter 4

The Regulatory Framework

and Case Studies from Argentina

Antonio Ugalde and Nuria Homedes

Argentina is a federation of 23 provinces and the autonomous City of Buenos Aires,

which is the Capital of the country. Argentina has an estimated population of

41.029 million (2010), largely of European descent and has one of Latin America’s

lowest growth rates (1.05 %). Eighty percent of the population resides in cities or

towns of more than 2,000, and over one-third lives in greater Buenos Aires. In 2009,

the official poverty level was 13.2 %. Argentina’s constitution mandates a separa-

tion of powers into executive, legislative, and judicial branches at the national and

provincial level.

Each province and the federal capital of Buenos Aires have representative

governments and their own constitutions that abide by the claims, rights and

guarantees of the national Constitution. Each Province and the federal capital are

responsible for its health sector, retaining all power and authority in health matters

that are not expressly delegated to the national government.

The rate of highly qualified physicians per population is one of the highest in the

world (3.16 per 1,000 inhabitants in 2004). The quality of hospitals is uneven. Some

in wealthy metropolitan areas have the latest technology and very well trained

physicians, while many of the hospitals in poor provinces do not meet the standards

as centers for research involving humans. Argentinean physicians perceive their

salary as being too low and are eager to participate in clinical trials to complement

their income. Similarly, since many citizens experience difficulties accessing

needed medications, there is a large pool of potential study participants.
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4.1 Number and Characteristics of Clinical

Trials in Argentina

Table 4.1 shows the number of clinical trials which, according to the National

Administration of Food, Drugs and Medical Technology (Administración Nacional

de Medicamentos, Alimentos y Tecnologı́a Médica or ANMAT), were authorized

in Argentina between 1994 and 2006. The table presents the information by study

phase, study design, and sponsor, but the registry does not allow distinguishing the

clinical trials with medications from other studies involving humans.

The information differs from that on clinicaltrials.gov, which is based on studies

with medications presented to the Food and Drug Administration (FDA) and is

shown in Table 4.2. The USA registry lists fewer trials than ANMAT’s, partly

because the FDA does not include all the studies that are not conducted in the USA

or all Phase IV trials, it did not include Phase I studies until 2008, and because

Table 4.2 was prepared excluding all non-pharmacological trials. Both databases

show that the number of Phase I trials conducted in Argentina is limited.

Table 4.1 Clinical trial characteristics: percent, 1994–2006

Study

phase

Phase 1 Phase 2 Phase 3 Phase 4 Biological Total

number

3 % 17 % 55 % 20 % 5 % 1.894

Study

design

Open Double blind Blind

2 % 59 % 39 % 1.894

Sponsored

by:

International

pharmaceutical

National

pharmaceutical

Independent

researchers

CRO/SMO

69 % 13 % 7 % 18 % 1.571

Source: Pérez (2008)

Table 4.2 Characteristics of clinical trial protocols, Argentina, 2005–2010

2005 2006 2007 2008 2009 Totalsa

Number of registered clinical trials 31 53 54 52 24 214

Phase I 1 1 2

Phase II 5 10 11 6 32

Phase III 29 44 40 36 17 176

Phase IV 2 4 3 3 1 13

Sponsored by:

Pharmaceutical industry 31 49 52 51 25 208

National Institutes of Health and

other federal agencies, USA

1 1

Other organizations and Universities 6 4 4 1 15

With placebo (in the title) 1 3 4

Studies in children <18 years 5 8 5 5 23

Source: www.clinicaltrials.gov Table prepared by authors
aSome protocols may include various phases of a clinical trial
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According to the FDA registry, the number of clinical trials being conducted in

Argentina was stagnant between 2006 and 2008, and fell to less than half in 2009.

Information obtained from the Argentine Chamber of Medicinal Specialties

(CAEMe) shows that, despite the drastic reduction in the number of clinical trials

approved in 2009, the number of study participants in 2009 was higher than in 2008

(see Table 4.3).

Until the National Ministry of Health Resolution 102 was passed in 2009

creating the Registry for Clinical Trials with Human Subjects, the public did not

have access to information about the clinical trials taking place in Argentina. There

is documentation suggesting that prior to that date the estimates were inaccurate.

For instance, Young (2007) documented that ANMAT had not been informed about

two of every three trials that were being conducted, and at that time the regulations

did not require the registration of Phase IV trials. The oncological trials that will be

presented later also indicate that many clinical trials were not registered during the

decade of the 1990s.

4.2 A Brief Review of Clinical Trials Regulations:

1997–2010

The first reference to clinical trials in Argentine legislation dates from 1964, when

the Law of Medications (No. 16.463/64) was approved. This law states that

medications must show their efficacy and safety through controlled clinical trials.

ANMAT was established in 1992, during the Presidency of Carlos Menem

(1989–1999), as an agency of the Ministry of Health (Law 1490–1992). In the

area of medications and medical devices, ANMAT is responsible for the processes

of authorization, registration, standardization, supervision, and control of products

used in medicine, and for the register of clinical trial protocols. ANMAT houses the

National Drug Institute, which, in addition to being responsible for ensuring

adherence to good manufacturing practices in the production of medications, also

evaluates preclinical information.

According to Article 2 of Law 1490/92, ANMAT has jurisdiction throughout the

nation and has to follow the technical and scientific standards set by the Department

for Policy, Regulation, and Health Relations of the National Ministry of Health.

Clinical trial responsibility lies with ANMAT’s Directorate of Medicines and

Related Materials (DEMA), which authorizes clinical trials and makes inspections.

Table 4.3 Number of

clinical trial participants,

2007–2009

Number of patients

2007 34,901

2008 22,640

2009 30,464

Source: Quiñones (2010)
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In recent years, several provinces have developed their own regulations for

clinical trials. The City of Buenos Aires and the provinces of Buenos Aires,

Cordoba, Neuquen, and Santa Fe have sanctioned laws; others, such as Mendoza

and Salta have ministerial resolutions. In these cases, clinical trials may need

approval from the national government and the province.

Presently, there is no national law governing clinical research involving humans,

but there are Ministerial Resolutions issued by the Ministry of Health and since the

creation of ANMAT many regulations have been introduced, (see Annex 4.1).

There is also a Law from the National Ministry of Justice for the protection of

personal data, which has a bearing on clinical trials.

4.2.1 Regulation 5330 (ANMAT 1997)

This regulation, approved one year after the approval of the Guide for Good

Clinical Practice (ICH E6) by the International Conference on Harmonization

(see Chap. 2), establishes that:

• In clinical pharmacological research, the physical and psychological welfare of

the clinical trial participants must prevail over the interest of science and of the

community, and the research must be conducted in accordance with known

scientific principles

• ANMAT authorization is required to conduct

– Phase I, II, and III clinical pharmacological studies

– Phase IV studies aimed at determining a new indication, new dosage,

pharmacovigilance bioavailability, bioequivalence, and/or other pharmacoki-

netic studies

– Phase IV studies with placebo control, and/or conducted in special

populations such as neonates, infants, adolescents, and the elderly

• All studies, whether or not ANMAT approval is required, must be approved by

an Ethics Committee and by the Committee of Teaching and Research1 of the

institution where the study will take place, and ANMAT must be informed

through a sworn statement when a study begins

• The research ethics committees (RECs) must have a minimum of five members,

one member representing the community interests, who must not have any

association with the center where the clinical trial will take place, and another

1 Ethics committees may have different names according to institutions. An institution could have

an Ethics Committee and a Research and Teaching Committee while other institutions could have

a Research Ethics Committee. For example, in one hospital the Research Ethics Committee is

known as The Institutional Council for the Review of Research Studies. There are institutions that

only have the Committee of Teaching and Research and contract out with an Ethics Committee,

most commonly with a private Committee.
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who should not be involved in clinical work. The RECs are asked to monitor

clinical trials during their implementation to ensure that there are no changes to

the protocol and to protect the human rights of trial participants.

• ANMAT has the responsibility not only for approving research, but also for

conducting inspections of the study sites, and reviewing the periodic and final

reports sent by principal investigators to the study sponsors

• The design of the trial and the principal investigator have to comply with the

guidelines established in the Regulation; and follow the procedures for

requesting authorization for the trial and for reporting adverse effects. Failure

to adhere to the regulations will result in sanctions

• The informed consent form must be signed by the patient in the presence of at

least one witness. In the case that a healthy patient or volunteer cannot person-

ally give consent, it must be obtained from someone who meets the

qualifications set out in Civil Law to be their legal representative. For children,

this would be their parents, and for incapacitated psychiatric patients, it would be

their legal representative or, in the absence of a legal representative, a judge

• The patient has to be informed about the objectives, methods, expected benefits,

alternative treatments, and possible risks inherent to participating in the study;

any problems which may arise; the confidentiality of the information; and that

they may withdraw from the study at any time without having to provide any

explanation and without any prejudice against them

• The sponsor and/or the researcher promise to provide the medication in the study

free of cost

If these conditions are not met, the clinical trial can be canceled immediately in

the non-compliant center(s) (see Capitulo V of the regulation).

Among other items, the application for authorization to conduct a clinical trial

must include a sworn declaration that the researchers expressly commit themselves

to comply with the letter and the spirit of the Code of Nuremberg and the

Declarations of Helsinki and Tokyo.

4.2.2 Law 25.326 and Regulatory Decree No. 1558
(National Ministry of Justice 2000 and 2001)

This Law establishes that the National Office for the Protection of Personal Data of

the Ministry of Justice has to monitor the informed consent forms to ensure that

paragraphs referring to the confidentiality of information meet legal and regulatory

statutes. Among other items, the Regulation states that information given to

participants must be written in language appropriate for the social and cultural

circumstances of the participant. Past and present legislation establishes that infrac-

tion of the standards is a sufficient motive for immediate cancellation of the clinical

trial, but this has rarely happened.
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4.2.3 Regulation 690 (ANMAT 2005)

This Regulation formalized the procedures for conducting clinical trial inspections

by ANMAT, for writing the inspection results, and for adjudicating sanctions. It

also defines terms, including the description of “vulnerable populations”.

The Inspection Guide specifies that the inspector must:

• Review 100 % of consent forms (in all versions) to verify that they were dated

prior to the patient’s enrollment in the study and were signed by the patients

(or their legal representative) and an independent witness

• Check that the study had been approved by ANMAT and by the Committees of

Ethics and of Teaching and Research

• Check that consent has been obtained by a member of the research team

authorized by the principal investigator

• Confirm compliance with the approved protocol

• Verify the quality and accuracy of the information entered into the clinical

history and in the Case Report Form

4.2.4 Resolution 1490 Good Clinical Practice Guide
for Research Involving Human Subjects
(Ministry of Public Health 2007)

The Resolution places in the Argentinean context the international ethical and

scientific standards for the design, implementation, registration and reporting of

experimental studies involving humans. This Guide was based on the document

prepared by the Pan American Network for Harmonization of Drug Regulations,

approved by the Pan American Health Organization (PAHO) on March 4, 2005,

which needed to be integrated into ANMAT regulations in order to become manda-

tory. ANMAT completed this process by issuing Regulation 6677 at the end of 2010.

Resolution 1490 expanded the regulations guiding the constitution and

operations of ethics committees, the characteristics of the informed consent and

guidance on how to obtain it, the responsibilities of sponsors and principal

investigators, and the procedure for the notification of adverse effects. It required

the RECs to review the contracts between the study sponsors and the researchers; as

well as the contracts with insurance companies, which should cover any potential

harm to participants attributable to their involvement in clinical trials.

4.2.5 Regulation 6550 (ANMAT 2008)

The request for ANMAT’s approval of a proposed study must include:

• Information about the members of the Ethics Committees involved in the trial

(both at the time of its authorization and during its development)
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• The plan of the Committees of Ethics and Teaching and Research for monitoring

the clinical trials they have approved, which might include observing the process

of obtaining the informed consent, and their commitment to forward their

evaluations to ANMAT

• Proof that the highest provincial health authority with jurisdiction over the

institution that will implement the trial knows that ANMAT is processing the

clinical trial authorization and that the highest authority in the institution that

implements the trial has authorized it

• Copies of the contract between the sponsor and/or the health center and/or the

principal investigator

According to the Regulation, consent forms have to include the following text

immediately above the space for the signatures:

When you sign this form, you are agreeing to participate in an experimental medical

research project for clinical pharmacology or medical technology, authorized by the

National Administration of Medicines, Food, and Medical Technology (ANMAT). If

before signing you have any questions about the explanations given to you by your

physician or the Ethics Committee please call “ANMAT answers”, using its free telephone

number 08003331234 or 011 4340 0800 from Monday to Friday, 8:00am - 5:00pm

4.2.6 Regulation 1067 (ANMAT 2008)

This regulation established a new procedure for reporting serious and unexpected

adverse drug reactions. It is intended to speed up the transmission of information

about the possible adverse effects of the experimental medication arising during the

study, in Argentina or worldwide, to ANMAT, the Research Ethics Committees,

and the Committees for Teaching and Research.

4.2.7 Resolution 102 (Ministry of Health 2009)

This Resolution established the Registry of Clinical Trials Involving Humans. One

objective is to increase transparency in research, to avoid “the production of biases

and distortions in the generation and transmission of results. . .” The Register

should be available to the general public. Art. 1 of the Resolution specifies the

22 fields that the Registry should include to offer ample information about the trials

to health care personnel in all biomedical areas as well as in science in general.

4.2.8 Regulation 6677 (ANMAT 2010)

This regulation rescinded Regulations 5330/97, 1067/08, and 6550/08, and is

the current reference document for the conduct of clinical trials in Argentina.

The regulation requires study sponsors and researchers to conduct clinical research
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in accordance with the international standards established in the Guide for Good

Clinical Practice. In a departure from previous regulations, Regulation 6677 makes

reference to the Declaration of Helsinki and ignores Nuremberg and Tokyo.

Following the example of the USA Food and Drug Administration (FDA) does

not require authorization for Phase IV trials.

The Regulation does no longer require that RECs know and analyze the budget

of the proposed trial. However, it requires that payments made to participants for

transport, per diem, or other reasons be made available to the REC. The Regulation

has removed the need to obtain protocol approval from the Teaching and Research

Committee of the institution where the clinical trial will take place; only the

approval from the institutional or external REC is now needed. It also excludes –

except for vulnerable individuals – the need for a witness to confirm that the

recruited person fully understands what participating in a clinical trial entails,

including the risks and responsibilities, and that their participation is voluntary.

The glossary of Regulation 6677 defines vulnerable population only as people

who could be influenced to participate in a study by the anticipation of benefits or

by threats or coercion from a researcher or other dominant person. It does not

explain educational, cultural, social, or economical vulnerability, which suggests

that social scientists had little participation in the process of writing the Regulation.

Section C, No. 14 states that audits are different from the follow-up procedure

required by the RECs:

The sponsor must implement an auditing process as part of the system of guarantees for the

study, with the objective of ensuring that all study activities, including the registration,

analysis, and report of the data, are completed exactly in accordance with the protocol, its

standard operating procedures and policy and regulatory requirements

The new Regulation states that the consent document must be written in a way that

is “clear, precise, complete, truthful, and written in practical and understandable

language” (No. 5.2.3), but it does not say who should confirm that these requirements

are met.

The requirement to include information for participants on how to contact

ANMAT if participants have questions before signing the consent form that was

required by Regulation 6550 (2008) was reduced to:

This clinical pharmacological study has been authorized by ANMAT. If you have any

questions about the treatment under investigation, please call ANMAT answers at 0800

333 1234 (free telephone call)

During the Mercosur2 Congress for Bioethics and Human Rights (December

2010), this Regulation was discussed and criticized at length. Leading Argentinean

bioethicists considered that it was a regressive step in the history of clinical trial

regulation.

2Mercosur, the “Common Market of the South”, is a trading bloc with four full members –

Argentina, Paraguay, Brazil, and Uruguay. Venezuela has not achieved full membership yet.

Associate members are Bolivia, Ecuador, Colombia, Chile and Peru. It is the world’s fourth

largest trading bloc. The population of the full member countries is more than 270 million people,

with a collective GDP of US$2.4 trillion (http://www.cfr.org/trade/mercosur-south-americas-frac

tious-trade-bloc/p12762).
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4.3 Implementation of the Legislation

4.3.1 Authorization to Implement Clinical Trials

In 2007, as a result of irregular practices found in clinical trials conducted at the

Neuropsychiatric Hospital (to be presented later), the Audit Department of the

Autonomous City of Buenos Aires investigated seven hospitals and while

reviewing 184 clinical trial protocols found that only 18 % of clinical trials had

all the documentation required by ANMAT regulations; in most of the hospitals,

clinical trials did not have hospital approval nor had they been authorized by

ANMAT, and only 26 % of the clinical trials had insurance policies to cover

potential harms to participants, as required by law (Cları́n 2007).

The reality contrasts with the statements made to the press by the Director of

ANMAT in 2007: “We are the best in the world in the development and control of

clinical research protocols. So much so that for the last five years we have coordi-

nated the working group of the Pan-American Health Organization on this topic”

(Savoia 2007), adding that from 2000 to December, 2007, ANMAT had initiated

28 investigations and imposed 18 fines (four against the principal investigator and

the pharmaceutical company, five against a pharmaceutical company, and nine

against a researcher). Most were for missing reports, falsification of information,

and irregularities in obtaining informed consent from the patient. The Executive

Director thought that the fines were severe. In eight years (2000–2007), the total

amount of the fines imposed to industries and physicians was 575,000 and 182,000

Argentine pesos respectively, or an approximate annual average of US$20,500 and

US$6,500 (Savoia 2007). Given the amount of money paid to clinical trial

researchers and the pharmaceutical industry profits, these cannot be considered

punitive fines.

4.3.2 Clinical Trial Inspections

Table 4.4 shows the number of protocols evaluated and approved by ANMAT

between 1997 and 2006 (n ¼ 1,113), and the number of inspections carried out

during the same period (n ¼ 374). The decision to inspect the trials responds to

these criteria (Pérez 2008): clinical trials with participants from vulnerable

populations; trials with greatest risk for participants; trials requiring many

participants; the history and reputation of the principal investigator; trials conducted

in multiple sites, and if there are any reports suggesting safety problems or complaints.

Unfortunately, apart from some anecdotal information to be presented later,

inspection findings are not available and therefore it is impossible to assess how

much or how little inspections contribute to improving the technical and scientific

quality of the clinical trials, to preventing technical or ethical errors, and to protecting

the participants – or if the inspections are merely a pro forma administrative act.

Argentina’s civil society does not know if the number of inspections is correct or not.
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The legislation provides for sanctions when infractions are discovered, but the

information about sanctions imposed as a result of routine inspections is not

available. Sanctions vary, from warnings to fines, suspension of the clinical trial

or closing the trial site, legal action, and/or sanctions from the corresponding

professional association.

4.3.3 Research Ethics Committees (RECs)

Before the establishment of ANMAT in 1992, there were few bioethics committees in

Argentina; they dealt primarily with medical ethics issues, and were located in the

major hospitals of large cities. With the advent of clinical trials, there was an apparent

need to form committees to evaluate compliance with ethical standards in research

involving humans, and to prepare professionals for the new tasks these committees

would perform (Vidal 2004). The adoption of Regulation 5330 in 1997 stimulated the

formation of committees and training programs for bioethics in research.

The national government does not register, accredit, or monitor RECs, and there

is no National Registry of RECs, nor a National Bioethics Committee. ANMAT can

only set the standards the committees have to fulfill before the regulatory agency

can accept their recommendations.

Some provinces have a registry of RECs, but only for trials conducted within its

own jurisdiction; for example, the Province of Cordoba started its registry in 2002

(see for more details Chap. 5). The Province of Buenos Aires began its registry in

2009, and a system of accreditation was developed later. Accredited RECs that fail

to meet performance standards can lose their accreditation. To that effect, the

provincial regulatory agency has to monitor the RECs, which is more than a simple

administrative process and not always is an easy task. The autonomous federal

capital of Buenos Aires has a central Bioethics Committee that can monitor the

activities of the RECs but does not evaluate clinical trial protocols.

Table 4.4 ANMAT

inspections of clinical trials,

1997–2006

Number of protocols

evaluated and approved Number of inspections

1997 116 10

1998 134 17

1999 122 46

2000 161 53

2001 158 54

2002 144 30

2003 119 44

2004 158 44

2005 150 26

2006 223 50

Total 1,113 374

Source: Pérez (2008)
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Several overseas organizations, such as the John E. Fogarty Center for Advanced

Study in Health Sciences, at the National Institutes of Health (NIH, USA), have

provided bioethics training courses for professionals in Argentina and other Latin

American countries (see Chap. 12 for a critical view of these courses). National

organizations, some with connections to the pharmaceutical industry, also have

provided training courses on good clinical practices. Other agencies, for example,

the UNESCO Bioethical Network of Latin America and the Caribbean, give bioeth-

ical training courses from the perspective of human rights (Peralta Corneille 2009).

In spite of the bioethics trainings that have taken place, conflicts of interests are

found within institutional RECs, as it is very difficult for committee members not to

feel pressured by administrators who may benefit from the donation of equipment

or other items promised by trial sponsors, or by researchers from their own institu-

tion who have a scientific or monetary interest.

In December, 2010, one of the most recognized bioethicists in Argentina said in

an interview:

The Ethics Committees in health institutions still have a confused and uncertain position,

and it has happened that hospital directors have dissolved the Ethics Committee because

they. . . rejected an unacceptable research protocol, questioning the independence of RECs

(Lipcovich 2010)

4.3.3.1 Private RECs

If the clinical site does not have a REC it can use an external REC and pay for the

service. The amount charged varies depending on the number of centers

participating in the trial. It has been said that the RECs are responsible for

monitoring the implementation of the clinical trials, and therefore they need to be

reasonably close to the location where the trials are to be implemented. However,

this is not always the case for private RECs.

There are private RECs in institutions that do not provide medical care services.

And there are a few RECs that were created to review protocols. Two of these are

located in the City of Buenos Aires and together they approve approximately 80 %

of all clinical trials. One is the Pharmacological and Medication Research Founda-

tion (FEFyM in Spanish), and the other is the Ethics Committee of Dr. Virgilio

G. Foglia, established in 1994 under the auspices of the Center for Studies of the

Chemical Pharmaceutical Industry in Argentina (CEDIQUIFA in Spanish) and the

Argentine Medical Association.

FEFyM was originally established in the Department of Pharmacology, School

of Medicine, University of Buenos Aires. At that time the Director of FEFyM was

the Head of the Department and received honoraria directly from the services

provided. The Foundation eventually had to leave the University. At present, the

FEFyM Ethics Committee has seven members and three associate members, as well

as a President and two Vice-Presidents. In 2010, its members included two leading

pharmacologists, two psychiatrists (one of whom is also a lawyer), a pediatrician,

an internist/rheumatologist, a biologist, a nurse, a lawyer, and a housewife. It is
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estimated that FEFyM reviews about 40 % of all clinical trial protocols

implemented in the country.

In 2009, FEFyM had an administrative director, two coordinators, and five

auditors, while in 2010 the list of auditors on its web site showed only two internal

auditors, three external auditors, and three scholarship holders classified as

evaluators (medical students in their internship year). FEFyM has published on

its web site the number and geographic location (but not the institutions) where

audits of clinical trials took place in 2009 (FEFyM 2010). A total of 115 audits were

conducted in different provinces of Argentina, and during this process they

reviewed the clinical histories (656) and informed consents (1024) of 60 protocols.

On its webpage, FEFyM includes a few results of the audits and suggestions to

improve clinical trial implementation. However, there is no specific data on the

breadth and depth of the audits. The reader does not know if the purpose of the

reviews of clinical histories was to check that the records existed, were adequately

kept, or that the information had a scientific logic; if the review of informed

consents were mainly to verify that they were signed or if they confirmed that

consent was actually freely given and truly informed, especially if the trials

included vulnerable patients.

The information available suggests that the audits were primarily an administra-

tive activity (mark yes/no/don’t know) with comments that could be potentially

useful. An example of a comment is: There were an important number of clinical

histories that were almost ineligible. We can suggest that the illegibility probably

made the review of the records difficult and resulted in problems when trying to

verify the validity of the data. From this point of view it is important to know how

many of the 656 reviewed clinical histories had this problem and the potential

impact on the validity of the data collected during the trial.

The FEFyM website does not include comments and recommendations to

ANMAT. In accordance with existing standards, a REC should stop a study if

violations of the existing standards are found; for example, if participants had been

recruited without their consent, or if consent had been given but it was neither

voluntary nor informed; if there had been undue inducements to participation, such

as the provision of expensive treatments otherwise not accessible to the patients,

and other infringements of the standards. It appears that no trial was stopped as a

result of the audits.

Argentinean researchers have questioned the independence of FEFyM and other

private external RECs. The Institutional Council for the Review of Research

Studies (CIREI), of the Private Community Hospital in Mar del Plata reviewed

36 protocols submitted by the pharmaceutical industry that included the

researcher’s brochure, the information for the patients, and the informed consent

form. Of the 36 protocols, 30 had been previously approved by FEFyM, three by

another private non-institutional ethics committee, and three had not yet received

approval. At the time, the CIREI was composed of seven physicians, one lawyer, a

social worker, a philosopher, and an administrative secretary. Four members had a

master’s degree in bioethics.
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In 85 % of the protocols approved by external private RECs, the CIREI found a

total of 92 infractions of ANMAT’s standards and regulations. For example, 64 %

of the protocols restricted the indemnification for harm attributable to participation

in the clinical trial to paying for medical expenses; 42 % of the protocols did not

state that the results of the trial would be made public; 24 % did not assume any

obligation to participants following the conclusion of the study; 27 % did not

include their sources of financing; 12 % considered the possibility of recruiting

patients under the age of 21 years, but did not provide consent documents for that

age group; and 6 % did not acknowledge the possibility of adverse effects in the

informed consent form (Gonorazky 2008). The review concluded by suggesting

that the sponsor or researcher selected the REC that would facilitate the approval of

the protocol.

Private external RECs know that conforming to the expectations of the study

sponsors (the expeditious approval and requiring few changes) increases the

possibilities of future contracts. To say it differently, satisfying the client is

important to the survival of the private external REC business, and the sponsors

quickly learn the RECs that are more favorable to their interests. The potential

conflict of interests is there.

4.3.4 Informed Consent

The clinical trials later discussed reveal that participants often signed the informed

consent form without always understanding some basic concepts such as placebo or

even the experimental nature of a trial. In some cases participants were enrolled in

trials before granting their informed consent. Regulations 6650 and 6677 both

required the inclusion in the consent form of a statement and a phone number

that participants could call to obtain additional information about the trial. The

statement begins by describing the study as a clinical pharmacological study. It can

be suggested that not all participants understand the meaning of clinical pharmaco-

logical study. It might have been better to say: This is an experiment to learn if the

medicine will help patients feel better and identify the harms that it can cause.

Many protocols list adverse effects but, as will be explained later in the discussion

of the COMPAS trial, some participants misunderstood the adverse effects for ills

that they will be exposed to if they did not participate in the trial. Communication

specialists should ‘translate’ the lengthy, frequently incomprehensive forms, to

meet the level of literacy of those who have to give the informed consent.

The audits of FEFyM explained that:

Individual (case by case) presentations [of the process of obtaining informed consent] were

found only in a very few records, describing in some way the process of invitation,

discussion, and asking for informed consent

It would have been necessary to conduct interviews to discover the participants’

understanding of the informed consent document, and to find out if they agreed to
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participate voluntarily without pressure from treating physicians. It also would have

been necessary to find out if the recruiting physicians received any payments, in

which case the audit could have been able to identify possible conflicts of interest.

The CIREI in the Private Community Hospital of Mar del Plata uses an interest-

ing strategy to ensure that consent is informed and freely given. Three people not

associated with the Hospital, two social workers and a nurse explain the risks,

benefits and obligations to patients eligible to participate in the trial. Their function

is to ensure that participants completely understand the consent form, and to answer

the questions that patients may have before signing the consent form.

4.3.5 Implementation of the Clinical Trial Registry

In compliance with Resolution 102 of 2009, ANMAT began in late of 2010 to

publish on its web page the Clinical Trial Registry. The Registry includes informa-

tion on all clinical trials starting from 2000. Instead of the 22 fields required by the

Resolution, it only includes the following: the title of the trial, the sponsor and name

of principal investigator, site, therapeutic group, the ethics committee which

approved the study, and the year. This limited information is inconsistent with

the objectives expressed in Regulation 102 of 2009.

4.4 Questionable Clinical Trials

ANMAT like most regulatory agencies in Latin America does not provide informa-

tion on the results of the inspections, and most information on ethical problems

occurring during the implementation of clinical trials is not accessible. The only

information on fines and disciplinary actions that are made public is the results of

court cases. In the cases that follow, we summarize information from available

summaries and judicial decisions, interviews with past and present ANMAT

administrators, statements from administrators and researchers that have been

published in a variety of sources, and articles by investigative journalists. Several

of these articles gave important information about legislative and ethical violations

and caused ANMAT to make field inspections.

4.4.1 Cancer Studies

In 2001, at the Annual Meeting of the American Society of Clinical Oncology

(ASCO), Argentine researchers presented several papers on clinical trials

conducted in the country. An anonymous complaint to the Argentine Ombudsman

indicated that many of the studies had not received authorization from ANMAT

(Mondino 2003:67).
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According to Argentine laws, the Ombudsman has the responsibility to investi-

gate all accusations presented by citizens, and to prepare a summary of the findings.

If legal infractions are found during the investigations, the Ombudsman must

present them to the Criminal Court (Mondino 2003:9). In this case, the accusation

referred to non-compliance with ANMAT Regulation 3530/97, requiring regulatory

agency approval for clinical trials involving humans (Mondino 2003:4).

Following the accusation, the Ombudsman requested information from ANMAT

on the status of all the clinical trials discussed at the ASCO meetings between 1998

and 2002, and whose abstracts had been published beforehand in the proceedings of

the ASCO Annual Meetings (Mondino 2003:68). The Ombudsman investigated

26 trials presented at ASCO in 2000 and 2001 (the report did not explain the reasons

for failing to investigate of the earlier trials as requested by the Ombudsman).

Of the 26 trials, nine (35 %) had complied with the regulations (Mondino 2003:11).

The Ombudsman’s report, in addition to listing the legal and ethical violations in

the investigated trials, questioned the general situation of clinical trials in Argentina

and the operative capacity and internal conflicts in ANMAT. It showed conflicting

positions between the divisions and departments that had jurisdiction over clinical

trials, especially between the clinicians of the Department for the Evaluation of

Medications and Related Substances (CEMA in Spanish) and the Bureau of Legal

Affairs (DAJ in Spanish).

In the summary of his report, the Ombudsman wrote (Mondino 2003:9):

. . . beyond the [internal] differences, we can confirm at the same time a handling of internal

matters and of the files that were examined, which can best be qualified as indolent, and

also an apparent and unconcerned renunciation of the required exercise of control. . .
[adding that in the two years 2001-2003, although violations had been identified, no

sanctions had been imposed and no measures taken to rectify the situation]. Moreover,

members of the Bureau of Legal Affairs (DAJ) told officials of this office [the Ombudsman]

that the Ministry of Health and, specifically, the Minister himself, were not aware of the

situation in question although regulations require ANMAT to inform the superior authority

of events such as those presented here

Following a request for information from the Ombudsman, ANMAT responded

that there was no mechanism to determine if clinical trials were conducted in

violation of Regulation 5330/97, and that they were unaware of what the technical

area of the agency had done about it. The Executive Director of ANMAT affirmed

that there was no coordination between the different departments of the regulatory

agency (Mondino 2003:69).

The Ombudsman’s Report expanded on the apparent disorganization and opera-

tive dysfunction of the regulatory agency and wrote (Mondino 2003:70):

Serious non-compliance and irregularities have been confirmed. . . the Bureau of Legal

Affairs, by action or omission, resulted in the lack of application of the rules in ANMAT

Regulation 5330/97. Most of the records [prepared by the clinical staff of ANMAT and

documenting the violations of the Regulation] suffered unexplained interruption and

paralysis in the Bureau of Legal Affairs. . . (with) irrelevant and arbitrary assertions, [the

DAJ] tried to restrict as far as possible the powers of the Comptroller of ANMAT, or, what

is worse, to change “in practice” the scope of alleviation in the Regulation. . . [and] the
higher authorities of the agency did not intervene nor take any measures in respect to the

inactivity of the DAJ
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The Ombudsman also criticized the incompetence and irresponsibility of the

ANMAT administration (Mondino 2003:70):

Finally. . .we see many administrative irregularities such as inconsistency of dates, missing

documents which cannot be traced, overlapping postmarks, and others such as large periods

of inactivity and a lack of application of measures which would seem to be pertinent,

reasonable, and necessary in accordance with principles stated in the administrative hand-

book and the care which is expected of a public official. In conclusion, the cases investigated

by this Ombudsman. . . show serious omissions on the part of ANMAT consistent with the

systematic lack of control over experimentations in clinical pharmacology

Although it has great value, the Ombudsman’s Report did not name the principal

investigators, the pharmaceutical companies which sponsored the trials, nor the

hospitals and clinics where they took place. Most of the medications were patented,

and it would have been easy for the Ombudsman or for ANMAT to ask the

pharmaceutical companies holding the patents if they sponsored clinical trials of

their products in Argentina, and/or request copies of the protocols and information

about payments made to the principal investigators. It would have been simple to

confirm if the principal investigator had violated Regulation 5330/97.

Several trials used combinations of gemcitabine, cisplatin, paclitaxel, or

carboplatin, or combinations of one of these drugs with other medications, to

determine if there should be changes in the usual doses or in the combinations of

the medications, or to discover new indications. Many of these substances are very

toxic, and have serious secondary effects, which may result in a deterioration of the

quality of life for the patients. Several of the trials took place with vulnerable

patients (the elderly and children).

Three institutions where the trials took place did not respond to ANMAT

questionnaires, and the Ombudsman did not require further action. Reasons for

not applying for ANMAT’s authorization may be grouped into three categories:

(1) the studies were not considered to be clinical trials because they used previously

approved medications, and the researchers considered that their use in new

combinations or for new indications did not constitute a clinical trial. A few studies

stated that the use of the medication followed guidelines which had been

standardized in many countries, including Argentina; (2) the studies had begun

before Regulation 5330/97 became effective; and (3) they were not clinical trials,

the medicines were offered as compassionate use of drugs approved for other uses

in terminal patients with no other therapeutic alternatives.

In several cases, the researchers said that the study had been approved by the

institutional Ethics Committee and/or the Committee of Teaching and Research and

that the patient had been informed and given consent, but, except in a few instances

the evidence was missing.

There is consensus among researchers, and the Ombudsman agrees, that the

prescription of a medication or combination of medications for an unapproved use

or at different dosage to 30 or 40 patients, sometimes more than 100, following a

methodology that is used in clinical research constitutes a clinical trial. In addition,

the medications used in several of the studies were very expensive for public

hospitals, and it was unlikely that the hospital administration would have authorized
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these costs when their budgets were so limited that at times they could not provide

basic medications. During the years when these studies took place (2001–2002)

Argentina was suffering one of the worst economic recessions of its history. The

scarcity of medicines was such that the chief of pharmacy in a large public hospital

in the Buenos Aires metropolitan area explained to the authors (Interview 2003):

We produce our own medications, under conditions which would not be approved by the

Ministry of Health, but the alternative is to leave patients without any

It will be hard to believe that a public hospital would have allocated a part,

however small, of its scarce resources for experiments that would not benefit the

hospital.

It would be very unusual for the American Society of Clinical Oncology to

invite researchers to present the results of cases where approved medicines had

been administered for compassionate use or according to the guidelines

standardized in the United States, in Europe, and in other countries. The clinicians

of the ANMAT Department for the Evaluation of Medications and Related

Substances (CEMA) confirmed that there was additional information showing

that most of the studies presented by Argentine researchers at ASCO were indeed

clinical trials.

Four of the abstracts published in the Proceedings of the American Society of

Clinical Oncology, 2001, stated that the papers presented the results of clinical

trials. The Director of a center in Salta, which had participated in an international

multicenter Phase 2 study, explained to ANMAT that in 1999, there was contradic-

tory information about the efficacy of gemcitabine in bladder cancer and it was

important to determine its efficacy and (Mondino 2003:72):

. . . for statistical reasons, it was important to gather the experience of a good number of

patients. . .In good faith, we did not realize that it should have been reported to

ANMAT. . .no patient paid for the drug. The company that provided the medication had

previously reviewed it. . .as Director of this institution I did not receive any money, not

even for the cost of presenting it at the conference

It is very difficult to accept that a clinical researcher did not know that a

multicenter international Phase 2 trial should have been approved by ANMAT, in

compliance with Regulation 5330/97.

The answer of the Director of the center who coordinated another Phase 2 trial,

which took place in various centers in Argentina, and from whom ANMAT had

requested information, said (Mondino 2003:102):

It is a multicenter international study. . .we did not submit it to ANMAT because it was a

post-marketing off-label study [a clinical trial of a medication already on the market that

was being tested for new indications]

The Teaching and Research Committee of one of the hospitals told ANMAT

(Mondino 2003:98):

It was not considered appropriate to submit information to ANMAT under Article

1, Legislation 150/92, as this study involves a clinical procedure that is not a trial of

anything new
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Previous data from this same study had been published, however, stating that the

data came from a clinical trial. A medical examiner wrote about this study for

ANMAT (Mondino 2003:98):

It is evident that this is a clinical trial, as the authors themselves acknowledge in the title of

the project, during the research, and in the publication where they described the results of

the same study

Judged by the clinicians of the ANMAT ad hoc Committee, 16 of the 17 studies

were clinical trials and the sponsors should have applied for authorization before

enrolling patients. For unknown reasons, the Bureau of Legal Affairs did not

consider that the regulations had been violated and archived the case.

In his conclusions, the Ombudsman noted the mistakes made by ANMAT in the

review process of the 17 clinical oncology trials (Mondino 2003:135–138):

• Not using its power of control to intervene and monitor clinical trials

• Not processing received complaints in a timely manner

• Not informing the Ministry of Health of the situation

• Not applying the law

• Administrative deficiencies added difficulty to unveiling the true facts

• It was not known if patients knew that they were participating in clinical trials

• Not informing the Ministry of Health of possibly criminal violations

• Not checking:

– If the research was conducted respecting the dignity of the person, if the

participants had given consent, and if so, if it was informed consent

– If any serious secondary effects had occurred during the trials

– If the clinical trials had included participants from vulnerable populations

(neonates, children, adolescents, elderly)

• The sources of funding for the clinical trials, and whether the Obras Sociales3

provided financing, which would have been against the law

One possible explanation is that because ANMAT ignored its own rules and

ethical principles, sponsors and researchers interpreted that they also were allowed

to ignore its regulations. It is not surprising that four years later, according to its

Executive Director,4 ANMAT still did not know about one third of the clinical trials

being conducted in Argentina (Young 2007).

The Argentine Association of Clinical Oncology supports its members uncondi-

tionally. Its Board complained to the Director of ANMAT. The Board was upset

because ANMAT had investigated the clinical trials that had been conducted

without authorization. A letter from the Board said (Mondino 2003:125):

3 Obras Sociales are organizations that manage the compulsory public health insurance for employees,

originally organized through trade unions.
4 Since 2000, as a result of its administrative dysfunction and internal corruption, ANMAT has had

a State-appointed Executive Director, that it is known as Interventor.
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. . . many of the presented studies used drugs approved by the appropriate authorities, they

were done to investigate if the efficacy and dosage for our patients were the same as those

reported in the international literature, tested different methods of administration or dose

variations, which can be considered as “off label” use and did not require special approval

The letter attacked the whistle blower saying that his motivations were not

scientific but ideological (Mondino 2003:126):

[His accusation]. . . seems to be the result of the implementation of a campaign whose

reasons we do not know and whose purpose we cannot understand. We note that this same

professional is on the side of socialized medicine, and regarding the need of approval of

conventional national protocols he is a strong supporter of misguided economic policies

which seriously affect the best practice of the specialty

The Department for the Evaluation of Medications and Related Substances

(CEMA) had shown that all except one of the oncological studies reviewed by its

clinical personnel were clinical trials and violated Regulation 5330. That DAJ and

other ANMAT authorities ignored their recommendations may have had an impact

on the morale of the clinical staff.

4.4.2 The Naval Hospital and the Slow Pace of Justice:
The GUARDIAN Trial

Hoechst Marion Russell – which merged with Aventis Pharma and later was

acquired by Sanofi – developed the drug cariporide. It was hoped that the medica-

tion would protect the heart of patients with coronary angina, and of those who had

had angioplasty or bypass surgery. The GUARDIAN clinical trial was approved by

the FDA, and took place in 400 centers in 23 countries with a total of 11,500

participants. There were 26 centers in Argentina, one being the Naval Hospital in

Buenos Aires; a prestigious hospital with a renowned cardio-vascular department,

and about 120 cardiac patients per year.

The principal investigator of GUARDIAN had conducted other clinical trials

sponsored by Hoechst Marion Russell and was known for obtaining the rapid

approval of the Hospital Ethics Committee. Four other physicians collaborated in

this study. The pharmaceutical company expected to recruit 24 patients over

18 months, but the Naval Hospital enrolled 137 patients in half that time. For

each patient the principal investigator would receive US$2,700 or a total of US

$369,000, a real fortune by the country’s economic standards. The amount per

patient was similar to what Hoechst was paying per patient enrolled in Canada.

One patient participating in the trial died in each of the following months:

December 1997, and January and February 1998. In March, the pharmaceutical

company reviewed the work of the principal investigator and asked the CRO

Quintiles to investigate. The CRO reported that they could not find any

discrepancies in the records of the clinical trials. Mortality among the study subjects

continued; a total of 13 patients died.
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Later, Quintiles found the same electrocardiograms (ECGs) in the charts of

different patients, suggesting fraud. The CRO reported the situation to the hospital

and to the Argentine authorities, and after a more thorough review the hospital

dismissed the principal investigator. In June, 1998, the clinical trial was terminated

at this particular site, and Hoechst discarded all information gathered for the

GUARDIAN trial at the Naval Hospital. No problems were identified in any of

the other study sites in Argentina. The principal investigator continued his private

practice, and Hoechst did not request market authorization for a new indication for

cariporide, to reduce the risk of death or new cardiovascular incidents, from the

FDA (De Young and Nelson 2000).

An attorney reviewed the case, and concluded that at least three of the deaths that

occurred during the clinical trial gave cause for prosecution. Following interviews

with most of the patients and their families, the lawyer determined that 80 of the

informed consent signatures were false. Patients who had signed the form stated

that they did not know what they signed for. Clinical histories had been altered to

show that patients met the study criteria for inclusion in the clinical trial, and

several documents disappeared after the review began. The clinical trial protocols

explain in detail how to manage participants, and the attorney questioned whether

the research team had followed the protocol requirements or had ignored the study

guidelines due to negligence, convenience or with the intention to commit fraud.

In 2010, the Criminal Court closed the case as it had passed the statute of

limitations, and added that the investigation also had been defective (Espósito 2010):

There is no evidence to show a causal link between the administration of the medication

and the deaths. There is no medical expert’s report, only pseudo expertise that could not

show the responsibility of the defendants on the deaths

Causal relationships between participation in clinical trials and adverse effects,

including deaths, are always difficult to establish. The case of cariporide in

Argentina suggests that the difficulties in low- and medium-income countries

may be even greater than in richer economies due to lack of experience and the

slow pace of the judicial processes. Maybe the regulations should establish that all

deaths of clinical trial participants should be investigated, and in case of doubt,

autopsies should be obligatory.

The reasons why the violations of the Argentine regulations (lack of informed

consent, fraud in the patient recruitment process, falsification of clinical records –

infringements of good clinical practices) were not prosecuted and the professional

license of the principal investigator was not withdrawn have not been explained.

4.4.3 The COMPAS Clinical Trial (GlaxoSmithKline GSK)
in Santiago de Estero, Mendoza, and San Juan

The COMPAS clinical trial was conducted in the provinces of Cordoba (see

Chap. 5), San Juan, Mendoza, and Santiago del Estero. The latter has the lowest
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per capita income in the country – US$1,746 in 2005. San Juan province is also a

poor province with a per capita income of US$2,800, against the national median in

Argentina of US$4,700 (2005).

The province of Santiago del Estero had a population of just over 874,000 people

in 2010, with approximately 250,000 living in the capital city, which is also

named – Santiago del Estero. The Governor declared the vaccination with the

experimental pneumococcal vaccine a Policy of the State. For this reason,

physicians in the public facilities would recruit patients (Calvo 2007).

The financial compensation offered to the principal investigator was not

disclosed, but for each baby recruited the sponsor paid US$350 and the clinical

trial protocol asked for 4,500 babies to be recruited in Santiago del Estero (Calvo

2007). This would amount to more than US$1.5 million, a very large sum when

compared with the per capita income of the inhabitants of the province, and

especially taking into account that many of the services were supplied by the

province.

The babies were recruited through the Eva Perón Children’s Hospital, a public

institution, and in the public primary care clinics and health centers located in the

marginal neighborhoods in the City of Santiago del Estero. The people using these

facilities had confidence in the physicians and recruitment was fast and easy; of all

the parents who were invited to participate in the trial, only 14 declined (Calvo

2007). The physical conditions of the hospital, however, made it a poor choice for

conducting clinical trials (Calvo 2007):

[The hospital]. . . is now a prime example of how public medical care is deteriorating in

Santiago del Estero: sick and healthy children share chemical toilets,5 the main building has

many unauthorized electrical connections, there are holes in the walls covered with

cardboard, and tired old fans try to disperse the heat. They are not enough for the tide of

worried mothers and crying children who daily pour into the hospital. To be able to conduct

a clinical trial following international standards, the X-ray area was protected with lead and

a freezer was provided

The regular outpatient workload for the four physicians working in the hospital

was 300 daily patient visits. The clinical trial was added to this workload. A sign at

the hospital entrance said: If you want to vaccinate your child for the first time,

please present your identity card with that of your child. In 2008, the President of

the Federation of Health Professionals in Argentina stated that (Seeger 2008):

In Santiago del Estero recruitment was unethical, they recruited low-income women

without telling them that their children would be part of a clinical trial, they made them

sign without letting them read the informed consent, and added threats if they wanted to

leave the study

This statement was supported by a physician from the Eva Perón Children’s

Hospital, who said: . . . it was very unethical (Seeger 2008).

5 Toilets that use chemicals instead of running water to sanitize fecal material, similar to the

portable toilets used in construction sites.
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Testimonials collected by an investigative journalist for the national newspaper

Cları́n found that one mother remembered the pressure and fear caused by the

recruiters. One respondent who witnessed the consent process for her neighbor

explained (Calvo 2007):

. . . they read 13 pages to her because she could not read, and twice they said frightening

words, such as deafness, mental retardation, or death

She thought that if she didn’t offer her child to participate these things would

happen to him; she did not realize that she was being warned about possible adverse

effects. Both the principal and the co-principal investigators acknowledged that it

was difficult to find suitable witnesses of the informed consent process, and that it

was something that needed improvement.

A family member of one of the children who died in Santiago del Estero said

(Federico 2008):

There were mothers who were forced to sign when they were told that if they didn’t their

children would be taken by the police, treatment would not be given, or they wouldn’t

receive care

In all, 26 Latin American babies enrolled in the COMPAS trial, died; 12 in

Argentina and the others in Panama and Colombia. Seven of the Argentine babies

had been recruited in Santiago del Estero, while the other deaths occurred in the

provinces of San Juan and Mendoza.

The Director of COMPAS in Latin America denied any relationship between the

deaths and the vaccine. He affirmed that the babies participating in the clinical trial

had lower mortality rates than the average infant mortality rate in their countries

because the babies received continued medical follow-up and better medical treat-

ment than the rest of the children in this age group.

GSK paid compensation to the families who lost their babies without accepting

responsibility for the deaths. Subsequent inspections by ANMAT found that chil-

dren did not receive the examinations specified in the protocol and that several

children who had been hospitalized for acute respiratory infections were not

excluded from the trial. Malnourished babies appeared to also have been recruited.

This information was not included in the clinical trial documents, which is

understandable if they were, in fact, violations of the inclusion/exclusion criteria.

The lack of communication between the regular hospital employees and the

study personnel – as in the municipality of Cordoba (see Chap. 5) – may be another

contributing factor to the death of some of the babies. A mother said (Seeger 2008):

When we took the baby to the hospital with pneumonia - hours before the baby died - they

said that they couldn’t see us because the baby was in the study and we had to wait for the

study physician. . .[and] no studies were done on the baby before he was enrolled in the trial

In response to the complaints about problems in Santiago del Estero made by

physicians, families and the media, ANMAT reviewed the situation. In June and

July of 2008, supported by Resolution 690 (Good Clinical Practices for Clinical

Trials and Guidelines for the Inspection of Clinical Trials), an inspection was

carried out by the ANMAT Chief of Inspections and two medical inspectors.

They interviewed participants, physicians, and members of the clinical trial team,
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and made home visits to participants to check the information received from

other sources.

Using the results of the inspection report, ANMAT decided that in their next

visit they would collect data about the community, to better understand the socio-

economic context of the clinical trial. Subsequent inspections in the Provinces of

San Juan and Mendoza, in October and December, respectively, included two

sociologists in the inspection team. In the ensuing lawsuit, the two socio-medical

reports were decisive for the judges. With the information obtained, ANMAT

prepared a report and GSK ended the trial.

In June, 2009, ANMAT imposed a fine of 400,000 pesos (1US$ ¼ 3.9 pesos) to

GSK, and a fine of 300,000 pesos to each, the principal investigator and the

co-investigator. ANMAT documented the following infractions:

• Non-compliance with the study inclusion criteria. The vaccine had been

administered to patients with a history of acute respiratory infection; in several

cases children had more than one hospitalization, which made them more

susceptible to pneumococcal infections

• In the case of illiterate patients, the informed consent was not obtained in the

presence of two witnesses

• Legal representation for signing the consent form was not established, neither at

the beginning of the study nor during its implementation

• The documentation on the study participants was inaccurate; for example, their

age and perinatal birth record were absent, and this information was necessary to

evaluate whether the babies met the inclusion criteria

• There was no strategy to exclude from the study the babies who were carriers of

HIV or had sickle cell disease or a history of splenectomy, since there are no

reports that the appropriate tests were done to detect these illnesses

The defendants filed an action of unconstitutionality and on April 8, 2010, the

national Judiciary’s Office decided in favor of ANMAT (Poder Judicial de la

Nación 2010).

In the court’s decision, Articles 27 and following, the judges repeated the

information presented in the ANMAT’s socio-medical reports, and confirmed the

double vulnerability of the population in which the vaccine was tested – as children,

and from poor families. The Court said that the appellants (GSK and the

researchers) (Poder Judicial de la Nación 2010:Art. 29):

. . . had underestimated the Tribunal when they tried to say that the study participant

population was not largely marginal nor from extremely low socio-economic circumstances

GSK and the sanctioned researchers had to know this, and it is in this light that

judgment must take place since the two parties in this dispute have conflicting

technical arguments (Art. 30). In Art. 31, the judges said:

. . . Even if there is no real verification that the vaccine caused these deaths, and that the trial
was a randomized, double blind study, the act of including these babies in a pharmacologi-

cal trial only a few days after they had been hospitalized for various respiratory problems -

pneumonia, bronchitis - demonstrates the appellant’s [GSK and the researchers] responsi-

bility for a serious violation of the legal rights of participants protected by regulation.
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This was the first large fine nine by Argentinean standards imposed by ANMAT

on a transnational company. Taking into account the wealth of GSK, the fine was

symbolic. In 2011, the province of Mendoza also fined GSK for regulatory

violations committed during the implementation of COMPAS in the state. The

pharmaceutical company indicated that it would appeal the ruling. Eventually, GSK

reversed the decision and paid the fine.

4.4.4 Complaints from the Braulio Moyano
Neuropsychiatric Hospital for Women6

The Braulio Moyano Neuropsychiatric Hospital for Women was investigated by the

National Ministry of Justice at the beginning of December, 2005, to ascertain if

patients were participating in clinical trials without their consent. The investigation

followed a request from the Secretary of Health of the City of Buenos Aires who

had received complaints about irregularities occurring during the implementation

of clinical trials at the Hospital (Cları́n 2005a). The repercussions were immediate,

and cross-accusations between the hospital administrators and the local health

authorities about who was responsible for the regulatory violations followed.

According to the Secretary of Health, hospital physicians had said that clinical

trials sponsored by Pfizer were being conducted without informed consent or

patient signatures on consent forms. The multicenter study was testing drugs

marketed for schizophrenia (olanzapine and ziprasidone) for non-approved uses

(Cları́n 2005b; Orchuela 2006; Federico 2006a).

Due to these complaints and to other problems, the hospital was placed under

receivership by the Government of the City of Buenos Aires for a period of

180 days, and the Hospital Director, who had occupied his position for 21 years,

was suspended (Rodrı́guez 2005). A hospital physician was appointed as official

receiver and took over the administration of the hospital. At that time, the hospital

had 1,100 patients, some of whom had been there for more than 40 years.

Forty percent of the hospital was closed for repairs, aggravating patient over-

crowding and questioning the wisdom of implementing clinical trials in such a

setting (Página 12 2005).

The Secretary of Health of the City of Buenos Aires forwarded the complaints

about the clinical trial to the federal court, and stated that the Hospital Director was

responsible for conducting the trials without authorization, receiving US$5,000 per

participant (Rodrı́guez 2005). The Secretary accused Pfizer of breaking the law by

conducting clinical trials of medications without authorization and without the

6 This case study is based on Orchuela (2006).
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patients’ signatures. In the words of the Secretary (Federico 2006a cited in

Orchuela 2006)7:

The question which has been raised and is being investigated by the Court, is whether these

patients, who are poor, had been deprived of their liberty and sent to the hospital by a Court

order, had problems due to their cultural level and difficulties in understanding certain

concepts, had been coerced into signing the informed consent, as if they had the ability and

the freedom to make personal decisions. These people [the physicians who conducted the

clinical trial], who enjoy a very high professional status, had to know that these patients did

not have full use of their mental faculties

The Chief of Teaching and Research for the Hospital who was responsible for

coordinating clinical trials stated that (Federico 2006a cited in Orchuela 2006):

. . . all the patients gave informed consent, as they were not and are not insane in the legal

sense, as they did not have a judgment of insanity. Although detained in a psychiatric

system, a person may sign. This concept is international. This consent is always

accompanied by that of a relative, as well as the presence of a witness. This is routine in

any research protocol

This Hospital Chief of Teaching and Research underlined the political dimen-

sion of the accusations by saying that those physicians who complained had

previously authorized the clinical trials (Cları́n 2005a), and that the Director of

Mental Health of the City of Buenos Aires had approved the clinical trials when he

was not only the Director but also a member of the Hospital Committee for

Teaching and Research (Pachamé 2006). In reality, the problem was not the

protocol, but with its implementation – in this case, the lack of informed consent

from vulnerable patients.

The suspended Hospital Director stated that Pfizer had fullfilled all the require-

ments and the Chief of Teaching and Research confirmed that the medications were

approved and could be obtained in any pharmacy in the city, insinuating that

the study was not a clinical trial. This explanation is similar to the response offered

by the oncologist, which was discussed earlier. The Chief of Teaching and Research

added that the protocol had the required approvals and authorizations from

ANMAT, the Independent Ethics Committee, and the Secretariat of Health

(Federico 2006b).

The case of the Neuropsychiatric Hospital triggered public debate and uncovered

problems in other hospitals in Buenos Aires (to be discussed later), leading some

observers to conclude that the rights of patients were violated in a generalized way,

even if the studies had been approved by the institutional RECs (Pachamé 2006).

The case is an example of the difficulties of the Argentine Justice system to rule

when during the process of implementing clinical trials the existing regulations or

7 Title 10 of the Civil Code (Of the demented and incompetent) says that: No person will be termed

demented, as defined by this Law, unless the dementia is previously verified and declared by a

qualified Judge (Art. 140); Persons who, because of mental illnesses, are not able to care for

themselves or their property, will be pronounced incompetent by reason of dementia (Art. 141);

The Judicial declaration of dementia may be provided only upon request, following a medical

examination (Art. 142).
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the human rights of the participants are violated. In this case, as in many others,

justice has not been sustained, not only because of the lack of sanctions, but also

because three years later (2009) the Chief of Teaching and Research of the

Neuropsychiatric Hospital, who had coordinated the clinical trial, was appointed

Director of the Hospital by the new Secretary of Health of the City of Buenos Aires.

4.4.5 Polyclinic PAMI II de Rosario8

PAMI is the national integrated healthcare program for pensioners and retirees.

Between 2004 and 2005, Wyeth financed a multicenter clinical trial involving an

antibiotic, tigecycline, which was being tested for treatment of pneumonias acquired

during hospitalization (nosocomial pneumonias). The study was conducted in six

facilities in Argentina, one of which was the Polyclinic PAMI II of Rosario (third

largest city in Argentina) and the remaining five located in Buenos Aires were

non-PAMI facilities. In the Polyclinic of Rosario there were nine participants and

the principal investigator received US$40,790. Wyeth paid this amount directly

to the Polyclinic and not to the national headquarters of PAMI (Weinfeld 2007).

According to the National Director of PAMI the fundingwas not used to compensate

PAMI for the infrastructure and all consumables used for the trial.

This case is particularly interesting because shows contradictions in the informa-

tion provided by PAMI andANMAT.According to PAMI’s regulations, clinical trials

conducted in its facilities need to be approved by the national office. The PAMI

national office did not know that the trial was taking place in Rosario until two

anonymous communications alerted the national authorities about the trial. In this

case, not even the institutional REC had approved the trial. In preparing the Adminis-

trative Inquiry, PAMI’s Legal Office of Research of Punishable Internal Offenses

(Unidad Fiscal de Investigación de Delitos Cometidos) asked ANMAT if it had

authorized the trial and three times received communications affirming that it had not.

However, when gathering cautionary measures (medidas cautelares) ANMAT

found an authorization, and claimed that it always had existed. According to

ANMAT, a REC had approved the clinical trial and the director of the polyclinic

was aware of it (Boletı́n Fármacos 2007). PAMI’s national headquarters then

discovered that the REC that approved the trial was not the institutional REC but

an ad hoc external REC for this trial. The Director of ANMAT said that (Boletı́n

Fármacos 2007):

. . . he could not believe that in a public hospital, physicians could carry out clinical trials on
their own

8 PAMI is the Integrated Health Service which is part of the National Institute of Social Services

for Retirees and Pensioners.
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In addition to the contradictory responses of ANMAT (which should remind the

reader of the remark about the indolence of ANMATmade by the Ombudsman who

investigated the oncological trials discussed above), there were serious allegations

about problems with the informed consent. The informed consent form consisted of

18 densely packed pages of difficult reading, making it (Weinfeld 2007):

. . . almost impossible for the average patient in a geriatric hospital to analyze and under-

stand this incomprehensible document. If the elderly patient is in addition sick with

pneumonia the likelihood of understanding it is almost nonexistent. Most likely, they

sign the document without having understood it. These were vulnerable patients, which

raises additional questions on the consent form

The Legal Department responsible for investigating infractions within PAMI

presented the case in Federal Court and both the principal investigator and the

Director of the hospital were dismissed from the polyclinic (Weinfeld 2007).

4.5 Conflicts of Interest Within ANMAT

Conflicts of interests are common within the regulatory agencies themselves – as

documented for the FDA (Lenzer 2004; Union of Concerned Scientists 2011).

The following case presents a conflict of interest within ANMAT. In 2010, two

persons who had positions in the Argentine Institute for Evidence Based Medicine

(IAMBE) – founded in 1997 – and who simultaneously worked for ANMAT were

promoted to senior positions; one became the Director of one of the five Departments

within ANMAT, namely the Department of Planning and Institutional Relations.

According to its web page, IAMBE has conducted five clinical trials sponsored by

foreign universities and other agencies rather than the pharmaceutical industry, but the

studies still required ANMAT authorization. In one study (The Magpie Trial: MAG-

nesium Sulfate for Prevention of Eclampsia – comparing magnesium sulfate with a

placebo), the name of one of the Argentine clinical trial leaders who is at present

(2012) the Director of Planning at ANMAT appeared on the informed consent

document as the contact for the Magpie Coordinating Office in Latin America, and

he listed his ANMAT e-mail address. In other words, the same person appeared to be

representing the study sponsor and ANMAT – which authorized the study.

The appearance of a potential conflict of interest for an individual does not mean

that rules were violated or personal gain was involved, only that there is the

potential for this to happen. It is precisely to avoid these situations that institutions

should have strict controls to preclude potential conflicts of interests.

In 2004, IAMBE signed a memorandum of cooperation with CEDPAP, based

on “the coincidence of purpose in the objectives of both parties” (IAMBE not

dated). As noted in the COMPAS clinical trial and in Chap. 5, CEDPAP was not

known for following internationally accepted ethical principles. IAMBE is a con-

sultant to the pharmaceutical industry, which is another reason why people having
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important responsibilities within IAMBE should not simultaneously have adminis-

trative responsibilities at ANMAT.

4.6 Conclusions

Over the course of the years, Argentina has advanced in the development of clinical

trials regulation. We have seen that on several occasions there have been

regressions and that the country does not have a national law that regulates clinical

research with humans. We have discussed issues regarding the limitations of

informed consent, as it is been implemented, and problems related to the slow

pace of the judicial system. This chapter has also presented clinical trials that

violated internationally accepted ethical principles that were discovered after tragic

events and by concerned citizens, including investigative reporters, and by Admin-

istrative Summaries or the courts. We do not know how many other trials have

similar or other ethical problems and have gone undetected. The lack of transpar-

ency and the secretive behavior that characterizes clinical trials make it impossible

to have a better understanding of the situation.

The global pharmaceutical industry and local partners in clinical trials contribute

to the problems discussed. In Argentina, two private ethics committees, not affili-

ated to medical care institutions, are responsible for the ethical approval and the

monitoring of almost 80 % of all clinical trial protocols, and make a profit from this

activity. The approval of protocols has become a good business. We have presented

some evidence of the conflict of interests that such a system generates and the

reasons to doubt the impartial evaluation of protocols.

This chapter has documented that, by local economic standards, principal

investigators receive a high compensation per subject recruited. While it could be

argued that principal investigators incur in expenses during the implementation of a

trial, it has been shown that they and many of their staff continue to be in the payroll

of public or private institutions, and frequently all or part of the overheads incurred

during the trial are assumed by the institutions. When the economic interests of

local collaborators are affected by the regulations, they will exercise pressure on the

public institutions to regress or overlook infractions. Their pressures together with

those exercised by the powerful pharmaceutical industries create an insurmountable

barrier for the protection of participants, most of whom are poor citizens.

The case studies discussed show that most participants are persons of limited

resources or are vulnerable, as is the case of children and the elderly. It is generally

accepted that inducements to recruit participants, which in the case of Argentina

could include providing access to unaffordable medicines or better medical care,

are considered unethical. Negative inducements, that is, when potential participants

fear that the refusal to accept the attending physician’s request to participate in a

trial may have negative consequence for future care, is also a violation of ethical

principles.
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From the information presented, it can be concluded that with few exceptions,

the approval of protocols by institutional or private RECs does not protect the

human rights of participants. Potential conflicts of interests seem to be common

among members of RECs. By and large, the approval is an administrative act, there

are no assurances that the consent given is informed, and the limited monitoring of

the implementation process is insufficient to detect errors in data entry, the manip-

ulation of data or the undue retention of patients, or to ensure that adequate

treatment is provided to patients who become sick. All these are issues that have

an impact on the quality of the data. We would like to suggest that there is a need to

have a national ethics committee with capacity to recruit specialists in the different

medical fields to review the protocols in their area of expertise. Members should be

free of conflicts of interests. A national committee does not exclude the institutional

RECs that would have to evaluate if the trial is pertinent for an institution and if

they will be able to protect the human rights of participants.

The Ministry of Health and ANMAT could be more forceful in demanding

adherence to existing regulations in order to protect the integrity of the clinical

trials and the human rights of the participants. The abundant information obtained

from the reviews of the trials presented, particularly from the cancer studies, shows

that internal conflicts within the agency preclude adherence to existing regulations

and that, with rare exceptions, throughout its 20 years of history, has not been

willing to promote transparency, and has been overcome by inefficiencies.

Regulation 6677 does not require the RECs to know and consequently review the

budgets of clinical trials. The deletion of this responsibility was a step back. It is

important for the RECs to study the budget because:

• The size of the payments by the sponsor to the principal investigator and to

physicians, per patient recruited, may impact the integrity of both the recruit-

ment and informed consent process, and lead the recruiters to disregard inclu-

sion/exclusion criteria for study participants

• If payment is based on the number of patients who remain until the end of the

study, it can result in unjustified patient retention, including putting patients at

excessive risk

• It can be used to determine if adequate funds are allocated to cover the overhead

costs of the trial

• It is necessary to verify that there are enough funds to monitor the implementa-

tion of the trial

• Per diems and other compensations to participants need to be assessed to ensure

that they are not inflated or constitute an inappropriate inducement to participate

The registry of clinical trials that has been implemented does not fulfill the

requirements of Resolution 102. In addition to broadening the required fields of

information, it would be important to include protocols that have been rejected, and

the reasons for the rejection. This information could assist other RECs to

re-evaluate their decisions. Other countries would also benefit from knowing that

a protocol has been rejected. When a protocol is rejected in a country, the pharma-

ceutical industry seeks to conduct the studies in other countries with less safeguards
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for the approval of trials; the literature has named these countries “savior countries”

(Bartlett and Steele 2011).

We have shown that in some cases the quality of data gathered was compromised

due to falsifications and manipulation of data, by failures to follow exclusion/

inclusion of criteria, and by participants’ low understanding of the experimental

nature of the trial. We do not know if the failures that we have detailed from the

limited information available are the rule or the exception. The possibility that these

and other failures not detected in our study occur more frequently than imagined

means that regulatory agencies that used data obtained in Argentina to approve

the commercialization of the tested product may place consumers at risk. This is

a thought, that given the information that has been presented, political leaders need

to ponder.

In the end, it will be the Argentine political leaders who need to decide if they

want to protect their citizens, or if they prefer to accept the conditions of an industry

that in the United States has a public approval rate lower than that of the tobacco

industry. They must also decide if they wish to require ANMAT to protect clinical

trial participants and the quality of the data, or let the regulatory agency continue to

have a lethargic approach to violations of regulations and of ethical principles.

Annex 4.1: Legislation Governing Clinical

Trials in Argentina

Legislation Year Observations

Establishment of ANMAT by Decree 1490 1992

ANMAT Regulation 4854 1996 Adopts guidelines for clinical pharmacology

studies

ANMAT Regulation 5330 1997 Approves the rules of good practices for

research in clinical pharmacology studies

http://www.anmat.gov.ar/webanmat/

NORMATIVA/NORMATIVA/

MEDICAMENTOS/DISPOSICION_

ANMAT_5330-1997.PDF Accessed

2 Nov 2012

ANMAT Regulation 690 2005 Approves the guide to inspections for clini-

cal investigators

http://www.sac.org.ar/files/files/

disposicion_anmat_690_2005.pdf

Accessed Nov 2 2012

Ministry of Public Health for the Nation,

Resolution 1490

2007 Guide to good clinical practice in human

beings, taking into account Nuremberg,

Helsinki (version 2004), WHO (2000),

CIOMS (2002), and Nuffield (Council of

Bioethics (2004)

(continued)
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(continued)

Legislation Year Observations

http://www.anmat.gov.ar/webanmat/

Legislacion/Medicamentos/Resolucion_

1490-2007.pdf Accessed 2 Nov 2012

ANMAT Regulation 6550 2008 On Ethics Committees and Informed

Consent

http://www.reumatologia.org.ar/userfiles/

file/investigacion-farmaco-clinica/

ANMAT-6550-08.pdf. Accessed 2 Nov

2012

ANMAT Regulation 1067 2008 Establishes a new form for reporting of

RAMSI (serious and unexpected adverse

drug reactions). Accessed 2 Nov 2012

http://www.infoleg.gov.ar/infolegInternet/

anexos/135000-139999/138239/norma.

htm. Accessed 2 Nov 2012

Ministry of Public Health for the Nation,

Resolution 102/09

2009 Establishes the register of clinical trials in

human beings

http://www.anmat.gov.ar/webanmat/

Legislacion/Medicamentos/Resolucion_

102-2009.pdf. Accessed 2 Nov 2012

ANMAT Regulation 6677/10 2010 Good clinical practice regime for clinical

pharmacology studies

http://www.anmat.gov.ar/webanmat/

Legislacion/Medicamentos/Dispo_6677-

10.pdf. Accessed 2 Nov 2012

Ministry of Justice of the Nation, National

Directorate for Personal Data Protection.

Law 25.326 / 00

2000 The purpose of the Act is to protect “per-

sonal information in files, records,

databases, or other technical methods of

data processing, whether public or pri-

vate for use in reports, to ensure the right

for respect and individual privacy, and

also access to any other personal infor-

mation, in accordance with the

provisions of Article 43, third paragraph

of the National Constitution.”

http://www.infoleg.gov.ar/infolegInternet/

anexos/60000-64999/64790/norma.htm.

Accessed 2 Nov 2012

http://www.anmat.gov.ar/webanmat/normativas_medicamentos_cuerpo.asp
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Chapter 5

Politics and Clinical Trials

in the Province of Cordoba

Antonio Ugalde and Nuria Homedes

5.1 The Clinical Trial Regulatory Framework in Cordoba

As explained in Chap. 4, Argentina is a federation of 23 provinces and the autonomous

Federal Capital. Each province has its own executive, legislative, and judicial

governments. Each province has its own Ministry of Health that is responsible for the

regulation of the health sector and the provision of medical care services for the poor.

It is estimated that one third of all clinical trials conducted in the country take

place in the Province of Cordoba, which houses about one tenth of the national

population (Fernández 2005a). Recognizing this situation, the provincial govern-

ment initiated the development of standards for clinical research involving humans.

In 2001, the bioethics department of the provincial Ministry of Health designed a

program for ethics in health research, which included the creation of a Provincial

Commission for Ethics in Health Research (COPEIS in Spanish) to develop ethical

standards, train professionals in research ethics, establish criteria for accreditation

of Institutional Research Ethics Committees (IRECs), create a Provincial Registry

for Health Research (RHR), and evaluate research protocols that could threaten the

wellbeing of clinical trial participants.

During the first two years (2001 and 2002), almost 200 professionals were

trained in five-month classroom courses. The COPEIS started functioning in 2002

as part of a supervision unit of the provincial Ministry of Public Health, a status that
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gave it legitimacy and sanctioning powers. The beginning of the following year

(2003) saw the approval of Ministerial Resolution 729/02, which included the

criteria for accreditation of the IRECs and the model for the evaluation of research

protocols. Only hospital-based IRECs would be accredited; ethics committees in

non-hospital settings, such as those established by foundations or other research

centers, would not be accredited in the Province of Cordoba, although they could be

accredited in other parts of the country. At the end of 2003, 11 IRECs had been

accredited in the Province, and the RHR was operational (Vidal 2006).

Parts of the legislation – including the functions of the COPEIS and the decision

to accredit only hospital-based IRECs – was rejected by researchers interested in

conducting clinical trials at private centers and foundations, although highly com-

plex private institutions had no problem accommodating to the new regulations

(Ministerio de Salud 2006). The disagreement and rejection of these legislative

items created difficulties for the staff in the bioethics department who had devel-

oped the standards (Ministerio de Salud 2006).

In an attempt to overcome these problems and the pressure from the private

centers, the bioethics unit strengthened and increased the trainings for researchers

and other personnel, especially those responsible for implementing the regulation

and evaluating the clinical trials. Biomedical research institutions and human rights

organizations had always been invited to designate representatives to the COPEIS,

and information on the relationship between research involving humans and human

rights was shared with the public. The promotion of civic participation and demo-

cratic inclusion was intended to strengthen the project.

Researchers working in small private centers organized and requested the political

authorities of the Province to remove the regulatory aspects that interfered with the

implementation of clinical trials. Without consulting either the experts in bioethics of

the ProvincialMinistry of Health, or the COPEIS, the clause in Resolution 729 requir-

ing submission of clinical trial budgets and financing to the IRECs before the

approval of a clinical trial, was suspended – just three months after it had become

effective. Specifically, information was no longer required regarding: (1) the detailed

research budget (the amount paid by the study sponsor, generally a multinational

pharmaceutical company, to the principal investigator and to other researchers and

institutions); (2) the compensation promised to the study participants (including

expenses and access to medical attention); and (3) where appropriate, the fee to

be paid to an institution for the evaluation of the study protocol by its IREC.

The economic aspects of clinical trials have an important relationship with ethics

and respect for the human rights of the participants, which is not always recognized

by researchers, including those in the USA (Barlett and Steele 2011).

In October 2003, the Provincial authorities suspended the activities of the

COPEIS, and in November, the agency was eliminated. New standards were

published keeping much of the original content, but removing the requirements

to: (1) name the place where the clinical trial participants would receive health care

and the referral center where they could go in case of need; (2) provide insurance to

compensate participants in case of harm attributable to their participation in the

clinical trial; (3) describe the mechanisms to ensure access to treatment following

the completion of the clinical trial; and (4) provide the budgetary information
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previously noted - payments to researchers, participants, and institutions.

In addition, the new standards allowed accreditation of IRECs in research centers

without medical care services.

Instead of the disbanded COPEIS, a Provincial Commission for Research with

Human Subjects (CPISH in Spanish) was created. The new Commission consisting of

three researchers from the private sector and one expert in bioethics started operations

in 2004, but the bioethics expert resigned, soon after, and the Commission continued

for some time without a bioethicist, until the position was replaced with a clinical

researcher. In a very short time, the new Commission approved 14 IRECs, more than

the previous Commission had approved in its two years of existence. Of the

25 approved IRECs, 18 were in private institutions, of which seven were highly

complex institutions, five were of medium or low complexity, and six were centers,

foundations, institutes, or polyclinics. The remaining seven IRECs were in public

institutions, all highly specialized referral centers (Ministerio de Salud 2006).

The Provincial Ministry of Health continued to gather data on the protocols

approved by the IRECs, such as the number of participants, the date of completion

of the study, and adverse events. The information on the clinical trials authorized in the

Province and the institutions where they were implemented became available on the

internet, but the training program established by the old Commission was suspended.

Also in 2004, the researchers opposed to Resolution 729 established the Clinical

Research Society of Cordoba (SICC in Spanish) in the city of Cordoba, which has

been joined by many clinics, health centers, institutes, foundations, and private, and

some public, hospitals. Little information about their activities is available on their

web page: (http://www.sicc.org.ar/sicc/index.php).

In 2010, the SICC, together with the Argentine Chamber of Clinical Research

Organizations (CAOIC in Spanish), organized a modular program for training and

certification in clinical research. The first module of the program, a one-day

intensive course, took place in December 2010, with almost 100 researchers in

attendance. This is the only activity mentioned on the Society’s web page,

suggesting that it functions primarily as a pressure group. Training in clinical

research – in this case, clinical trials outside the academic environment and in

private institutions with economic connections to the pharmaceutical industry –

might be tainted with conflicts of interests.

An investigative journalist, reviewing the minutes of the CPISH, identified

conflicts of interest in almost half of the 78 meetings held by the Commission

during 2005. A substantial number of evaluators had conflicts of interest and could

not participate in meetings, which had consequences. In some cases protocol

approvals were granted in the absence of quorum, and with the presence of only

one or two persons (Fernández 2005b).

Following the appointment of a new Provincial Minister of Health towards the

end of 2006, the Ministerial Resolution 493/2006 was passed, leading to the suspen-

sion of the CPISH. The authorization of clinical trials did not resume until January

17, 2007. In an interview with the press, the Minister said (Fernández 2006):

There is a huge number of research proposals in the review process, and we prefer to wait until

the new standards are ready. Approvals had been granted at a rate of three to four protocols

per week [meaning that previously the protocols had been reviewed too expeditiously]
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When all the members of the Commission were asked to resign, the Minister

temporarily assumed its functions. According to statements to the press, this was

necessary to avoid possible conflicts of interest – a criticism raised against

former Commission members, all of whom were clinical researchers. Resolution

22/07, published on January 24, 2007, provided the new standards for biomedi-

cal research involving humans (Boletı́n Oficial 2007), which aimed at increasing

transparency and avoiding conflicts of interest during the clinical trial approval

process. Referring to criticisms (see below), the Minister said (Fernández 2006):

We do not want to recruit patients in the public sector for studies that will be conducted in

the private sector

Regulation 22/07 rescinded several clauses introduced by the previous Minister,

revived others included in Resolution 729 that had generated opposition, and added

a few new clauses. The CPISH was replaced by the Health Research Ethics Review

Board (COIES in Spanish), which remains the governing body for clinical trials.

Much of Resolution 22/07 discusses the IRECs, and mandates the inclusion of five

permanent members: one with experience in research, another with experience in

bioethics, a community representative, a non-physician health professional, and a

legal advisor. The composition of the new IREC is very different from its prede-

cessor, and, if needed, the IRECs can invite specialists to provide expert opinions.

For clinical trials to be conducted in the public sector, Resolution 22/07

established three IRECs: one for clinical trials in maternal-child health (probably

in response to a situation which will be presented later in this chapter), another for

clinical trials related to mental health, and the third for all other protocols. The

IRECs were given clear responsibility for all necessary follow-up during the

implementation of the clinical trials.

Collecting a percentage of the proposed research budget from researchers or

sponsors was one innovation introduced by Resolution 22/07. The percentage

differed for public and private institutions. The funds raised would cover the

costs of monitoring the study, and other items such as the Provincial Registry of

Health Research.

Annex III of the resolution indicates that the requests for protocol evaluation had

to include a fee to be paid to the institution of the IREC that would be conducting

the evaluation. It did not establish the method to determine the amount of the fee,

nor did it state allocation of the fee to the different tasks.

The exclusion of institutions without medical care services was reinstated.

However, a few months later it was amended. Specialized private institutions

without medical care services could request an exception and be allowed to

establish an IREC (Gobierno de Córdoba 2007):

. . . to evaluate and control only ambulatory studies related to the specialty of the health

facility

The new amendment also required indemnity insurance in case of disability or

death caused by participation in the clinical trial.

116 A. Ugalde and N. Homedes



Resolution 22/07 did not require a detailed budget for the proposed clinical trial,

only a declaration from the principal investigator showing the compensations

payable to the participants for their expenses and for necessary medical attention.

Only healthy participants could receive payment.

5.2 Clinical Trials in the Children’s Hospital

of the Municipality of Cordoba

The medical facilities of the Municipality of Cordoba, which serve the poor and the

indigent, have been used to recruit and conduct clinical trials since 1987. The

Municipal Children’s Hospital is a high technology hospital and serves as referral

center for many primary care centers (Ávila Vázquez 2007).

According to the National Administration of Food, Drugs and Medical Technol-

ogy (ANMAT in Spanish), between 1996 and 2003, 19 clinical trials were

conducted at the Children’s Hospital, and the Chief of the Department of Pediatrics,

who supervised 50 pediatric residents, was listed as principal investigator for 16 of

the 19 studies (Municipalidad de Córdoba 2006).

Most of these studies were Phase III trials of vaccines, antibiotics, antihyper-

tensives and asthma medications for children, and were sponsored by SmithKli-

neBeecham, Merck, Sharp & Dome, Upjohn, and Aventis, among others

(Municipalidad de Córdoba 2007). ANMAT did not share information on the

results of the trials, serious adverse events and deaths, or agreements between the

principal investigator and the sponsors of these studies with the Municipality

(Municipalidad de Córdoba 2006). ANMAT did not provide information about

the number of trial participants to be recruited in the province, but information

collected from municipal institutions indicated that 2,200 children were

participating in the trials directed by the Chief of Pediatrics (Municipalidad de

Córdoba 2007:4). Ávila Vázquez (2007) estimated that the researchers could have

received between US$500 and US$12,000 per patient recruited, and the total

amount collected by the researchers could be up to US$ 24 million. Most of these

studies took place through the Center for Studies for the Development of Advanced

Projects in Pediatrics (CEDPAP in Spanish), a private organization (CRO) directed

by the Chief of Pediatrics of the Children Municipal Hospital, who implemented

clinical trials in this hospital and in other public sector facilities.

In 1998, CEDPAP signed a three-year contract with the Municipality of Cordoba.

The contract was for the surveillance of pneumococcus infections and read

(Sarasqueta 2004:34):

. . . given its future importance for the development of interventions to reduce respiratory

infections in children all departments of the Ministry of Public Health and Environment of

the Municipality of Cordoba are authorized to participate in this project. . .

CEDPAP’s interest in preparing the ground for future vaccine trials was clear

from the language included in the contract.

5 Politics and Clinical Trials in the Province of Cordoba 117



CEDPAP’s administrative offices were located inside the Children’s Hospital

until 2001. The fact that the Department of Pediatrics and CEDPAP were headed

by the same physician, had the same postal address and all documents related to the

clinical trials had the logos of the two institutions was a cause of confusion; and

hospital staff and outside researchers worked side by side. Hospital staff resented

the fact the clinical trials benefitted businesses, and the public hospital was not

compensated for the use of supplies and human resources. However, it was not until

2006 that CEDPAP’s director was prosecuted for allowing a private business to

benefit from the resources of a public hospital.

After the CEDPAP offices were moved from the Hospital, the clinical trials

continued to be conducted inside the hospital, and the relationship between the

hospital and CEDPAP was well explained by the hospital’s director in a memoran-

dum to the Directors of the Departments of Pediatrics, Surgery and Diagnosis and

Treatment, where he stated that CEDPAP would continue to be the “Research

Branch of our hospital” (Municipalidad de Córdoba 2006:4).

The Chief of Pediatrics continued implementing clinical trials in the municipal

hospital after the three-years contract expired. During his work as principal investiga-

tor of clinical trials, he achieved prestige among his peers and the recognition of

international institutions, allowing him to establish connections with provincial and

national politicians. CEDPAP also gained recognition, and signed contracts with

Argentinean universities and municipalities to carry out other research projects.

In 2003, two years after the expiration of the contract, CEDPAP signed a

Cooperation Agreement with the Municipality of Cordoba. The Annex to the

Agreement clarified that CEDPAP wanted to conduct clinical trials sponsored by

the pharmaceutical industry.

Almost immediately, CEDPAP’s activities started to be questioned. Complaints

were heard from physicians in neighborhood health centers, which served a very

low income population and were within the catchment area of the Children’s

Hospital. In response to criticisms raised by people with some knowledge of the

situation, several agencies and organizations, including the Social Services area of

the Catholic Church, the Medical Council of the Province of Cordoba and the

Public Ombudsman, requested the municipal authorities to investigate (2006).

The Trade Union of Workers and Municipal Employees opposed the permission

to meddle in the affairs of the municipal health facilities granted by the Agreement

to CEDPAP, a private company, for the benefit of the pharmaceutical industry. This

was the final straw, and the Cooperation Agreement between the Municipality and

CEDPAP was annulled a few days after it had been signed (Franco 2006).

With the election of a new municipal government, the Municipality of Cordoba

began an investigation of the Children’s Hospital at the end of 2003, suspending all

clinical research in the municipality. The Department of Human Rights in the

Ministry of Justice and Human Rights asked Dr. Pedro Sarasqueta, Chief of the

Neonatology Service in the Garraham Hospital, Buenos Aires, to prepare an Expert

Report,1 including an analysis of all the documents and complaints collected on the

1 The requested Expert Report is an activity prior to an Administrative Inquiry.
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situation at the Children’s Hospital. Dr. Sarasqueta said in conclusions of his Report

(Sarasqueta 2004):

1. The hospital had not estimated the cost of the supplies used, and did not compare

the cost incurred with the benefits obtained from the clinical trials. Statements by

hospital personnel indicated that (Sarasqueta 2004:1):

. . .in some current research, such as the pneumococcus surveillance study, increasing

amounts of laboratory and radiological supplies are being used and paid for by the

Children’s Hospital of Cordoba, substantially adding to the operating cost of the hospital

in these budget lines. Other testimony that will need to be evaluated during the Adminis-

trative Inquiry describes situations where essential blood cultures were not done for patients

outside the study protocol due to lack of funds in the hospital budget, while those in the

study received them because the supplies were provided by the sponsor

2. There was political interference because the study “Hospital-based surveillance

to estimate the disease burden of rotavirus gastroenteritis in children less than

three years of age in Cordoba, Argentina” was approved by the Minister of

Health more than one month before receiving the scientific and ethical approval

of the corresponding committees. And the IREC, which finally approved the

study, carried the logos of the two institutions, reflecting the confusion between

the Hospital and CEDPAP (Sarasqueta 2004:17)

3. The ethics committee of the hospital that approved the protocol of the anti-

pneumococcal vaccine did not comply with existing regulations. The approval

document included the name of CEDPAP and the name of the hospital, as well as

the names of the principal investigator and co-investigator, who due to conflicts

of interests should not be present during the discussion much less vote for the

approval of the protocol.

4. The work of the hospital was impacted. As in many municipal hospitals

operating with scarce resources, the presence of a number of clinicians who

were not part of the hospital staff could (Sarasqueta 2004:22):

. . .produce a strong institutional imbalance between research and staff physicians with

different tasks and very different remunerations, which can result in significant adverse

changes in the implementation of the most important functions of public institutions, which

is the provision of health care for predominantly low-income populations, whose only

health resource are the public hospitals

This is to say, there was differential access to necessary diagnostic tests and

treatments: if the patient was a clinical trial participant he/she had preferential

access while regular patients did not. There were instances when a clinical trial

took place without the knowledge of the hospital staff, implying potential risks

for the patient.

Dr Sarasqueta acknowledged that this problem was due in part to the former

Municipal Secretary of Health, who allowed a private institution to operate

within public health facilities without controls, and without informing “. . .senior
administrators, such as the Director General for Coordination of Primary Care”

(Sarasqueta 2004:23).

5. According to information presented in the dossier, the consent to participate in

the clinical trial was not always informed. One mother did not understand that
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her daughter could be in the control group, and might not receive the vaccine.

According to her testimony, she (Sarasqueta 2004:24):

. . .was read only part of the informed consent, which was colored in yellow. She signed the

document, then they gave her another part of the document which was white, with several

sheets of paper, which she was not able to read before signing the consent

When she asked why her daughter had become ill during the study, she was

told that her daughter had received the placebo, a word she did not understand

and had to look up in a dictionary.

6. It was not ethical for CEDPAP to pay residents working in a clinical trial, since

this was “. . .a distortion during a time of learning about professional standards”

(Sarasqueta 2004 :35). Nor was it considered acceptable to pressure

professionals working in municipal facilities to become involved in the clinical

trials by collecting information, providing services to clinical trial participants,

or recruiting patients. When municipal employees opposed these practices, the

Municipal Secretary of Health replied (Sarasqueta 2004:35):

It is the decision of this Secretariat that the issue be resolved and timely notification given to

continue the studies with the possibility of imposing sanctions against those professionals

employed [by this Secretariat] who do not comply with the directive

The evaluation report confirmed that the Municipal Secretary of Health had

ceded power to the private sector for managing research, conducting

interventions and providing care in municipal pediatric facilities.

After the Expert Report was received, the Municipal Government began an

Administrative Inquiry in 2004 (Municipalidad de Córdoba 2005a). Following

interviews with many people, the 364 page document resulting from the investiga-

tion confirmed the conclusions of the Expert Report, stating that:

• Municipal employees had been pressured to contribute to the implementation of

clinical trials by recruiting patients under three years of age, drawing blood for

tests, giving vaccinations, and performing other activities

• Informed consents were signed without properly informing parents or witnesses

about the study protocol – including that blood samples were to be sent to

another country – or explaining the risks assumed by participating in an experi-

mental vaccine trial

• The protocol had been approved by an Ethics Committee which included the

researchers

• Physicians, biochemists, radiologists, laboratory technicians, and nurses had

been pressured, through monetary compensation or by management, to recruit

the number of participants required by the protocol

• To comply with the study protocol, CEDPAP personnel worked in the Hospital

and in clinics within its catchment area; they unlawfully gained access to

medical records and classified documents, and made illegible notes that the

hospital staff, who cared for patients prior to their enrollment in the trials

could not understand; and
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• CEDPAP physicians did not know how to treat adverse effects or they had been

forbidden to do so

The document also stated that equipment donated to the hospital had

disappeared, a situation that was reported to the Anti-Corruption Prosecutor.

Based on these and other charges, which are detailed in the document, and for

reasons of space, are omitted, 12 municipal employees were disciplined for

non-compliance with municipal ordinances. Of these 12, four were dismissed and

eight suspended for 15 or 30 days (Municipalidad de Córdoba 2005b). The Chief of

Pediatrics escaped sanctions as he reached retirement age and chose to retire.

One of the dismissed employees appealed the dismissal and received a majority

decision for reinstatement. In addition, the municipality had to pay lost wages and a

US$3,700 compensation for unjust dismissal (Cámara Contencioso Administrativo de

Primera Nominación 2009). The trial judges did not discuss the possible ethical

violations committed in the clinical trials, but explained why the employee should

be reinstated. In their opinion, the administrative sanction was excessive. They

questioned the reasons for not applying the same sanction to everyone involved in

the clinical trials, and said that pressure from senior hospital personnel had caused the

employee’s actions.

The remaining cases were also acquitted (La Mañana de Córdoba 2009), and

the Mayor, in his new electoral campaign, publically apologized to the Chief

of Pediatrics, perhaps in response to the Chief’s lawsuits against the Mayor,

the Deputy Mayor, the Municipal Secretary and Sub-Secretary of Health, the

Municipal Director of Medical Care, the ex-Director of the Hospital, and other

physicians and union members. The grounds for the lawsuits were that when the

municipal authorities discontinued the epidemiological surveillance in the region,

they violated Article 205 of the Penal Code, which stated that it was an offense

(Franco 2005):

. . .to contravene the measures adopted by appropriate authorities to prevent the introduc-

tion or propagation of an epidemic.

In the Complaint filed by the Chief of Pediatrics, there were few references to the

clinical trials and the alleged ethical violations, which were the foundation of the

preliminary investigation (Franco 2005).

According to the Chief of Pediatrics, infant mortality had increased in the

Municipality of Cordoba because the new administration had prevented the contin-

uation of the epidemiological surveillance approved by previous authorities, which

CEDPAP had been conducting without using public funds. There was no mention

that the epidemiological surveillance was funded by a pharmaceutical company

(in this case, by GSK, which was presumably financing this study to gather informa-

tion for the development of vaccines). The Complaint stated that the Administrative

Inquiry was a conspiracy against the Chief of Pediatrics (Franco 2005):

At no time was there any intent to ‘investigate’ anything, only to find something to

legitimize what had been previously decided: to eliminate Dr. Tregnaghi, his team, and

all the scientific projects they were conducting
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The Complaint added that the personal attack was a political decision, evidenced

by the appointment of a Chief Investigator who “had a well-recognized feud”

against him (Mac Lean and Degiorgis 2005).

The Chief of Pediatrics was charged with theft, but due to the statute of

limitations (two years) the charge was dismissed. In his Complaint, he stated that

he had reported the theft of equipment donated by GSK at his request, to the

administration of the Children’s Hospital.

Two former Chiefs of Residents in the Children’s Hospital (2001–2002 and

2004–2005) made statements about the ‘scientific nature’ of the clinical trials.

According to them, the function of the Argentine researchers was limited to

collecting data and caring for patients (Mac Lean and Degiorgis 2005). And they

noted that in Cordoba (Mac Lean and Degiorgis 2005:1):

. . . after many years of scientific work in the Hospital, we should find a reliable practice of

research or a scientific culture, which isn’t there

They concluded that it could not be said that in Cordoba there was a clinical

scientific community, but that there was a commercial activity of clinical trials in

public hospitals that was used for private gain. One of the commercial products was

a vaccine marketed by a foreign company and sold at a price outside the reach of the

impoverished clinical trial participants.

. . .Monetary payment was the principal stimulus for the hospital residents, noting that most

did not receive a salary. . . [but] were even coerced by the Chief of Pediatrics. . . For years,
the Chief of Pediatrics and head of CEDPAP paid US$20 to the resident on duty who found

pneumonia on an X-ray, and the payment increased to US$50 if pneumococcus was found

in the blood culture, and we do not think that this is the way to make science (Mac Lean and

Degiorgis 2005:1)

5.3 Two Case Studies: COMPAS and the Hepatitis

Vaccine Trials

5.3.1 The COMPAS Trial

Upon retirement, the Chief of Pediatrics ceased to work for the municipality, and

since the Mayor had suspended his research, he could no longer use the Municipal

Children’s Hospital for his clinical trials. The clinical trials continued, however,

because the Provincial Minister of Health welcomed the retired Chief, offered him

the use of the Provincial Maternal-Neonatal Hospital and other provincial facilities,

and made arrangements for his research to continue in other municipalities of the

Province. In addition, in 2003, the Provincial Minister made the regulatory changes

to Resolution 729, previously discussed.

The retired Chief of Pediatrics looked for other municipalities in Cordoba and in

other provinces (see Chap. 4) to carry out the clinical trial of a GSK vaccine to

prevent pneumococcal infections – known as the COMPAS trial. The COMPAS
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trial was an international, multicenter trial that in the Latin American region

included Panama, Colombia and Argentina, where they expected to enroll 24,000

children under one year of age. Argentina had the highest quota of 17,000 children,

but recruitment was halted at 13,981.

With the support of the Provincial Ministry of Health, the city of Rio Cuarto in

the municipality of the same name was chosen for the trial. Rio Cuarto has a

population of 166,000 (2010) and is a service town for the rural communities of

the municipality. At the beginning, only a few municipal clinics participated in the

trial, but in 2005, all municipal clinics recruited children for the trial and a total of

331 babies were enrolled (Puntual 2005).

The Provincial Deputy Minister of Health said that the mothers of the children

had received a detailed explanation of the nature of the clinical trial, and had to

consent before their children could participate. He added that the vaccine had no

risks for the children, that it was safe, and that all physicians of the municipality

would be trained as “assistant researchers”. Since the clinical trial was taking place

in municipal facilities, and municipal personnel would be assistant researchers, it is

probable that the municipality incurred some expenses; however, the amounts,

spent, and the compensation offered by GSK are unknown. As explained in

Chap. 4, the informed consent was poorly understood by mothers, and a few

children enrolled in the trial in other provinces, died.

The Deputy Minister said (Orchuela 2006):

Recently, in compliance with the protocol, we have been congratulated for the timely

enrolment of more than 300 children

which unveils the interest of the provincial authorities in satisfying the speedy

recruitment that multinationals demand from clinical trial researchers.2 In 2009, as

mentioned in Chap. 4, the principal investigator and GSK were fined by ANMAT

for not complying with clinical trial guidelines during the implementation of

COMPAS.

5.3.2 Phase II Study of the Immunogenicity of a Vaccine

According to clinicaltrials.gov, the purpose of the Sanofi-Aventis sponsored Phase

II study comparing the immunogenicity of the combined DTaP-IPV-HB-PRP-T

vaccine with Pentaxim and Engerix-B Pediatric vaccines in healthy Argentine

children at 2, 4, & 6 months of age was “to demonstrate that the immune response

in the month of receiving the three doses of the hexavalent vaccine (DTaP-IPV-HB-

PRP-T) is not inferior to that generated after receiving the corresponding doses of

2 For more information on how pharmaceutical companies value speedy recruitment see the

Peruvian case study discussed in Chap. 12.
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the association of Pentaxim and Engerix-B Pediatric.” The secondary objective of

this clinical trial was to describe the safety profile of the vaccines in the two groups.

The study was conducted by CEDPAP and the physicians of the Provincial

Maternal Neonatal Hospital in Cordoba, with the approval of ANMAT and the

Ministry of Health of the Province of Cordoba.

According to clinicaltrials.gov, the enrollment of 624 children in Cordoba began

in October 2004 and ended in November 2005; despite the fact that the Council on

Bioethics and Human Rights in Biomedical Research at the National Ministry of

Justice announced in July, 2005, that (Tealdi 2005:13):

. . . implementation should not be approved. If the study has started, it must be suspended

with due care for the protection of research subjects

In Argentina, the National Ministry of Justice is obliged to investigate citizen

complaints involving human rights violations and the number of petitions has

increased in recent years.

The national Ministry of Justice issued a lengthy report, which included the

following points: (1) the implementation of the study disrupted the national calen-

dar for vaccinations, put children at risk, and, being a study aimed at changing

public policy, it was approved without an analysis of its relevance and possible

impact on the public health of the nation; (2) there were conflicts of interest in the

ethics committee that approved the study; and (3) the study was approved by the

ethics committee although it violated nine paragraphs of the Declaration of Helsinki

and ten clauses of the Guidelines issued by the Council for International

Organizations of Medical Sciences and the World Health Organization -CIOMS/

WHO 2002.

The official immunizations calendar of Argentina requires the administration of

the first dose of the Hepatitis B vaccine at birth, while the research protocol delayed

the vaccine until two months of age in cases where the mother was not sero-positive

for Hepatitis B. Delaying the administration of the vaccine would put Argentine

children at risk for infection, which, at such a young age would considerably

increase their possibility of developing chronic hepatitis, cirrhosis, and/or hepatic

carcinoma later in life. For this reason, the World Health Organization made

the recommendation (adopted by many countries) that the first dose of the vaccine

be given at birth, especially where there are insufficient resources to analyze the

presence of the hepatitis B antigen in pregnant women and trace the children of

infected mothers. There are other criteria to be considered when evaluating studies

aimed at altering public policy, as stated in this report (Tealdi 2005:9–10):

Proof of Principle (POP) protocols, such as this, try to show to what extent a particular

approach may work better than other immunization schedules. . . These studies do not have
a direct and immediate benefit for the population under study. . . In these cases it is

necessary to establish agreements between the sponsor and the regulatory authority and

decide up to what point the proposed research may benefit the public health of the

population and may be sustainable as public policy strategy. . . All studies in pediatric

populations must be strictly regulated and controlled by the national authority, making it

necessary to establish a national review system for biomedical research in general and for

research on vaccines in the pediatric population in particular
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As in other studies, the principal investigator was also the chairman of the ethics

committee, which approved the study, and

. . . in spite of this, neither the informed consent nor the body of the protocol identified the

existence of possible conflicts of interest. . . Similarly there was not any mention regarding

the budget of the study and eventual disbursements such as honoraria or other payments that

the researchers may receive (Tealdi 2005:10)

In addition, the evaluation by the Ministry of Justice documented the following

problems: (1) the informed consent form was incomplete and had erroneous

information, (2) a vulnerable population was not adequately protected, and primacy

was given to scientific interest instead of human wellbeing, (3) the protocol omitted

important scientific information and did not provide a careful risk – benefit evalua-

tion for the study, and (4) there was a difference in ethical standards for the sponsor

country as compared with the guest country (Tealdi 2005:12).

Later, September 20, 2005, the European Medicines Agency withdrew the

vaccine that had been used in the Argentinean experiment from the European

market because of its low immunogenicity against Hepatitis B (EMEA 2005).

However, clinicaltrials.gov shows that nine studies using that vaccine were taking

place after that date using vulnerable populations – children living in medium- and

low-income countries (see Table 5.1).

5.4 Discussion

This chapter shows the political dimensions of clinical trials. The changes to

provincial regulations that took place in Cordoba did not result from clinical

advances or new ethical approaches to clinical research, but from the interests of

elected officials and their appointed staff. The first provincial regulation was based

on internationally recognized ethical principles. It has been acknowledged that

compliance with these principles may delay the conclusion of the clinical trials

and increase their cost, and consequently, the sponsors and the principal

investigators have an interest in introducing modifications to the regulations.

Some elected officials were more vulnerable to the lobbying of the investigators

than others.

CEDPAP was an influential institution. The Director of the Municipal Children’s

Hospital told all hospital staff that CEDPAP should be considered the research unit

of the public hospital. That for the Provincial Ministry of Health, supporting

vaccine clinical trials had become a provincial policy could be attributed to

lobbying. One Minister of Health opened the doors of the Provincial Maternal

Neonatal Hospital to the ex-Chief of Pediatrics of the Municipal Children’s

Hospital – who was not allowed to continue clinical trials in the municipality due

to serious allegations of regulatory and ethical violations – to conduct clinical trials.

The political dimensions of defining clinical trial regulations are also illustrated

by the reaction of private foundations to the regulation that disallowed IRECs in
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institutions that did not offer medical care. Through lobbying, these private

organizations were successful in reversing the regulation.

The lobbying power of clinical trial researchers should not be disregarded. As

their relations with powerful transnational pharmaceutical corporations solidify,

they acquire professional prestige. Thus, the Chief of Pediatrics of the Children’s

Municipal Hospital was a member of the permanent advisory council of the Latin

American Society for Pediatric Infectious Diseases, and received a prize from the

International Organization for Training and Medical Research (IOCIM) in recog-

nition of his clinical research career.

Table 5.1 Studies of DTaP-IPV-HB-PRP-T sponsored by Sanofi-Aventis registered at

Clinicaltrials.gov (January 25, 2011)

Identification

number

Phase of

study Place Participant characteristics Sample

Participant

registration period

NCT00831311 Phase II Argentina Healthy children,

2, 4 years 6 months

624 October

2004–Novem-

ber 2005

NCT00303316 Phase III Argentina Children between 510 and

578 days, who had

participated in

NCT00831311

459 February

2006–April

2007

NCT00313911 Phase III Mexico,

Peru

Healthy children,

2, 4 years 6 months

2,133 July 2006–January

2008

NCT00315055 Phase III Turkey Healthy children,

2, 4 years 6 months

310 July 2006–July

2007

NCT00362336 Phase III South

Africa

Healthy children, 6, 10,

14 weeks

622 August 2006–May

2008

NCT00401531 Phase III Thailand Healthy children,

2, 4 years 6 months

412 October

2006–Novem-

ber 2007

NCT00404651 Phase III Mexico Healthy children,

2, 4 years 6 months

1,189 November

2006–April

2008

NCT00619502 Phase III Turkey Healthy children,

15–18 months, who

had participated in

NCT00315055

254 December

2007–Septem-

ber 2008

NCT00654901 Phase III Mexico Healthy children,

456–578 days, who

had participated in

NCT00404651

881 March 2008–May

2009

NCT00831753 Phase III Peru Healthy children,

50–71 days of age

266 May 2008–May

2009

Source: Prepared by the authors from www.Clinicaltrials.gov

Hexavalent vaccine DTaP-IPV-HB-PRP-T

DTaP Diphtheria-Tetanus-acellular Pertussis Vaccines, IPV inactivated polio vaccine, HB hepati-

tis type B, PRP-T Each dose of lyophilised PRP-T vaccine is formulated to contain 10 mg of

polyribosylribitol phosphate chemically conjugated to 24 mg of tetanus toxoid

http://clinicaltrials.gov/ct2/show/NCT01177722
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This chapter also illustrates the behavior of the pharmaceutical industry. GSK did

not appear to be concerned by the allegations raised by the municipality against the

Chief of Pediatrics and maintained him as principal investigator of COMPAS, only

to confirm several years later – through the courts – that national regulations had

been violated during the implementation of the trial. We can suggest that when a

pharmaceutical industry decides that a physician delivers, it will keep him/her as

principal investigator for years to come. For the pharmaceutical industry, delivery

means, among other things, successful lobbying and expeditious completion of

trials. The fines imposed do not appear to be a deterrent to continue business as usual.

The Sanofi-Aventis clinical trial also shows the successful lobbying that private

provincial institutions involved in clinical trials can have at the national level.

CEDPAP continued the trial even after the European Medicine Agency had with-

drawn the vaccine from its market. ANMAT and the Provincial Ministry of Health

did not raise any concern, and the National Ministry of Justice seemed to be unable

to stop the trial.

In Cordoba, most participants in clinical trials are poor and indigent, and are

recruited primarily by their attending physician. At the end of the trial, if a medicine

is commercialized, the participants will not be able to access it because of its high

price. If the poor and indigent happen to be children, then we have a case of double

vulnerability.

Finally, the concerns of the Municipality of Cordoba raise an additional impor-

tant question. The staff of the hospitals and clinics was concerned about the

interference and health risks caused by the physicians and other health workers

contracted for the clinical trials. The municipal health workers considered unethical

the fact that clinical trial participants were treated differently than ordinary patients,

that is to say that the former received better care than the latter.
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Chapter 6

Brazil: The System for the Protection

of Voluntary Participants in Research

Corina Bontempo Duca de Freitas, William Saad Hossne, and Susie Dutra

6.1 First Steps in Research Involving Humans

Discussions on the establishment of ethical parameters and the regulation of clinical

trials with human participants began in Europe and the United States in the 1950s,

gaining increasing emphasis during the 1970s and 1980s. In Brazil, clinical

research grew during the 1980s, when investigators from Europe and the USA

invited major Brazilian centers – public hospitals and academic centers – to take

part in clinical trials. As a result, the first centers for research were established, and,

as in other parts of the world, some incidents happened which caused concern and

illustrated the need for regulations to protect study subjects. The Norplant study

was a major case in point.

Norplant, a long-term (five years) contraceptive, developed by the Population

Council of the United States, consists of six capsules of levonorgestrel inserted

beneath the skin (Israel and Dacach 1993). Norplant began to be used in Brazil in

the mid-1970s, but was not reviewed by the health authorities until 1984. At that

time the country had a military government, many universities had links with

population centers, and ethical standards were lowered. For example, when the

University of Campinas presented the Norplant project to the health authorities in

1984, the President of the University was a member of the advisory committee of

the Population Council, and the study was approved without fulfilling fundamental

ethical standards. The study did not require women to give informed consent, the
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use of the product was illegally promoted in the mass media, the number of

recruitment centers grew from seven to 21 without previous authorization, and

the number of women recruited in the study was also greater than the approved

sample. Between August 1984 and January 1986, 3,562 mostly poor women were

recruited into the study when permission had been given for only 2,000 study

participants. Additionally, although it had been presented to the health authorities

as a Phase III study, the 1984 annual report of the Population Council stated that it

was a clinical trial to promote Norplant (Dos Reis 1990).

With the return of a democratic government, feminists demanded a review of

birth control programs in Brazil, which led to the formation of a Commission for

the Study of Women’s Reproductive Rights in the Ministry of Health. Following

the review of two Norplant studies, one in Rio de Janeiro (Koifman report) and the

other in Campinas – Fortaleza and Curitiba (Hardy report), which documented

the occurrence of the ethical abuses mentioned above and the emergence of adverse

events that remained unattended, the authorization to conduct clinical trials with

Norplant was cancelled on January 22, 1986.

The 1988 reform of the Brazilian Constitution strengthened the National Health

Council (Conselho Nacional de Saúde – CNS), composed of representatives of

users, agencies, and health care workers, with the objective of increasing social

control and community participation in health sector management. These events

had international repercussions (Vieira and Hossne 1987), the CNS prioritized

the regulation of research involving humans and in 1988 approved Resolution

Number 1. This resolution included the first standards for health research and

discussed the need to form research ethics committees. For its part, the agency

responsible for health surveillance and for authorizing the importation of

medications for clinical trials released its Manual of Procedures, which included

a Risk Recognition Form, as a way of self-protection against possible accusations

from study participants (or their families) who felt they had been harmed by

participating in clinical trials of products not approved for use in humans.

As Brazilian researchers were included in international trials, the CNS, espe-

cially its Committee on Science and Technology (CICT), was confronted with

ethical questions, which had not been foreseen in the first resolution. For example,

the military had conducted secret experiments, there were internationally supported

studies that had not been approved in the country of origin, and studies had taken

place in accredited Centers of Excellence where the level of risk to participants was

so high that it was said that study subjects had become human guinea pigs. There is

evidence that healthy soldiers were exposed to Leishmaniasis to test the effective-

ness of a new treatment; also, contrary to Brazilian therapeutic guidelines, AIDS

patients included in the control group of one clinical trial were denied triple

antiretroviral treatment.

Seven years after the first Resolution, a study confirmed the need to modify and

strengthen the protections for human research participants. Few ethics

committees had been formed, the scientific community did not recognize the

ethical standards, and society in general was totally uninformed. There had
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been important problems in the implementation of the regulation; for example,

there were no strategies to form ethics committees or training programs to help

them understand and execute their functions (Francisconi et al 1995). The

responsibilities of the researchers and those of the CICT were not clearly

separated; for example, the system allowed accredited centers that had been

supervised during the implementation of a clinical trial to conduct, during a

specified period, other research projects – regardless of their design and complex-

ity- without notifying the CICT.

6.2 Engaging Communities in the First Revision

of the Regulations

The premises governing this revision of the regulations were as follows:

1. The regulations will apply to all establishments and investigators conducting

research involving human beings, no matter in which area of knowledge gains

are sought, and they will not be limited to the research conducted in health

centers and hospitals. This important change was based on the premises that

the amount of science and technology research would increase, and that any

project involving human subjects holds risks and uncertainties which cannot

always be foreseen or prevented, but which may affect the health of study

participants (Hossne 2003). At that time, health was considered not to be

merely the absence of disease, but the balance between individuals and their

environments, and it involved aspects of physical, psychological, and social

wellbeing

2. The regulations will be based on updated ethical principles

3. The final product will reflect Brazilian culture and ideas, which will be unveiled

through consultations and meetings for community input

This was the first time that Brazilian decision-makers sought the involvement of

communities and experts, and engaged in a wide consultation process. The first step

was to identify the organizations and people to get involved. It was decided to

include, among others, researchers and administrators of facilities conducting

research with human subjects, experts in the analysis of bioethics in public policy,

scientific associations, universities, research centers, professional associations,

human-rights groups, experts in health law, consumer advocacy groups, women’s

movements, disease-oriented associations (i.e., diabetes association, AIDS-patients

groups, etc.), and religious institutions. In addition, other experts were invited to

guide the group in addressing ethical dilemmas, such as research involving human

reproduction, genetics, bio-security, indigenous populations, new medications and

vaccines, and new devices and equipment for the diagnosis and treatment of health

problems.
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Understanding the social repercussions and the multidisciplinary nature of

protecting human research participants, the CNS delegated responsibility for

updating the existing regulations to a multidisciplinary working group with

representatives from all interest groups.1

The members of the coordinating group were responsible for engaging other

members of their agencies and organizations in the discussion and in the various

scientific events that were organized around the general theme of bioethics

in clinical research. Box 6.1 lists the principal strategies used in this process.

After a thorough review of international codes and national regulations, a first

draft of the new regulatory framework was produced and 2,300 copies were

mailed along with letters soliciting comments and suggestions to incorporate in

the new regulation.

To encourage participation and to include the opinions of other groups, infor-

mation about the project was published in the National Medical Council’s journal,

Bioética (CFM), as well as in 20,000 copies of the National Health Service

epidemiological newsletter. The Tenth National Conference on Health included

a session on this subject, and other scientific organizations, professional and

non-professional associations, and universities held seminars to facilitate the

interchange of ideas. Several institutions established work groups and submitted

documents explaining their position and suggestions, and the press and other

media produced articles and reported on the progress and challenges of this

great social movement.

1 Participants included the National Medical Council (Conselho Federal de Medicina – CFM), the

National Feminist Network for Reproductive Health and Rights (Rede Nacional Feminista de

Saúde e Direitos Reprodutivos – REDE), the Brazilian Bar Association (Ordem dos Advogados do

Brasil – OAB), the Brazilian Bishops Conference (Conselho Nacional dos Bispos do Brasil –

CNBB), the Society of Theology and Religious Sciences (Sociedade de Teologia e Ciências da

Religião – SOTER), the Brazilian Association of Medical and Dental Device Manufacturers

(Associação Brasileira da Indústria de Equipamentos Médico- Odontológicos – ABIMO), the

Brazilian Society of Biomedical Engineering (Sociedade Brasileira de Engenharia Biomédica –

SBEB), the pharmaceutical section of the National Confederation of Industry (Confederação

Nacional da Indústria – CNI), the National Research Institute, Ministry of Science and Technology

(Conselho Nacional de Desenvolvimento Cientı́fico e Tecnológico do Ministério de Ciência

e Tecnologia – CNPqMCT), the Department of Coordination of Scientific and Technology

Development of the Ministry of Health (Coordenação de Desenvolvimento Cientifico

e Tecnológico do Ministério da Saúde – DECITMS), the National System of Sanitary Surveil-

lance, Ministry of Health (Secretaria de Vigilância Sanitária, Ministério da Saúde – SNVS),

consumer representatives of the Brazilian National Health System (Usuarios del Sistema Único

de Salud – SUS), representatives of disease-specific non-governmental organizations (ONGs), and

researchers from Fiocruz (Oswaldo Cruz Foundation) – the research agency based in the Ministry

of Health.
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Box 6.1: Method Used to Develop Regulations to Incorporate

Ethics Principles in Research Involving Human Subjects

• Frequent discussions with the scientific community and the general popu-

lation about the existing guidelines, and inviting suggestions for their

improvement

• Circulation of the current international guidelines for biomedical

research

• Incentives for institutional seminars for in-depth discussions on the

subject

• Seminars for representatives of non-profit organizations with interest in

specific diseases, and other groups of clients of the national health system

• Consolidation of the proposals and suggestions

• Presentation of a draft document of the new regulations in a public

meeting

• Presentation of the draft proposals for the new standards at the Brazilian

Congress of Bioethics

• Presentation and approval of the final version of the regulations at the CNS

and the 10th National Health Conference

After analyzing all the documents, reports, suggestions offered in writing and

during community meetings and scientific events, the Coordinating Group pro-

duced a draft document and invited the comments and suggestions from experts and

organizations. This document was also presented in a public meeting, where

various interest groups and national agencies had the opportunity to critique it

and share their thoughts and ideas.

It should be acknowledged that the HIV/AIDS organizations played an impor-

tant role during this whole process. They were well organized, and challenged

the authorities for granting permission for a study involving Indinavir that

violated basic ethical principles. In this study, some participants could only

use one medication, and they did not have access to the results of their blood

tests, which are necessary to monitor the treatment and evaluate the course

of the disease. Eventually, the National Commission terminated this study in

Brazil.

In this manner, through cooperation between the general population and the

government, a new set of regulations were developed and organized community

groups would be responsible for overseeing scientific research. In other words,

scientific research was placed under social control. Society in general would

ensure adherence to resolution CNS 196/96 entitled Guidelines and Norms

Regulating Research Involving Human Subjects (Diretrizes e Normas

Regulamentadoras de Pesquisas Envolvendo Seres Humanos) (Ministerio de
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Saude 2006),2 which is still in effect. In the case of clinical trials with especially

regulated products, a system of coordination would be established with the

National Agency of Sanitary Surveillance (ANVISA), established on January

26, 1999 through Law 9.782.

6.3 Resolution CNS 196, 1996: Guidelines and Norms

Regulating Research Involving Human Subjects,

and Supplementary Standards

Resolution CNS 196/96 established the ethical requirements and scientific

fundamentals to guarantee the rights of human subjects taking part in clinical

studies. It recognized that any research with humans carries risks, physical or

psychological, individual or collective, making it necessary to design control

mechanisms to preserve the health (physical, mental, or social) of those involved.

According to the resolution, any study involving human subjects must be approved

by an institutional Committee for Research Ethics (in Portuguese, Comitê de Ética

em Pesquisa – CEP), composed of members without any conflict of interest with the

researcher or the sponsor; and while the principal investigator bears the primary

responsibility for respecting the ethical principles and submitting the protocol for

review, the ethics committee is also responsible for ensuring that the study is

conducted in an ethical manner.

This Resolution also created the National Commission for Research Ethics

(Comissão Nacional de Ética em Pesquisa – CONEP), which is the national entity

responsible for coordinating and supervising the entire system. CONEP is account-

able for enforcing the norms and resolutions of the National Health Council (CNS)

and has regulatory, advisory, and training functions. Several study types – including

multi-center clinical trials – require CONEP to analyze the research protocols

approved by a CEP. CONEP can either ratify or question the CEP’s decision and

when the disagreements are not resolved, CONEP’s opinion is binding for all

research centers in the country involved in the study. The composition of the

CEPs and CONEP is multidisciplinary, and includes experts on research, bioethics,

law, health, social sciences, community representatives, as well as clients of the

institution where the research takes place.

The CNS 196/96 Resolution has nine chapters (Conselho Nacional de Saude

2000). The first chapter, the Preamble or Introduction, discusses the regulations in

the context of constitutional and civil law; the second chapter gives definitions; the

2Members of the executive group responsible for Resolution 196/66: William Saad Hossne

(Coordinator), Sérgio Ibiapina Ferreira Costa, Artur Custódio Moreira de Souza, Fátima Oliveira,

Leocir Pessini, Simone Nogueira, Jorge Bermudez, Márcio Fabri dos Anjos, Marı́lia Bernardes

Marques, Álvaro Antonio da Silva Ferreira, Antonio Fernando Infantosi, Albanita Viana de

Oliveira, Omilton Viscondi; Executive Secretary: Corina Bontempo de Freitas.
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third describes ethical issues in research involving humans; the fourth discusses the

characteristics of freely given and informed consent; and the fifth discusses the

benefits and risks of study participation. Chapters 6, 7, 8, and 9 refer to setting up

and conducting the study, including the flow diagram for project approval and the

distribution of responsibilities among the different participants and institutions.

The ethical guidelines emphasize compliance with the fundamental standards

listed in Box 6.2, which are based on universally accepted bioethical principles

(Hossne 2006). Bioethics is rooted in classical ethics together with the more recent

theories of Kant, and of human rights, described by Beauchamp and Childress (2008).

Included also, are ethics of responsibility, of caring, of the plurality of moral

perspectives, and Latin American values of solidarity, equity, and collective health.

Box 6.2: Ethical Standards for Research Involving Human Subjects

• The study should be of sufficient scientific quality and should be based on

any previous animal or laboratory studies

• Benefits must exceed risks for the participant

• If it is necessary to use a placebo, the principle of “do no harm” must be

respected

• Participants in the study must give their free and informed consent, as

explained in Chapter IV (CNS 196/96) “Termo de Consentimento Livre

e Esclarecido” (Freely Given and Informed Consent)

• There must be a system to assure privacy and confidentiality of

information

• The study will preferably recruit autonomous individuals as study

subjects. If vulnerable or disadvantaged persons are included, there must

be specific mechanisms for their protection

• The study must respect social and cultural values

• If the participants have benefited from the treatment, they must have

guaranteed access to the study products or therapy after the study is

completed

• The study must benefit the participants and their communities

• There must not be any conflict of interest

• International studies must include Brazilian researchers and institutions,

there must be an advantage to participants and the nation, and the study

must have been initially approved in the country of origin

• Biological material and information obtained may only be used for the

approved study

• Full attention must be guaranteed to participants; compensation may not

be withheld in case of possible harm, and the only indications for

dismissing a study subject would be for reasons of security or protection

from greater risk

• Voluntary participants may not receive financial remuneration, but their

study-related expenses (e.g. for transportation or meals) may be covered
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CNS 196/96 was later expanded in response to experience gained from the most

frequent ethical dilemmas, which generated discussion among those involved in

bioethics and clinical research, and the reports of studies in different scientific areas

(see Table 6.1). The National Health Council, through CONEP, passed Resolution

251/97 to address issues involving research for new medications, and Resolution

292/99, which relates to international projects. The latter (292/99) established that

studies with international cooperation must include Brazilians as partners with

shared responsibility for the implementation of the project; that no international

project could take place without prior approval, and without the recruitment of

participants in the country of origin; and if these conditions are not relevant to a

study, the researchers must inform the Ethics Committee (CEP), which will evalu-

ate if the benefits and risks are equitably distributed among the parties involved.

These standards, developed in accordance with requests from the government, the

scientific community, study participants, and society in general, reflect the wishes of

the citizens and the promise to defend human rights. Their objective is to assure that

studies comply with ethical principles, and that the interests and well-being of

individual human subjects take precedence over those of society and of science.

6.4 Health Regulations for the National

Health Surveillance Agency

The National Health Surveillance Agency (ANVISA) is responsible for monitoring

studies of bioavailability and bioequivalence, which are mandatory for the registra-

tion of generic medicines and other new medications. Resolution RDC No.

103/2003 requires these studies to take place in certified centers, and there is an

inspection program to guarantee quality (see Table 6.1).

More recently, Regulation RDC 34/2008 was approved. This regulation created

a register of study participants and an information system covering studies on

pharmaceutical equivalence and bio-equivalence to prevent volunteers from simul-

taneously participating in several trials, being exposed to unnecessary risks, or

potentially biasing the study results (for example, by too frequent participation or

by enrolling in more than one bioequivalency study at the same time). These issues

had been addressed in Resolution CNS 196/96, which required participants to wait

12 months before enrolling in another study and prohibited payment for participa-

tion or for daily wages lost due to participation in the study. It was considered that

these payments could unduly attract people from the lower socio-economic classes.

The regulation did allow payment of expenses for meals and transportation, but

there was no mechanism to ensure compliance with these standards and it had been

noted that a large number of study participants came from vulnerable situations,

seizing the opportunity to take part in clinical trials while ignoring excess risk. This

is an important ethical problem, which has been inadequately discussed by the

scientific community.
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Table 6.1 Principal regulations in Brazil for the conduct of clinical trials

Year Regulation Authority Major content

Current

status

1996 Law No. 9279 National

Congress

Regulates the rights and obligations in

relation to the protection of intellectual

property

In force

1996 Resolution

No. 196

CNS Ethical principles and standards for the

protection of human subjects in clinical

trials

In force

1997 Resolution

No. 240

CNS Defines the inclusion of user representatives

in the Committees for Research Ethics

(CEPs)

In force

1997 Resolution

No. 251

CNS Regulates research with human subjects for

new pharmaceuticals, medications,

vaccines, and diagnostic tests

In force

1999 Law

No. 9782

National

Congress

Restructures the National System of Sanitary

Surveillance, and created ANVISA

In force

1999 Law

No. 9787

National

Congress

Generic medications In force

1999 Resolution

No. 292

CNS Regulates research directed by foreign

companies, or which takes place with

foreign participation

In force

2000 Resolution

No. 303

CNS Regulates human reproduction research In force

2000 Resolution

No. 304

CNS Regulates research involving indigenous

populations

In force

2003 Resolution

No. 103

ANVISA Certification of centers that conduct studies

on bioequivalence and bioavailability

In force

2004 Resolution

No. 340

CNS Regulates research in the area of human

genetics

In force

2004 Resolution RDC

No. 219

ANVISA Regulates the authorization for clinical trials

with medications and health products

(later included in the standards for

health surveillance)

Revoked

2005 Resolution

No. 346

CNS Regulates multicenter projects In force

2005 Resolution

No. 347

CNS Regulates the storage of samples taken from

human subjects, and the use of biological

samples obtained during previous studies

In force

2005 Law

No. 11.105

National

Congress

Creates the National Biosafety Council

(Conselho Nacional de Biossegurança –

CNBS), and restructures the National

Technical Committee on Biosafety

(Comissão Técnica Nacional de

Biossegurança) (CTNBio)

In force

2007 Resolution

No. 370

CNS Regulates the registration and accreditation,

and the renewal of registration and

accreditation, of the CEP’s

In force

(continued)
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ANVISA developed procedures for the approval of clinical trials with new

medications (Phases I to III) and to grant permits for the importation of the

experimental drug. As part of this process, ANVISA requests CONEP to provide

information demonstrating that the proposed study meets the ethical guidelines

established by the CNS and analyses the study protocol and the characteristics of

the sponsor and institutions where the study will take place. If ANVISA is satisfied

after reviewing these documents, it will release a special communication allowing

the study to proceed and granting permission for the importation of the new

medication for the implementation of the clinical trials.

Regulation RDC No 39, 2008, is currently governing the approval process by

ANVISA (2008). It states that ANVISA must be informed of all adverse effects

arising during the clinical trial, allows ANVISA to conduct inspections of the

research centers – with or without CONEP- and apply sanctions if infringements

of Best Clinical Practices are found. ANVISA also regulates the Contract

Research Organizations (CRO’s), which, through contracts with the study

sponsors, facilitate the implementation of clinical trials in Brazil and are often

responsible for all communications between the sponsor, ANVISA and the prin-

cipal investigator.

The 2008 Regulation speeds the approval process for clinical trials by permitting

simultaneous (or parallel) evaluation by CEP-CONEP and ANVISA instead of the

previous sequential system (see Fig. 6.1). In this manner, ANVISAmay approve the

importation of experimental medications when the first Committee for Research

Ethics (CEP) approves a multi-center project, without waiting for CONEP’s

approval, but the sponsor may not begin a study until CONEP’s approval has

been received. An enforcement mechanism must be established to ensure that this

condition is met.

Table 6.1 (continued)

Year Regulation Authority Major content

Current

status

2008 Resolution RDC

No. 39

ANVISA Regulates the approval and monitoring of

clinical research involving medications

and health products, revoking RDC

219/2004

In force

2008 Resolution

No. 404

CNS Standards for placebo use, and access to

medications when a study is completed

In force

2008 Resolution RDC

No. 34

ANVISA Instituted the information system for studies

of bioequivalence and bioavailability

In force

2008 Resolution

No. 1885

National

Medical

Council

Regulates the use of placebos in research

conducted by physicians

In force

2009 Resolution

No. 421

CNS Increases CONEP members from 13 to

15, ensuring representation by CNS

Directors (including employees,

managers, and users of the Unified Health

System)

In force
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6.5 The CEP-CONEP System

The ethical evaluation of research involving humans is performed through the

CEP-CONEP structure, which is part of the National Health Council (CNS). The

final approval of clinical trials of new pharmaceuticals and other health products, as

mentioned earlier, also involve ANVISA. Until recently, the CEPs of all the

establishments where the study was to be conducted and the CONEP had to

approve a project before ANVISA could authorize it and issue an importation

license for the experimental drug or device to be tested in the trial. As mentioned

in the previous section, a relatively recent change allows ANVISA to proceed with

its work simultaneously with the CEPs’ review, with the restriction that the

sponsor may not begin the project until CONEP’s consent has been received

(see Fig. 6.1).

Both the CEPs and CONEP are agencies of munus publicum (i.e. their mission is

for the public good); they are multidisciplinary and inter-professional, and include

representatives of the users of the system; they function independently from the

sponsor and the investigator, and they defend the interest and rights of the study

participants. Committee members are volunteers who receive no employment

contract or remuneration for their work on these committees, and are selected

based on criteria of availability and commitment to ethical standards and defense

of human rights.

The CEPs are collegial bodies created by the institution they serve and although

they receive logistical support they are independent of the management of the

institution. All CEPs must be approved by CONEP, based on pre-established criteria,

and, with the principal investigator, are co-responsible in assuring that the research

Ministry of Health

CONEP

Clinical Investigator

ANVISA

Institutional ethics
committee (CEP)

Sponsor or Contract
Research Organization

(CRO)

Human
reproduction,
Genetics,
Indigenous
population,
International
cooperation,
Unapproved
products,
CEP criteria.

Authorize the
importation of new
products,
Inspections,
Sanctions,
Pharmaceutical
surveillance.

Begin the
study

CNS

Fig. 6.1 The CEP – CONEP system and its relation to ANVISA
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protocols comply with the ethical criteria established in the regulations. The CEPs are

multidisciplinary, and must include specialists in health sciences, clinical sciences,

statistics, and social and human sciences, with the restriction that members of the

same professional category may not form more than half the committee. CEP

members are elected for a three-year term; at least half of them are elected by their

colleagues, and at least one must represent the users of the institution.

The CONEP is part of the National Health Council (CNS) and receives logistical

support from the Ministry of Health, including travel expenses for members coming

from different regions and institutions in the country, but administratively it does

not report to the Ministry and is independent in decision-making. It consists of

15 members and 15 alternates chosen by the CNS from names provided by the

CEPs, and each serves for a period of four years. Six members are selected by

lottery, and nine based on their professional expertise. One member must represent

health care workers, another the managers, and two members are the users of the

National Health System (SUS). The CEP and CONEP coordinators are elected by

the committee members.

The CEPs are responsible for the ethical review of all the projects taking place in

their own institutions. CONEP examines projects approved by the CEPs that pose

major ethical risks and meet the requirements to be classified as special projects,

such as research in genetics, human reproduction, international collaboration,

biosafety, those involving indigenous groups, and any project the CEP determines

that should be evaluated by CONEP.

CONEP is also responsible for maintaining the register and supporting the CEPs,

proposing additional regulations, and providing technical assistance. Since 2008,

CONEP has the authority to make inspections of the implementation of clinical

trials and of the CEPs together with ANVISA.

6.6 Initiating the System and Challenges to the Process

To assure functionally competent CEPs, establish common evaluation criteria, and

standardize the decision-making process, CONEP listed the following actions:

1. Develop a national information system – SISNEP, a single data base of informa-

tion about projects approved by the CEPs and by CONEP, accessible through the

internet to researchers, CEP and CONEP members, and the general public. This

system has been revised and renamed as Plataforma Brasil, and the general

public can access to a subset of the information in the website http://aplicacao.

saude.gov.br/plataformabrasil/login.jsf

2. Prepare a manual of procedures for the CEPs, with the participation of ten

experienced CEP coordinators

3. Provide technical and financial support to strengthen and educate the CEPs,

providing equipment and incentives for the local preparation of courses. This

activity was also supported by the Secretary of Science and Technology in the

Ministry of Health, which has also invested resources in the training of its

members, and by the National Health Council (CNS), which sponsors annual

142 C.B.D. de Freitas et al.

http://aplicacao.saude.gov.br/plataformabrasil/login.jsf
http://aplicacao.saude.gov.br/plataformabrasil/login.jsf


conferences of committee coordinators to discuss questions arising during the

evaluation of protocols and other current concerns

CONEP monitors the performance of the CEPs using various strategies:

(1) when they are first formed and they formally request to be recognized as a

CEP, and when they renew their permit every three years; (2) by reviewing the

annual reports submitted by the CEPs to CONEP, which include, among other

important matters, the number and type of projects discussed, the number of

meetings for project evaluation and the number of members present at the CEP

meetings; and (3) by reviewing the CEP evaluations of special projects which need

to be also submitted to CONEP. This double examination of special projects serves

to assess the CEPs’ compliance with the ethical regulations. In 2003, CONEP

instituted a system for annual evaluation, recommending the suspension of

committees that did not meet minimum performance levels (see Box 6.3).

Since this system was initiated, CONEP has revoked recognition to between

two and 10 % of the CEPs annually. There is no doubt that this system is useful, but

it is still not sufficient to ensure their appropriate performance and several proposals

for improvement have been made. One of the suggestions is to promote exchange

visits between members of different CEPs, but funding is absent. Currently, in

compliance with Resolution RDC 39/2008, there are plans to make supervisory and

inspection visits to the CEPs, in coordination with ANVISA, but there are problems

with the allocation of funding and the training of personnel for this task. So it is still

a work in progress, with the goal of establishing a supervisory system with regular

and systematic oversight. Meanwhile, only sporadic inspections take place after

specific problems requiring the attention of the national agency have been noted.

Box 6.3: CONEP Criteria for the Evaluation of CEPs

• Maintenance of the mandated composition of CEP personnel (Res. CNS

196/96, VII.4, VII.5) including representatives of the users of the system

and informing CONEP of any changes that eventually become necessary

• Announcing the CEP decision on projects within the 30-day period pro-

scribed by Res. CNS 196/96, VII.13.b

• Sending a six-monthly report to CONEP of all projects approved during

that period

• Participation of more than 50 % of the CEP members in the meetings

• CEP meetings held at least once each month

• Having a designated place and time for the meetings to facilitate partici-

pation by researchers and study volunteers

• Maintaining a record of the sessions in an approved file

• Having an adequate, dedicated space to maintain confidentiality of all

records and other documents

• Storage space within the institution to keep all CEP administrative

documents and those of all reviewed projects for a minimum period of

five years

(continued)
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Box 6.3: (continued)

• Expectation of reviewing at least 12 projects per year; this estimate is

based on projects evaluated in previous years

• When the CEP requests renewal of permission to operate, there must be

proof that the CEP has an internal document governing its operation,

approved during the first year following its registration

• There must be a designated administrative officer for the CEP, supported

by the institution

• The CEP must have a fully equipped office with access to Internet,

furniture, telephone, fax and office supplies

• Development of educational materials on research ethics, for CEP

members, local researchers, and the community in general

At the end of 2007, 557 CEPs, involving 8,107 people, were operating in the

principal research centers of the country. In 2005, CEPs evaluated 17,000 research

protocols with a proposed recruitment of 600,000 study subjects. CONEP reviews

annually between 1,000 and 1,500 special projects, which is less than 10 % of

projects presented to the CEPs, signifying that the CEPs approve more than 90 % of

research protocols involving human subjects. The majority of projects reviewed by

CONEP involve new medications, and are often multicenter international studies,

followed by studies in the area of human genetics, most of which include testing for

genetic problems, the search for polymorphisms in certain populations, and the use

of stem cells.

6.7 An Evaluation of the System

After 12 Years of Experience

Twelve years after Resolution CNS 196/96 was approved, a large number of

institutions have supported the CEP/CONEP system, which has facilitated the

gathering of information about research involving humans that has taken place in

the country, the establishment of a system to protect research participants –

specially vulnerable populations, and the development of procedures for the ethical

review of the research protocols and for prohibiting or suspending studies that do

not conform with ethical guidelines. The system has been institutionalized rapidly,

and without doubt has protected human subjects and prevented abuse.

In 1996, the first year of the system, CONEP classified 70 % of special projects

that had previously received CEP approval as “opinion pending”. CONEP could not

give its final approval to these studies because they did not conform to the

regulatory requirements, had missing information, or did not comply with ethical
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requirements. The other 30 % applications were approved. Between 1996 and 2002,

the proportions were reversed, and by 2002, 70 % of proposals evaluated by

CONEP were approved, less than 30 % were pending, and between 1 and 4 %

were refused. The most common problems were incomplete protocols, inadequate

informed consent forms, incomplete information about the preliminary phases of

the study, and inadequate risk-benefit analysis (Freitas et al. 2005). This progres-

sion was predictable, and corresponded with the period of training for the CEPs.

After 2003, however, the proportion of studies classified as pending, or refused by

CONEP, increased. In 2008, CONEP initially approved 45 % of projects, refused

15 %, and classified 34 % as pending, while the remainder did not meet the

requirements for review by CONEP (Ministério da Saúde 2009). This apparent

regression in the performance of the CEPs reflected CONEP’s growing emphasis in

minimizing the use of placebos, obtaining guarantees for the continuation of

treatment after the completion of study, and requiring insurance policies to com-

pensate participants for the possible adverse effects linked to their participation in

the study. Several sources also stated that the CEPs had more difficulty meeting the

guidelines and overcoming pressures from researchers and sponsors. These

circumstances generated some friction between several CEPs and CONEP,

contributed to delays in the process of approving projects (especially those involv-

ing new medications), and explained the pressure from the pharmaceutical industry

to eliminate CONEP’s participation in the review of international projects.

Compared with other countries, according to Hirtle et al. (2000) the Brazilian

system of ethical review has several strengths, including the location of the CEPs in

the research centers, the legitimacy of the system, the performance of the CEPs, and

the attention given to avoiding conflicts of interest.

6.7.1 The Location of the CEPs

In Brazil, the CEPs are located in the institutions where research takes place, and

are coordinated at the central level. The large network of institutionally-based CEPs

in Brazil inhibits the organization of commercial ethics committees (also known as

independent committees), and helps researchers identify the CEP that will oversee

the study. The increased presence of commercial ethics committees in other

countries in the region is a concern for Brazilians, who think that commercial

interest, and the need to satisfy their sponsors, may affect the speed with which

they carry out their duties and compromise the safety of the study participants

(Lemmens and Freedman 2000). Other advantages of the institutional committees

include the following: CEP members have easy access to researchers and study

subjects, which facilitates reviewing and monitoring the implementation of

research protocols; CEPs can educate the scientific community and the users of

the services; they stimulate institutional research and discourage the implementa-

tion of isolated studies with little potential to have significant impact in the health of

the community.
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The legitimacy of the system is of crucial importance because it builds trust in

the ethical review. There are two conditions for a system to have legitimacy: (1) the

process of forming the ethics committees, and (2) the clear establishment of a locus

of responsibility and a decision-making mechanism to govern committee

operations. As we have seen, committee members must be democratically elected

and include representatives of users of the health system as well as experts in the

different disciplines to ensure that the evaluation of study protocols is done with

the necessary scientific and ethical rigor. The functions of the CEPs and CONEP are

well defined in the resolutions of the National Health Council (CNS), especially in

Resolution 196/96, which includes – in addition to guidelines for the ethical

analysis of the protocol – the standards that govern a good part of the operational

process, which are described in detail in the Manual of Procedures of the CEP.

In practice, the system has some deficiencies. For example, in-depth surveys of

188 people nominated by the CEPs to be part of CONEP revealed the following:

more than 40 % of those interviewed said that the representatives of the users of the

system participated and contributed little to the discussion of the protocols, and

were not invited to provide written reports about the projects; and 10 % reported

that meetings took place without a quorum of 50 % of members present (Freitas

2007). This is a problem in other countries also, and shows that support must

continue, both to stimulate participation by the general public and to increase the

ability of the system to democratize the decision-making processes of the CEPs.

From the perspective of system users, one factor, which threatens the legitimacy

of the system is the issue of confidentiality of discussions within the CEPs and the

CONEP. These are not public meetings; only the name of the institution where the

approved project will be implemented is released, and information about rejected or

suspended projects is known only to the CEPs and researchers who are directly

involved. This protects the interests of the sponsors, who can move the project to

other institutions or countries with less strict regulations. This matter must be

discussed thoroughly, as it affects everyone.

6.7.2 Conflicts of Interest

The institutional ethics committee must be independent in its decision-making, and

not only assure the protection of the rights and welfare of study participants but also

generate public confidence in the system. Many factors influence the independence

of institutional ethics committee members, including the role and responsibilities of

whoever appoints the committee members. There is concern about the indepen-

dence of CEPs that serve clinical research groups or institutional groups, which

financially benefit from research projects, because pressure may be placed on the

CEPs to approve projects that could contribute to the financial or other goals of the

institution. For this reason, it is very important to ensure that the ethical review

system is totally independent of institutional pressure, which is not an easy task.
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Freitas (2007) documented that 48 % of CEP members who had been nominated as

candidates for CONEP were holding administrative and management positions in

their institutions, and 18 % were directors of the research area, therefore also

responsible for increasing institutional research. Most were professionals with

research experience, and 26 % had participated in clinical trials sponsored by the

transnational pharmaceutical industry.

The Brazilian system does have checks and balances, which help reduce the

influence of conflicts of interest and the possibility that sponsors manipulate the

institutional CEPs. For example, (1) the CEP-CONEP structure reports and is

overseen by the National Health Council (CNS). The CNS is an organization with

community participation and social control, and acts as a bridge between the govern-

ment and the people in general – 50%of itsmembers represent systemusers, and 50%

are health care workers; and (2) the CEPs coordinate with a central office – CONEP –

which in turn is accountable to the CNS. Other countries with older control systems,

e.g. Canada and Germany, say that the lack of a central office has been a weakness of

their system and Germany has recently established such an office.

In summary, the Brazilian system has seen continuous development and has

tested the ability of the national level to support the process. Much progress has

been made although challenges remain. As mentioned, CEPmembers must not have

an administrative appointment in the institution supporting a CEP, must have at least

a minimal level of training in research ethics, and must be elected by their peers. The

committee coordinator must be democratically elected by the committee members,

and the participation of system users must be increased, be it in numbers or in ways

to facilitate their active participation in CEP discussions and decision-making.

The system could continue to gain strength if the exchange of opinions and

experiences among the CEPs, and between the CEPs and CONEP, was fostered.

Greater interaction among CEPs with different levels of experience and develop-

ment could lessen the pressure on CONEP to guarantee the integrity of the system.

These activities should be part of the continuing training and support programs.

6.8 Conclusion

Ideally, clinical trials will increasingly abide by internationally accepted ethical

requirements, be focused on the health of Brazilians, and benefit all participants –

patients, health professionals, hospitals, universities, and regulatory agencies.

Planning and investment in the system is necessary to continue to advance clinical

research regulation in Brazil. As Brazil becomes more attractive for clinical

research and increases the number of researchers who meet international standards,

concern for the respect of ethical standards increases. Current regulations and the

creation of the CEP/CONEP system demonstrate that the nation is well able not

only to develop guidelines, but also to apply ethical principles through clinical

researchers and the hundreds of CEPs that are distributed throughout the country.

There is still much to be done, and it is important to reflect on the shared
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responsibility of ensuring the sustainability of the system of ethical review of

research projects.

It should be noted that the CEP is a legitimate area for democratic debate, and

has an important social role from which to draw lessons that according to Gutmann

and Thompson (1997) may be applicable to other public policy areas. For example,

for endorsing the legitimacy of collective decisions, supporting the value of

activities carried out in the public arena, making decisions based on mutual respect

when there are different and diverse interests, and also incorporating strategies to

permit the correction of errors, on the part of citizens and professionals, which

occur when there is an incomplete understanding of the problems that may arise

during the planning and implementation of research studies.
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tica em pesquisa (Research ethics committees handbook). Brası́lia: Ministério da Saúde. http://
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Chapter 7

Progress and Challenges of Clinical

Research with New Medications in Brazil

Corina Bontempo Duca de Freitas and Bruno R. Schlemper Jr.

7.1 The Current Situation of Clinical Research in Brazil

More clinical trials of new medications are carried out in Brazil than in any other

Latin American country. According to Clinicaltrials.gov, 1,397 clinical trials had

been registered prior to April, 2010; eight before the year 2000, 1,316 between 2000

and 2009, and 73 during the first 4 months of 2010. In April, 2010, 429 studies

(31 % of those registered) were recruiting participants. Most clinical trials in Brazil

(922, or 71 %) are sponsored totally or in part by the pharmaceutical industry, while

the remainder (29 %) are sponsored by a variety of organizations. An unknown

number of the latter group includes clinical trials subcontracted by the industry to

intermediary companies, such as Contract Research Organizations (CROs) and

universities. Approximately 4.4 % of trials are sponsored by United States federal

government agencies, including the National Institutes of Health (NIH). More than

half of the registered studies are phase III trials (758), followed by phase II (268),

phase IV (218), and phase I (68) (Freitas et al. 2005).

As shown in Table 7.1, the number of clinical trials carried out in Brazil has

increased greatly, especially between 2007 and 2008. Phase III studies predomi-

nate, but phases I and II studies have also increased. The proportion of placebo

controlled studies, although high, has been decreasing. The decline in the use of

placebos can be attributed, at least partly, to the leadership of Brazilian bioethicists

who have been advocating for prohibiting placebo-controlled trials when alterna-

tive therapies are available.

Table 7.1 presents the change that has taken place in clinical trial sponsorship.

There has been a decrease in clinical trials financed by USA federal agencies,
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and an increase in studies sponsored by universities and other organizations.

The Clinicaltrials.gov register does not include budget information, and mentions

only the total number of study participants to be recruited in the study. It does not

specify the number of participants to be enrolled in each country.

The International Clinical Trials Registry Platform (ICTRP) of the World Health

Organization also shows an increased number of clinical trials taking place in

Brazil. Including clinical trials implemented outside the USA, ICTRP data

indicates that Brazilians have participated in 20 % more clinical trials than reported

in Clinicaltrials.gov. The ICTRP register does include the same level of detail about

the characteristics of the clinical trials, as does Clinicaltrials.gov.

Prior to 2006, the National Health Surveillance Agency (ANVISA) had to grant

permission for the implementation of the trial to each health facility taking part in a

multicenter trial and had to facilitate the importation of medications and medical

devices not marketed in Brazil (generally for phases I, II and III clinical trials). The

number of facilities receiving ANVISA authorization increased between 1995 and

2005 (see Table 7.2), and there was also an increase in the number of Brazilian

Table 7.1 Clinical trials in Brazil, 2000–2010

2005 2006 2007 2008 2009

Number of registered clinical trials 173 206 203 316 294

Phase I 8 8 11 8 20

Phase II 40 45 41 61 45

Phase III 106 138 100 158 138

Phase IV 23 21 39 61 43

Sponsored by:

Pharmaceutical industry 151 177 152 217 161

NIH and other USA federal agencies 13 8 7 3 4

Universities/Organizations 14 31 56 109 139

With placebo (in the title) 69 77 83 96 85

Percent of total 40 37 41 30 29

Studies in children (<18 years) 33 28 26 61 72

Percent of total 19 14 13 19 24

Based on Clinicaltrials.gov. Not all entries include information about the phase of the trial or the

sponsor, and category totals may not correspond with the total number of studies conducted in a

particular year

Table 7.2 Number of communications from ANVISA to Research Centers authorizing

clinical trials

Year

Number of

communications Year

Number of

communications Year

Number of

communications

1995 30 1999 430 2003 819

1996 80 2000 767 2004 881

1997 180 2001 846 2005 940

1998 394 2002 880

Source: ANVISA. Medications. Clinical Research. Data on Clinical Research. http://www.anvisa.

gov.br. Accessed 5 May 2008. The URL address for the English website is http://www.anvisa.gov.

br/eng/index.htm
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researchers participating in multicentric studies. Using data from the National

Commission for Research Ethics (CONEP), Freitas et al. (2005) documented that

each clinical trial protocol for new drugs (medications and vaccines) reviewed by

CONEP in 2004 included on average between four and five research centers.

Since 2006, CONEP analyzes only the protocol sent by the first center to receive

ANVISA authorization. This center is designated the coordinating center (Conselho

Nacional de Saúde Resolução 2005). Authorizations are then extended to the other

centers included in the study. ANVISA registrations since 2006 are therefore

by clinical trial instead of by research center. Table 7.3 shows a continued increase

to 2008 in the number of clinical trial protocols for newmedications ormedical devices

submitted and approved by ANVISA (although the percent approved decreased).

Between 2005 and 2009, an average of 224 clinical trials were approved each year

(70 % of protocols submitted). As discussed in Chap. 6 until very recently, ANVISA

did not authorize clinical trials nor the importation of drugs or medical devices not

marketed in Brazil without prior approval from the institutional research ethics

committee (CEP) and from CONEP. ANVISA’s Resolution RDC No. 39 (ANVISA

2008) gave the agency the ability to authorize the initiation of the administrative

process for a clinical trial following approval of the study by the first CEP without

waiting for CONEP’s decision, but participant recruitment can not begin until

approval is received from CONEP. This change is expected to accelerate the tasks

necessary to begin a clinical trial, but a monitoring system is needed to ensure that

sponsors and researchers comply with any adjustments that CONEP might request.

7.2 Advantages of Conducting Clinical Trials in Brazil

Conducting clinical trials in Brazil offers the following advantages to the pharma-

ceutical industry:

• The availability of patientswith different patterns of disease (both infectious diseases

typically seen in developing countries and health problems of the high-income

countries, such as hypertension, diabetes, and cancer)

Table 7.3 Studies presented and approved by ANVISA, 2003–2009

Year Number of studies presented Number of studies approved Percent approved

2003 184 177 96

2004 237 197 83

2005 250 213 85

2006 283 229 81

2007 281 221 79

2008 366 243 66

2009 315 216 69

Source: ANVISA. Medications. Clinical Research. Data on Clinical Research. http://www.anvisa.

gov.br. Accessed 5 May 2008. ANVISA has a good English website http://www.anvisa.gov.br/

eng/index.htm
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• People with few resources to purchase needed medications who are willing to

participate in clinical trials

• An ethnically varied population

• A young population – one quarter of the Brazilian population is under 14 years

of age, and could participate in pediatric clinical trials

• A high proportion of drug-naı̈ve, potential participants (people who have never

taken pharmaceuticals, or who have had minimal exposure to them, and have not

participated in clinical trials)

• Large, well-equipped medical centers, where many participants could be

recruited reducing the need to include many other centers for the clinical trial

• Trained, frequently multilingual personnel, wanting to participate in clinical

trials, and

• Brazil’s location allows clinical trials of medications for seasonal health

problems to continue when the season in the northern hemisphere has ended

The most important item on this list is the ability to recruit study participants.

Brazil is the second market for pharmaceuticals in Latin America after Mexico, and

it is estimated that in a population of 190 million people, 40–50 % has no – or

limited – access to essential medications (Brazil Brand nd). To ensure a high

retention rate for study participants, new recruits into a clinical trial receive special

services that are unavailable in the free public facilities of the Brazilian National

Health System (SUS), such as transportation to the research center, reimbursement

for meals, and additional health examinations (Redfearn 2008).

The ease of recruitment compensates for the, until recently, relatively long time

required for regulatory approval of a clinical trial through the CEP-CONEP system.

One CRO believes Brazil to be one of the best countries for participant recruitment

when patient enrollments are slow in other places (Redfearn 2008).

The ease of recruitment may lead to violations of the ethical principle of justice.

When it is not possible to recruit patients in other countries, as stated in the

protocol, the sponsor of the clinical trial may easily increase the number of

Brazilian participants. This means that the principle of justice could be violated,

because, instead of evenly distributing the risks and benefits, a greater number of

Brazilians than originally planned would assume the risks associated with clinical

trial participation. Compared with other developing countries, more clinical trials

with children and more large trials with over 1,000 study subjects are conducted in

Brazil (Alvarenga and Martins 2010).

Clinical trials are economical in Brazil because the salaries and honoraria of the

researchers and assistants are lower than those of staff in higher-salaried countries,

and because the majority of the clinical trials are conducted in the medical facilities

of the public health system (SUS). It is possible that the SUS subsidizes the

research, because mechanisms do not exist to separate the direct and indirect

costs associated with a clinical trial, including staff time given to patient recruit-

ment and to other processes specifically related to the clinical trial.
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7.3 The Social Importance of Research:

Types of Medications and Studies

In Brazil, the increase in participation in international multicenter clinical trials has

not corresponded to an increase in the research areas prioritized in the national

agenda of the Ministry of Health (Ministério da Saúde 2008). National research

priorities include an evaluation of the effectiveness of new therapeutic

interventions; the development of protocols which could include physiotherapy,

homeopathy, and acupuncture; ways to increase compliance with treatment for

chronic conditions; research and development of medications which could substi-

tute for imported, high cost pharmaceuticals, and clinical evaluation of generic

medications. Also of national importance is the development of vaccines for

pathologies of strategic interest (yellow fever, meningitis B/C conjugate vaccine,

varicella, chicken pox), or of epidemiologic concern (dengue, schistosomiasis,

leishmaniasis, tuberculosis, malaria, and HIV/AIDS). Given the diversity of

Brazilian ecosystems, the research and development of herbal medicinal products

and alternative therapies could have great potential. To develop this research, in

addition to investing more resources, Brazil has to improve its systems to patent and

commercialize its own products.

According to the research protocols registered with the ICTRP, most clinical

trials taking place in Brazil are for chronic diseases with a large worldwide market,

such as treatments for diabetes, hypertension, cardiovascular diseases, arthritis,

mental illnesses, cancer, and the medicalization of some physiological conditions

such as hormone replacement therapy for women and, more recently, for men

(WHO.ICTRP nd).

There is little research on other pathologies which are more prevalent in Brazil

than in most high-income countries, such as malaria, dengue, tuberculosis, or

leprosy (Hansen’s Disease). Only 1 % of newly developed pharmaceuticals are

for illnesses found mostly in low-income countries (Garrafa and Lorenzo 2009).

Phase IV studies, clinical trials with commercialized drugs, need only the

approval of the research ethics committee of the institution, and are not reviewed

by CONEP. The principal objective of these studies is to get prescribers to recom-

mend the drug. Each trial may include thousands of participants, and they are

causing concern for the following reasons:

1. These clinical trials could endanger participants, especially because a patient in

treatment must stop the treatment for a prescribed length of time – wash out

period – before being able to participate in the clinical trial. Another problem is

the frequent use of inadequate doses of active products in the control group

2. If the study sponsors do not guarantee the continuation of treatment when the

study medication has been found to be effective and safe, continuing treatment

may increase cost for the individual or for the public sector

3. The cost of these clinical trials results in an unnecessary increase in the final

price of the medication. The research agenda of the Ministry of Health includes
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initiatives to substitute accessible products for expensive pharmaceuticals and

medical devices. One suggested option is to deny approval of Phase IV and

non-inferiority trials, especially if they are for medications, which will be more

expensive than those currently available

The Kaletra study is an example of an unethical clinical trial, which was reported

in the media (Leite 2010). In 2005, CONEP suspended a clinical trial of Kaletra

sponsored by Abbott, because it had not been approved through the CEP-CONEP

system. That same year, representatives from the Audit Department of the Ministry

of Health went to the Graffree Guinle hospital in Rio de Janeiro to investigate a

complaint of another clandestine clinical trial of Kaletra. The audit found the

complaint to be legitimate. In 2007, the complaint was reviewed by the legal

department, and in 2009 it was confirmed that the clinical trial had been conducted

without the necessary documents. The study was a single-arm Phase 4 clinical trial,

taking place in 10 Brazilian centers, with the objective of adding Kaletra to the

medical formulary and to the treatment protocol for patients with HIV/AIDS. It was

a marketing study disguised as a research project.

7.4 The Most Common Ethical Issues Related

to Clinical Trials

Ethical issues related to international clinical trials, which have been discussed

frequently by the research ethics committees and CONEP during their first 10 years

of existence, can be categorized as follows (Freitas 2009):

1. Concerning volunteer study participants:

– Recruitment of participants who are receiving treatment and must abandon it

during a wash-out period before beginning the clinical trial

– Placebo group comparison, which leaves patients assigned to this group

without access to available treatments

– Problems assuring the continuity of treatments shown to be helpful during a

clinical trial

– Storage and export of biological material to be used in other studies without

obtaining specific permission from each participant in the original clinical trial

2. Concerning the principal investigator:

– The responsibility of the researchers is usually to recruit patients and to

collect data and biological specimens, without contributing to the study

design or data analysis. Their involvement in a clinical trial rarely increases

their own knowledge and skills

– The study sponsor analyzes the data and publishes the results, which reverses

the usual responsibilities – it limits the researcher’s ability to analyze the data,

and makes the researcher dependent on the study sponsor
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3. Concerning the institution where the clinical trial takes place:

– Contracts are made between the study sponsor or the CROs and the

researcher, but many clinical trials take place in public facilities which

receive no compensation for expenses caused by the clinical trial

– Contracts exempting sponsors from responsibility for adverse effects on

participants during a clinical trial can result in compensation to those affected

having to be provided by the institution where the trial took place

Another problem is the lack of a discussion about intellectual property rights,

patents, and issues related to the transfer of technology or commercial potential

prior to starting the trial, which means that neither the country nor individuals will

enjoy long term benefits from participating in the study.

During the initial years of the CEP-CONEP system (1998–2004), only a small

proportion of research proposals (including clinical trials) were rejected (see

Table 7.4). In 1998 and 1999, a large proportion, around two-thirds, of proposals

approved by the research ethics committees was questioned by CONEP and

between 2000 and 2008 this proportion remained relatively stable at 30–45 %.

Rejected proposals spiked to 15 % in 2008, but whether the rejected proposals were

for clinical trials or for other clinical and epidemiological studies also reviewed by

the CEP-CONEP system is unknown.

In 2002, CONEP conducted a study of the reasons for their rejection of

34 research proposals previously approved by the CEPs (see Table 7.5). Nineteen

(56 %) were clinical trials. More than a quarter (29 %) of all the studies and more

than half of the clinical trials were rejected because they included a placebo group.

Placebo control studies were used to study treatments for patients with atrial

fibrillation, infections and mental health problems. Some of the placebo controlled

studies offered the new medication to patients assigned to the placeb group if it was

proven effective at the end of the clinical trial.

The second most frequent reason for the rejection of the study proposal was that

previous phases of the clinical trial had not been completed (23 %). In one case, the

medication was thought to have more risks than benefits. Another clinical trial was

rejected because the proposed intranasal pediatric vaccine had been marketed in a

European country and had caused reactions such as facial paralysis, and more

studies were required to establish its safety and efficacy. During this review,

CONEP discussed the vaccine with the immunization department of the Ministry

of Health, and learned that even if the vaccine proved effective, the Ministry did not

plan to include it in the calendar of vaccinations in the foreseeable future. CONEP

Table 7.4 Projects presented to CONEP by approval status (in percentages), 1998–2008

Outcome 1998 1999 2000 2001 2002 2003 2004 2008

Approved 27 40 59 65 64 50 58 45

Questioned 69 58 38 30 32 45 38 34

Not approved 4 2 3 5 4 5 4 15

Source: CONEP (National Commission for Research Ethics. Comissão Nacional de Éticaem

Pesquisa) http://conselho.saude.gov.br/web_comissoes/conep/index.html
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Table 7.5 Reasons given by CONEP for non-approval of 34 research projects in special subject

areas, 2002

Primary reason for non-approval

Number

of studies

Percent

of not

approved Area of study

Placebo controlled studies of new

medications without allowing

participants to access treatment

of proven efficacy

10 29 Atrial fibrillation, panic syndrome,

mania, asthma, head injury,

genital warts, ankylosing spon-

dylitis, onychomycosis, psori-

atic arthritis, tinea pedis

Previous phase incomplete, clini-

cal or pre-clinical, without a

clear indication of effectivity

8 23 Bone marrow transplant for

hemoglobinopathies, open

study of a medication for

schizophrenia, new medication

for advanced cancer, the use of

latex membrane for pterigium

surgery, intragastric balloon,

herbal medicines for AIDS,

cyto-protectors in patients

receiving radiation therapy,

intragastric polyethylene strips

Inadequate methods, objectives,

and confusing inclusion/exclu-

sion criteria which could

invalidate the results

5 15 Genetic polymorphisms in

populations, Johrei technique,

studies in indigenous

populations, environmental

factors influencing Leishmani-

asis, measurement of alcohol in

breath expired by crash victims

Burden on vulnerable populations

that could result in exploitation

and stigmatization

5 15 Intranasal vaccine discontinued in

Switzerland, genetic mapping

of incarcerated patients, dia-

phragm and gel in prostitutes,

anticancer drugs in terminal

patients, Vitamin A in bron-

chial hyperactivity in children

Application of diagnostic tests

without treatment provision for

those found to have a disease

4 12 Insomnia/depression in the indige-

nous population, genetic stud-

ies in carriers of HIV without

providing the results to study

participants, natural history of

urban leptospirosis, gingivitis

databank

Commercialization of biologic

material

1 3 Purchase of surplus pathology

material for shipment abroad

Risks exceed benefits 1 3 Study medication had been shown

to be carcinogenic in preclini-

cal studies

Total 34 101

Source: CONEP (National Commission for Research Ethics. Comissão Nacional de Ética em

Pesquisa) http://conselho.saude.gov.br/web_comissoes/conep/index.html
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rejected the study proposal because it did not respect the principle of justice when

participants would be exposed to the risks of the clinical trial without any potential

benefit for the Brazilian population. The remaining reasons for study rejection by

CONEP affected mostly population studies rather than clinical trials sponsored by

international companies.

In 2004, CONEP again analyzed the reasons for rejecting 42 research proposals

(including some proposed clinical trials), and found similar problems (see

Table 7.6). During that year CONEP asked for more information on 60 % of the

proposals requesting approval (it is not known how many were for clinical trials)

because, among other reasons, the documentation and/or the informed consent

forms were incomplete, there was a lack of information about the possible use

and exportation of genetic material, or access to treatment following a clinical trial

was not guaranteed.

Non-compliance with the administrative process (incomplete presentation of

information) and / or ethical principles delays final approval of the protocol and

therefore the beginning of the clinical trial. The risk of delayed approval, a delayed

trial, and ultimately delayed commercialization of the product should be a strong

incentive for the researchers, the CROs, and the research ethics committees to

comply with the established guidelines.

Table 7.6 Reasons given by CONEP for non-approval of 42 research projects in special subject

areas, 2004

Primary reason for non-approval: Number Percent

Risks exceed benefits, or poor risk/benefit analysis (badly justified studies

with placebo, and/or a wash-out period)
15 36

Proposal incomplete, too abbreviated, confused, erroneous information 14 33

No participant benefit (epidemiological studies not providing test results

to participants, nor treatment if disease is detected; genetic studies not

providing genetic counseling

11 26

Inadequate or poorly justified methods 9 21

Exposure of vulnerable population to unnecessary risks 6 14

Lack of guarantee of treatment continuity 4 10

No guarantee of confidentiality of information 4 10

Unjustified storage of biological material for more than five years, or

insufficient information about the use and destination of the materials

or the establishment of a biobank

4 10

Inadequate, restrictive, or ambiguous compensation clause 2 5

Lack of justification (or insufficient justification) to send biological

material abroad, sale of organs

2 5

Other reasons: insufficient information about previous phases of the study,

exaggerated financial gain (genome), no technology transfer, studies

involving the illegal use of human embryos, drugs previously withdrawn

from the market, international study that does not include Brazilian

counterparts, a sub-study of a primary study which was not approved,

conflicts of interest in the strategy to recruit researchers

8 20

Source: Freitas et al. (2005)

Note: Some proposals were refused for more than one reason, and totals exceed 42/100 %
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7.5 Advances in Ethics Regulations

and Their Application in Practice

Brazil is making progress in the development of legal and regulatory frameworks to

prevent ethical violations, and civic organizations have contributed to this process

by facilitating the unveiling of ethical problems related to clinical trials. One

interesting development has been the collaboration between various interest groups,

including researchers, civic organizations, public policy personnel, professional

organizations, and the CEP-CONEP system. NGOs working with HIV/AIDS

patients have been very effective in minimizing the risk and maximizing the benefits

to clinical trial participants, by eliminating placebos if a proven treatment already

exists, and by ensuring access to effective treatments following the clinical trial.

The regulations require study protocols to include complete information about

the number and characteristics of the study population to be recruited, a report of

the results of the previous phases of the study, documents showing that the protocol

has been approved by the country where the study originated, and the budget. The

protocol will not be approved until this documentation is complete.

The regulations emphasize that potential participants in clinical trials understand

the risks and benefits inherent in their participation and have all the necessary

information for making a free and informed decision, which means that potential

participants should have enough time to reflect, pose questions and express

concerns. CONEP frequently asks for additional information on the consent form,

or for changes in the language style, or may request a summary of the information

that can be understood by study participants or their legal representatives. In clinical

trials, which are not double blind, there may be a specific informed-consent form for

the control group.

The architects of the revised ethical rules in Brazil emphasized respect for the

principle of autonomy in obtaining informed consent, and this is reflected in the

terms they have selected to express that consent must be informed and freely given.

Empirical studies, however, have shown that researchers have not been very

sensitive to this process, as they continue to use consent forms filled with technical

jargon and a bureaucratic system to obtain participants’ consent.

Goldim (2006) studied the consent forms used in the Hospital de Clı́nicas of

Porto Alegre and found that at least 11 years of school were needed to understand

91.7 % of the words in the consent form. Only 16.6 % of adults living in the south of

Brazil, the most developed part of the country, had this level of education.

A different study of participants in a cardiology clinical trial showed that 50 % of

the study population had not understood the consent form while 33 % had not even

read it, signing the form because they trusted the physician’s recommendation. Two

thirds (67 %) of participants who received a placebo did not understand what this

meant; and the lack of understanding closely correlated with their education level

(Meneguin et al. 2010). Marodin (2009) found that 71.6 % of the adverse effects

identified in previous phases of a study were not shared with either the researchers

or the participants in the current clinical trial.
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Another study conducted in several European and Latin American countries,

including Brazil, found that the process of obtaining free and informed consent was

part of a bureaucratic system, functioning more as a legal document to protect the

study sponsors and researchers than clinical trial participants (Eulabor 2005).

In addition, difficulty in accessing medications limits the full exercise of auton-

omy when Brazilians must decide if they want to participate in a clinical trial.

Patients value the special attention and free services offered by the research team,

and may not fully understand the risks of taking experimental medications.

7.5.1 Continuity of Treatment

Two matters that continue to be discussed in the CEPs, CONEP, and ANVISA, are

the continuity of treatment following the conclusion of the clinical trial and the

justification for the use of a placebo. The National Health Council (CNS) included

in three resolutions (Conselho Nacional de Saúde CNS 1996, 1997, 2008) the

obligation to facilitate participants’ access to experimental treatment if, according

to medical opinion, it had been effective for the patient. It should be noted,

however, that some patients have only been able to receive the treatment following

a lawsuit.

For example, Kauã de Godoy Chaves Pereita was born in Canoas in August,

2003, with the inherited disease mucopolysaccharidosis Type I, a rare and progres-

sive disorder caused by the lack of an enzyme. Kauã participated in a clinical trial

sponsored by the Genzime company of Brazil, Biomarin Pharmaceutical and the

Genzyme Corporation, which took place in the Hospital de Clı́nicas of Porto Alegre

between March, 2005, and April, 2006. At the end of the trial, Kauã’s mother sued

the state of Rio Grande do Sul to continue to have access to the experimental

treatment, laronidase. The Court ruled in her favor, and the state accepted the

judgment and sued the sponsors of the clinical trial.

The Judge ruled in favor of the state of Rio Grande do Sul, and required the

pharmaceutical companies to pay to the state the expenses incurred in Kauã’s

treatment (78,000 reales, approximately US $37,030 on April 30, 2006). In issuing

the ruling, the Judge said (Tribunal de Justiça do Rio Grande do Sul 2007):

They (the pharmaceutical companies) cannot invite someone to participate in a clinical trial

and, after discovering or perfecting a medication, require that the participant sues the state

to provide the medication which he or she has contributed to develop

For the Judge, the relation between the participant and the researcher is inde-

pendent of the state’s promise to protect the health of its citizens. The moment that a

pharmaceutical company invites a patient to participate in a clinical trial, the

company assumes an obligation regarding the risks to which the participant might

be exposed. The Judge added:

It is an obligation arising from the activity undertaken by the laboratory, and cannot be

shared with anyone
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According to the Tribunal de Justiça do Rio Grande do Sul (2007) the informed

consent form stated that:

Following the 26 weeks of treatment, Aldurazyme (laronidase) will be offered with no time

limit to patients who have participated in the study and have not missed more than three

consecutive infusions if they were receiving them weekly, or two consecutive infusions if

they were receiving them every two weeks

During the past 2 years, CONEP has closely followed the implementation of this

standard, although some researchers have questioned whether offering this benefit

would put pressure on study participants and are unsure about how to comply with

the standard (Deucher 2009). In Brazil, the CEP-CONEP system would not approve

protocols, which do not assure access to the medication, or the continuation of the

project so that participants in the clinical trial can continue to have access to the

treatment. ANVISA has published recommendations related to the obligation to

facilitate access to the effective treatment after the completion of the clinical trial

(ANVISA 2010). In this document, ANVISA states:

. . . in cases in which the participant benefits from the medication under investigation,

which, in the opinion of the physician, is a better therapeutic alternative, and when there

will be no extension of the study after the approved protocol, the Coordination of Research

and New Medications (COPEM) section of ANVISA, with the objective of linking the

CONEP regulation with the current health law, recommends that the sponsor continues to

donate the pharmaceuticals in accordance with the following criteria and procedures:

1. The sponsor must provide documentation to ANVISA, either annually or at another time

period established by mutual consent, of the quantity of medications necessary to

continue to treat clinical trial participants

2. A medical report explaining the need for continued treatment with the experimental

medication for certain patients, specifying the promise of the medical team to continue

to treat these patients

3. A declaration from the study sponsor committing to provide the medication and to

continue to monitor the safety of the patients who continue with the medication

4. A declaration from the study sponsor committing to the importation, storage, and

distribution of the medication to the research centers, with a commitment to label the

imported medication in accordance with special regulations

The ANVISA recommendations incorporate a system to detect and adequately

monitor adverse effects. There has not been any progress in adopting this recom-

mendation, however. There are also legal problems, which prevent all Brazilians

from accessing medications, which have been tested in the country. In response to

the use of the flexibilities included in the Trade-Related Aspects of Intellectual

Property Rights Agreement (TRIPS) to increase access to HIV/AIDS medications,

some companies have not registered the new product in Brazil, or in other countries

that have used similar strategies such as Thailand, creating a new barrier to access.

Ninety-two Brazilian patients participated in clinical trials sponsored by

Boehringer Ingelheim to study the safety and effectiveness of tripanavir in patients

who are resistant to other protease inhibitors. This drug has been shown to be

effective, and is marketed in other countries. In Brazil, it is available only to people

who participated in the clinical trial, while more than 2,000 patients who could

have benefitted from the drug have no access to it. In 2008, the Public Defender of
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the State of São Paulo sued the government to provide tripanavir without cost to a

patient (Pereira 2010). As a result, the Ministry of Health had to provide duronavir,

which is also effective in patients with resistance to other antiretrovirals, while

Boehringer Ingelheim postponed the marketing of tripanavir until July 2010. The

current regulatory framework increases the responsibility and involves physicians

in ensuring that the rights of patients at the end of a clinical trial are honored.

Physicians have to confirm that there is a procedure to guarantee that the patients

who appear to have benefited from the experimental treatment will continue to have

access and adverse events will continue to be monitored.

7.5.2 The Use of Placebo

For many ethicists, a clinical trial controlled with placebo is not justified when there

are safe and effective medications to treat the condition. This is even less so when

the only reason for including a placebo is economic. Clinical trials with a placebo-

control group are less expensive, because they require a smaller sample size and a

less cumbersome infrastructure than trials where the control group is treated with

medicines already available in the market. The only conclusion that can be obtained

from a placebo controlled clinical trial is that the new medication might be better

than doing nothing, but it cannot inform about the overall safety and efficacy of the

new medication over those already available (Tereskerz 2003).

In Brazil, the bioethical discussion about the use of a placebo also involves

issues related to the principles of equity and justice. The goal is to avoid the double

standard caused by using different ethical criteria for countries with different levels

of wealth. Researchers and bioethicists have discussed how the relaxation of

standards related to the use of placebo increases the risks for the most vulnerable

countries and populations (Greco 2003; Garrafa and Prado 2001).

There are frequent debates and discussions among sponsors, researchers, and

society in general over the use of placebo in clinical trials of medications and

vaccines, especially during the protocol evaluation process. Proponents of different

views have expressed their positions in scientific journals (Garrafa and Lorenzo

2009; Greco 2003, 2008), meetings and conferences. In the psychiatric area, debate

intensifies around the studies of medications for schizophrenia, depression, and

other mental health disorders (Marques 2000).

The NIH-coordinated clinical trial on the use of nevirapine in pregnant women

to prevent the vertical transmission of HIV/AIDS during birth illustrates the

Brazilian position against clinical trials with a placebo arm. The principal investi-

gator responsible for the clinical trial in the State Employees General Hospital for

the State of Rio de Janeiro, in collaboration with the CEP, expressed the need to

offer zidovudine (AZT) to the control group instead of a placebo because at that

time AZT was known to be 70 % effective in preventing the vertical transmission of

HIV/AIDS. His report was received by CONEP, which, in accordance with

Brazilian standards, recommended changes to the protocol, including the use of
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AZT in the control group, and to the process of obtaining free and informed

consent. Overcoming the reluctance of the international sponsors and the NIH,

the study was approved with the proposed modifications. This is a good example of

the benefits of having clear standards, and well-trained researchers and research

ethics committees (CEPs).

Brazilian physicians who are involved with clinical trials must follow the Code

of Medical Ethics of the Federal Medical Council of Brazil (Conselho Federal de

Medicina, CFM 2009), which supersedes international standards. In September

2009, the CFM revised the Code of Medical Ethics and reaffirmed the restriction

on the use of placebo by medical researchers, prohibiting them from:

. . .maintaining links, of whatever nature, with medical research with human subjects which

include the use of placebo when there are effective treatments for the health problem [under

investigation] (Conselho Federal de Medicina 2009)

This code became effective on April 13, 2010.

7.5.3 The Influence of Brazil on International
Standards for the Use of a Placebo

With the unjustified use of a placebo being limited in Brazil, there were concerns

that study sponsors could move clinical trials to other countries with weaker

standards. Anecdotal information suggested that studies with more controversial

designs were being carried out in low- and middle-income countries, at times taking

advantage of weaknesses in local laws and regulations.

We checked our hypothesis by reviewing the clinical trials registered at ICTRP

in 2009. Data in Table 7.7 suggest that clinical trials with placebo control are more

frequent in low- and middle-income countries where regulations are often less

onerous. It is possible that clinical trials in those countries required the use of

placebos, but this should be confirmed with more detailed studies.

As discussed in Chap. 2, the World Medical Association (WMA) has regularly

discussed the use of placebo and has introduced modifications to the Helsinki

Declaration that, at times, severely restricted its use, while other versions are

more permissive. According to some bioethicists, the last version of the Declaration

(2008) removes the restrictions to the use of placebo that were established in the

previous version (2000), and reduces the responsibility of study sponsors, effec-

tively limiting protections for study participants (Greco 2008).

The Brazilian association, concerned about a possible weakening of the articles

of the Helsinki Declaration dealing with the use of placebo that had been approved

by the WMA in the year 2000, took the leadership and promoted the discussion of

placebo controls before, during, and after the WMAmeeting in Seoul, 2008. Before

the WMA Congress, the Brazilian Medical Association organized a meeting in São

Paulo of the WMA Task Force responsible for preparing the revision of the

Declaration of Helsinki. The Task Force was composed of members from Brazil,
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South Africa, Germany, Japan, and Sweden. Other participants included directors

of the WMA and members of the WMA ethics committees. This was the first time

that a meeting of a WMA Task Force took place in Latin America.

Prior to the meeting, the Brazilian Medical Association held a forum about

clinical research and the Declaration of Helsinki, which was open to the public.

The principal themes were the utilization of placebos and post-trial access to

medications for study participants. Participants in the forum included members of

CONEP, the CNS, the CFM and professionals involved in research with human

subjects. At the end of the meeting, it was decided that Brazil would propose the

WMA assembly to keep the year 2000 text of the Declaration of Helsinki. In

addition, the CNS had prepared a resolution (Conselho Nacional de Saúde 2008)

in favor of removing the explanatory notes that had been appended to the Declara-

tion in 2002 and 2004, and, which, in their view, paved the way for allowing the use

of placebo when alternative treatments were available and limited the responsibility

of the health services due to participants in clinical trials.

The proposal presented by Brazil to the ethics committee of the WMA was to

exclude text allowing possible placebo use from the 2008 revision of the Declaration.

Great Britain, South Africa, Uruguay, Portugal, Spain, and the President of theWMA

ethics committee voted in favor of the proposal. During the plenary session, however,

the proposal from the United States, which allowed studies with placebo in special

circumstances, was approved with 99 votes in favor, 17 against, and two abstentions.

The approved modifications to the Declaration of Helsinki of 2008 received a

response from the Brazilian delegation. During the WMA assembly, the President

of the CFM of Brazil gave the following speech (our translation):

Esteemed Colleagues,

Today we are here together and at the point of ending two years of work on the modification

of the Declaration of Helsinki. This key document is for us the most important manifesta-

tion of our commitment in the field of human ethics. There are other documents, which are

Table 7.7 Placebo controlled studies registered with WHO by selected countries, 2009

Protocols including a placebo Percent

Country Number of registered protocols Number Percent

USA 7,790 791 10.2

United Kingdom 1,233 300 24.3

Canada 1,206 244 20.2

Holland 1,070 180 16.8

France 1,098 193 17.6

Brazil 519 65 12.5

India 607 139 22.9

Mexico 213 72 33.8

Argentina 131 52 39.7

Rumania 171 58 33.9

Peru 267 92 34.5

Russia 267 92 34.5

South Africa 177 59 33.3

Source: Table prepared by authors using the WHO – ICTRP register
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part of our tradition, but none have the dimensions, the impact, and the level of acceptance

as the Declaration of Helsinki.

The Declaration of Helsinki is a liberating document, which puts the World Medical

Association in the forefront of the defense of human rights by demanding that the highest

ethical and scientific standards be used when research takes place in human subjects.

The Declaration of Helsinki protects not only those who participate in research, but also

all human beings because it demands that the results from this research be of quality.

The Declaration of Helsinki, as a protector, keeps the beautiful structure of medicine on

a firm foundation, strengthening it to be what it must be - able to offer care based on science

and ethical conduct.

This is my message which comes to you from my heart, and I say this without concern

for the emotion that I feel, because I cannot understand medicine without compassion or the

provision of care unaccompanied by love, and I ask you "What are the scientific reasons

that can justify the ethical-scientific use of placebo in research with human beings that have

not been discussed by Professor Dr. José Luis Gomes do Amaral and which we are

defending in the forum of this Association? What is the scientific evidence for change?

Where are the irrefutable voices of scientific knowledge leading us to impose change

without having to weaken the structure of our beautiful profession? There is only silence.

There are no voices, because this evidence does not exist.

We cannot rest here. Brazil proposes to this illustrious Assembly that, with no scientific

evidence to modify, justify, or relax the ethical standards governing the use of placebo in

research with human subjects, and with the necessity of maintaining the highest level of our

professional ethics in defending human interest - which is the only justification for the

practice of medicine - we do not approve the modifications to Article 29 of the Declaration

of Helsinki as they have been presented to us by the Director of the World Medical

Association, and we retain the professional standing that deserves the respect of humanity.

Signed: Edson de Oliveira Andrade, President of the CFM

Four days after the close of the Assembly, the CFM approved a new standard

(Conselho Federal de Medicina 2008) which illustrated the concern of the Brazilian

medical community for the safety, protection, and wellbeing of the human

participants in research, which reads as follows:

(. . .) WHEREAS the decision in the 2008 General Assembly of the World Medical

Association, which took place between 15 - 18 October in Seoul, South Korea, changed

Article 29 of the Declaration of Helsinki, to permit, for methodological reasons, the use of

placebo when treatment of proven efficacy exists;

WHEREAS there is no scientific evidence to justify the weakening of ethical standards and

the use of placebo included in the current amendment of the Declaration of Helsinki;

WHEREAS the Brazilian medical delegates did not approve the changes in the proposed new

wording for Article 29 of the Declaration of Helsinki (version 2004) that appears as number

32 in the Declaration approved in the Assembly which took place in Seoul, South Korea;

CONSIDERING the decision made at the plenary session on 23 October, 2008,

RESOLVED: Article 1. It is forbidden for physicians to be involved, no matter what the

circumstances may be, in research with human subjects which uses a placebo when an

effective and efficient treatment exists for the health problem which is being studied.

In addition, as we have mentioned earlier, the CFM amended its Code of Ethics

to incorporate the commitment to avoid the use of placebo.

As a result of the heated discussion during the Assembly and the pressures from

the low- and medium-income countries, the WMA appointed a new task force to

carefully study the problem, and to consider all methodological alternatives to the
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use of placebo and their ethical consequences. The task force is made up of

40 researchers from 11 countries, is coordinated by the President of the Brazilian

Medical Association and meets periodically. A concomitant international meeting

about the ethics of placebo-controlled clinical trials was organized during the

meeting of this task force in São Paulo on February 1–3, 2010.

Garrafa and Lorenzo (2009) have expressed concern because the controversy

over the use of placebo may take away from the moral authority of the Declaration

of Helsinki, thus nullifying the work of more than 40 years during which it has

become the best worldwide reference for clinical research. At the same time, they

reaffirmed the importance of using the bioethical statements in the Universal

Declaration on Bioethics and Human Rights that protect the wellbeing of

participants in clinical trials.

In contrast, the Brazilian Medical Association considered that there had been a

significant advance in assuring access to treatment after the conclusion of a clinical

trial. Paragraph 33 of the present version of the Declaration of Helsinki (2008)

affirms that:

At the conclusion of the study, patients entered into the study are entitled to be informed

about the outcome of the study and to share any benefits that result from it, for example,

access to interventions identified as beneficial in the study or to other appropriate care or

benefits

Vigilance is necessary to avoid the “or” being used to limit the benefits due to the

research participants.

7.6 Challenges to Research Ethics in Brazil

This chapter has presented legal and regulatory advances in ethics and research in

Brazil. Leaders at high levels of the scientific community, who are committed to

bioethics in research, have facilitated the implementation of regulations. There are

no evaluations, however, to show that the system functions as it should. Anecdotal

information suggests that ethical control in Brazil is more advanced than in other

countries, but at the same time there are problems with the performance of the

CEPs – one of the most important pillars of the system – and with the informed

consents to participate, which are often neither freely given nor truly informed.

Without rigorous evaluations, it is difficult to prioritize the interventions that

could have the greatest impact on the protection of clinical trial participants. To that

effect, it is important to establish formal mechanisms to monitor and evaluate how

clinical trials are being implemented.

It is rarely admitted, but in low- and middle-income countries most participants

in clinical trials could be labeled as vulnerable populations (Schlemper 2007), and

Brazil is no exception. The majority of patients are recruited from the Brazilian

National Health System (SUS), which serves the low-income population, many of

whom have problems obtaining medications. It is estimated that between 40 and
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50 % of the Brazilian population is in this category. Garrafa and Prado (2001) report

that vulnerability implies a context of “fragility”, “unprotected”, and “underprivi-

leged”, and even of abandonment or neglect. Because of this, clinical trial

researchers must see that vulnerable patients receive the additional care they may

require.

As part of the structure of the CEP-CONEP system, a register of clinical trials

was initiated – the SISNEP, which has pioneered the collection and dissemination

of data on research with humans although it did not meet the minimum require-

ments that, according to WHO, a primary register should have until 2011, when it

also was made accessible to the public. SISNEP does not have exact information on

the number of clinical trials taking place in Brazil, or on those rejected for ethical

reasons. Information about rejected proposals, and the reasons for their rejection,

could be an important tool to train those involved in the approval of clinical trials,

and, if the information was distributed internationally, it could prevent the imple-

mentation of controversial studies in countries with the weakest ethical controls on

human research.

The CEP-CONEP system has provided manuals and courses to train CEP

members and, although CONEP has the authority to monitor and supervise the

CEPs, current controls are mostly based on the information provided by the CEPs

and are insufficient to ensure their appropriate performance. There is a plan to do

on-site supervision and closer monitoring, however CONEP does not have the

necessary funding and is currently exploring the possibility for joint inspections

of the CEPs by CONEP and ANVISA (see Chap. 6). Similarly, the CEPs have

insufficient resources to adequately monitor the approved clinical trials.

Coordination of the CEP-CONEP-ANVISA system should be strengthened by

unifying their criteria and recognizing their complementary role. The fact that

CONEP responds to the CNS allows it to operate with a reasonable level of

independence in decision-making and protects it against the pressures of lobbies

that seek to streamline the evaluation processes and undermine the ethical

requirements. Lobbying by the Brazilian Association of CROs, which tried to

eliminate CONEP’s role in the review of clinical trials, is an example (Redfearn

2008). Little is known about the role of CROs in the clinical trial approval process,

or the influence that the type of contract between the researchers and the industry or

CROs might have on abiding by ethical principles when conducting clinical

research. Unfortunately, all contractual information is strictly confidential, and

there is concern that the terms of the contracts might have an influence in adherence

to exclusion and inclusion criteria, and in the retention of patients who should have

been withdrawn from the studies.

The independence of CONEP and the involvement of organized civil society

have distinguished Brazil from other countries, has strengthened the ethical revi-

sion of clinical trials, and has protected the CEP/CONEP system from external

attacks. Openly or in secret, and while pretending to defend human rights, the

companies conducting innovative pharmacological research have tried to destroy

the ethical review system established by the CNS to reach their undeclared goal of

reducing both the cost and the duration of clinical trials.
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To counter the private interests, it is important to support the CNS system of

ethical regulation. The decision to increase representation from the users of the

public health services and to include an advisor from the health employees in the

National Research Ethics Commission has been very successful, and strengthens

the CEP/CONEP system (see Chap. 6).

The role of national researchers in the analysis of information generated in Brazil

is generally not discussed. There is little information about the adverse effects which

occur during clinical trials, or of errors which take place during the implementation

of the studies. Regulations are needed to improve access to this information.

In conclusion, we suggest the need to develop options – from the perspective of

low- and middle-income countries – to the ethical standards that higher income

countries want to impose. Although the region is very diverse, if the experiences of

the different Latin American countries could be shared, we might reach agreement

on what it means to act with justice and equity, and we could develop ethical

standards for the clinical trials conducted in our region.

New medications are certainly needed, but they must be safer and more effective

than those already available. For reasons of space we cannot provide an in-depth

discussion, but it may suffice to say that regulatory agencies should consider not

granting market authorizations for “me too” medications prepared by rival pharma-

ceutical companies on the grounds that they do not add value to the existing

therapeutic arsenal, they reduce resources for research and they expose those

participating in the clinical trials to unnecessary risks. “Me too” medications

frequently contribute to increasing medication costs because the new product

tends to be more expensive than that already available. Ethical and scientific

standards should require that products under investigation be compared with

existing effective treatments, because the social benefit of human research lies in

the identification of the safest and most effective treatment and because doing so

would be an expression of respect for human research participants.
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took place on Apr 25 2007). http://www1.tjrs.jus.br/site_php/consulta/download/exibe_

documento_att.php?ano¼2007&codigo¼443699. Accessed 29 Oct 2012.

WHO.ICTRP-International Clinical Trial Registry Platform. nd. http://apps.who.int/trialsearch/

AdvSearch.aspx. Accessed 29 Oct 2012.

7 Progress and Challenges of Clinical Research with New Medications in Brazil 171

http://bvsms.saude.gov.br/bvs/publicacoes/AGENDA_PORTUGUES_MONTADO.pdf
http://bvsms.saude.gov.br/bvs/publicacoes/AGENDA_PORTUGUES_MONTADO.pdf
http://www.estadao.com.br/noticias/geral,justica-obriga-sp-a-fornecer-remedios-a-portador-de-hiv,107460,0.htm
http://www.estadao.com.br/noticias/geral,justica-obriga-sp-a-fornecer-remedios-a-portador-de-hiv,107460,0.htm
http://www.clinpage.com/article/trials_thriving_in_brazil/C15
http://www.clinpage.com/article/trials_thriving_in_brazil/C15
http://www1.tjrs.jus.br/site_php/consulta/download/exibe_documento_att.php?ano=2007&codigo=443699
http://www1.tjrs.jus.br/site_php/consulta/download/exibe_documento_att.php?ano=2007&codigo=443699
http://www1.tjrs.jus.br/site_php/consulta/download/exibe_documento_att.php?ano=2007&codigo=443699
http://www1.tjrs.jus.br/site_php/consulta/download/exibe_documento_att.php?ano=2007&codigo=443699
http://apps.who.int/trialsearch/AdvSearch.aspx
http://apps.who.int/trialsearch/AdvSearch.aspx


Chapter 8

A Small Country for Big Pharma: Costa Rica

Antonio Ugalde and Nuria Homedes

8.1 Introduction

Costa Rica is a small country (approximately 51,000 km2; 19,730 sq. miles), with a

per capita income of US$6,500 (2009), and a population estimate of 4.5 million

people (2009). Half of the population resides in the capital, San Jose. The Costa

Rican infrastructure is well developed, and literacy is almost universal.

The Costa Rican Social Security Fund (CCSS) covers about 90 % of the

population with comprehensive services that are offered at all levels of complexity,

and include catastrophic diseases and pharmaceuticals. All services are free at point

of service. It is important to know the history of the CCSS to understand the

development of clinical trials in Costa Rica, the evolution of their regulations,

and the conflicts that have arisen as a consequence of the trials.

Until the mid-1970s, the Costa Rican health system was very similar to those of

other Latin American countries. Medical services were provided by the CCSS and

the Ministry of Health (MH), and the latter was also responsible for the provision of

public health programs. Businesses had to enroll their employees in the CCSS, and

the premiums were paid by the employer, the employee, and State contributions.

Non-employed people received health care through the MH. This changed in 1974

when all MH infrastructures were transferred to the CCSS, which became respon-

sible for providing health services to the entire population, while the MH remained

responsible for public health and the stewardship of the health sector. At the

beginning of the 1980s the CCSS provided all medical services to approximately

85 % of the population. Costa Ricans were proud of having a universal and

affordable medical care system and free medications. Mobile medical units
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equipped with a physician, a nurse and a pharmacist made regular visits to all

dispersed, rural populations.

Without the responsibility for the delivery of medical care, the MH became an

institution of limited functions. At that time, there was little investment in public

health services, and most of the health resources were transferred from the MH to

the CCSS to cover the costs of the services rendered to those previously served by

the MH. Constitutionally, the MH continued to be accountable for regulating the

entire health sector, but according to Article 73 of the Constitution, the CCSS was a

decentralized autonomous entity and could make its own regulations independently

of the MH. While the CCSS decisions could not contradict those of the Ministry,

they could go beyond those of the MH. This constitutional ambiguity created

conflicts between the two institutions, thus affecting the regulation of clinical trials.

The CCSS had more economic resources, and personnel and political influence

than the MH. A large number of CCSS employees were physicians, nurses, and

pharmacists – respected professionals – and the Legislative Assembly of Costa

Rica, aware of their prestige, traditionally responded to CCSS’ interests. The

quality of the hospitals and health centers in the CCSS was important for the

development of clinical trials; the slow development of the private health sector

meant that for many years most clinical trials took place in CCSS facilities.

Contrary to what has been presented in other chapters of this volume, access

to pharmaceuticals does not explain the willingness of the Costa Rican population to

participate inclinical trials exceptwhen there isnoapproved treatment.CCSSphysicians

have always had awide choice of drugs to prescribe, and all themedicines are dispensed

free of charge by pharmacists operating in the same facilities where themedical services

are rendered.

Costa Rica has an enviable stable democratic history compared with the

dictatorships and militarism that prevailed for a long time in many countries of

the region. The democratic tradition in Costa Rica has allowed the Legislative

Assembly (in collaboration with the general population and the auditors of public

institutions) to uncover ethical violations during the implementation of clinical

trials, although solving the underlying problems has proven to be more difficult.

Citizens have exercised their constitutionally protected civil rights to confront

the authorities and demand adherence to the ethical principles included in the

international declarations ratified by the Costa Rican government. The Constitution

empowers individual citizens to appeal to the Supreme Court, using a simple and

inexpensive process, when they believe that the government has violated basic

rights. As will be seen, this process has been successfully used to request documen-

tation about clinical trials that the Minister of Health refused to provide.

Much of the information in this chapter is taken from publicly-available official

documents, including reports prepared by the auditors of the CCSS and the National

Assembly, Legislative Assembly records, documents from the Office of the

Ombudsman, notices and official correspondence from public institutions, and

Court decisions, including those of the Supreme Court.
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8.2 The Number of Clinical Trials in Costa Rica

Costa Rica was the first country in Latin America where foreign institutions and the

transnational pharmaceutical industry began conducting clinical trials. The number of

clinical trials implemented in Costa Rica appears small, but it is significant when we

consider the size of the country, and the proportion of pediatric trials is particularly

impressive.Moreover, in spite of its stable history of democracy and the interest of the

Legislative Assembly in the regulation of clinical trials, the total number of clinical

trials implemented in the country over the years is unknown. Democracy does not

assure bureaucratic transparency, it only provides more tools to uncover it.

The National Council for Health Research (CONIS) was originally created in

1998 within the Ministry of Health, and began to authorize clinical trials and keep a

registry in 2003. Nevertheless, the information that is publicly available is very

limited, and could be better organized. Citizens cannot obtain reliable information

about the number of clinical trials being implemented, the number of participants,

the names of the sponsors, or the principal investigators. It is hard to understand

why CONIS refuses to provide this information because it cannot be considered an

industrial secret. CONIS’ information is not standardized and the information from

organizations that carry out clinical trials is difficult to interpret. Some report the

number of submitted protocols while others the number of approved protocols, and

often do not differentiate the clinical trials with medications from those with

medical devices or surgical procedures. There have been genetic clinical trials in

the National Psychiatric Hospital that have not been differentiated from other

studies. Moreover, existing reports do not specify the number of sites involved in

the study and therefore a particular trial could be counted multiple times.

The history of clinical trials in Costa Rica dates back to 1962, but at that time,

there was no registry and aggregate information is not always available. The data

reported here comes from two sources. The number of trials conducted between

1993 and 2004 were estimated by the authors using the records of a lawsuit against

the Ministry of Health, and refer to clinical trials that took place in public facilities

(that is, the Social Security system, CCSS) and in the private hospital, Clı́nica

Bı́blica (see Table 8.1). During this period, 182 clinical trials were conducted with a

total of 9,422 participants, and they were sponsored primarily by Pfizer (45),

Johnson & Johnson (23), and Merck (20). Companies with fewer clinical trials

were SmithKlineBeecham, BristolMyersSquibb, ScheringPlough, Abbott, Amgen,

Roche, Aventis, GlaxoSmithKline, Ortho, Bayer, Jansen, Parke Davis, Searle,

Upjohn, Wyeth, Pharmacia, Eli Lilly, and other smaller companies.

Table 8.1 does not include the studies conducted in private facilities, other than

Clı́nica Bı́blica, which became increasingly relevant in the mid-1990s when the

CCSS, for reasons that will be discussed later, became more vigilant, limiting the

use of its centers and hospitals for clinical trials. According to a study published in

2006 (Fallas López 2006), CIMA, a private hospital, had completed 23 trials, was

conducting 13, and had suspended 11. This source did not specify the number of

protocols approved per year, the reason for the suspension of 11 trials, the number

of participants, or if the trials involved medications. The private University of
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Medical Sciences, from its establishment in 2000 until 2006, “conducted 216 studies

and in 2005 supervised 71 active investigations” (Fallas López 2006). These

numbers demonstrate the tendency to transfer clinical trials from the CCSS to

private facilities. Today most trials take place in the private sector.

Information about clinical trials conducted between 2005 and 2009 is from

clinicaltrials.gov, a federal database that is maintained by the US National Library

of Medicine, and does not report the number of participants to be recruited by

country. In addition, not all trials implemented in Costa Rica are included in

Clinicaltrials.gov, which often excludes the trials that are implemented outside

the USA and some Phase I and Phase IV trials (see Table 8.2).

The USA database shows a relatively high proportion of clinical trials involving

children, 30 % of all trials registered between 2005 and 2009. The Office of

Research and Bioethics of the Center for Strategic Development and Information

on Health and Social Security (CENDEISSS, in Spanish),1 a department of the

Table 8.1 Clinical trials by year, 1993-July, 2004

Year Total number of trials

1993 6a

1994 14b

1995 13

1996 14

1997 13

1998 15

1999 19

2000 22

2001 19

2002 22

2003 12

2004 13

Total 182

Total number of participants 9,422c

Source: The National Children’s Hospital, 1993–2002; Costa Rican Institute of Clinical Research/

Neeman, 1994–2004; dThe Pediatric Care Institute, 1994–2004; dHospital Clinica Biblica,

2002–2003; eThe National Psychiatric Institute, 1996–2002; eHospital San Juan de Dios,

2000–2001
aNational Children’s Hospital data only
bThe audit report from the CCSS (CCSS, Internal Audit, 1995) is the sole source for 1994 data
cOf the 182 clinical trials, 10 had no information on the number of participants
dInformation only from the years indicated following the names of the hospitals and of the two

CROs. It is not known if the two private companies conducted clinical trials before or after these

dates
eInformation only from the years indicated

1 CENDEISSS is a Center within CCSS charged with promoting scientific research in CCSS. Its

Research and Bioethics unit (which includes the Office of Research and Bioethics and the

Scientific Ethics Committee) serves to ensure that the research adheres to the principles of

bioethics as set forth in international documents.
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CCSS, had previously noted the high number of pediatric trials. In a 2004 report

(Subárea de Investigación y Bioética de CENDEISS 2004; Mata 2004),

CENDEISSS documented that 44 of 84 trials had taken place in the National

Children’s Hospital. A CCSS internal audit (Auditorı́a Interna CCSS 2005:14)

found that of all clinical trials financed by external companies between 1988 and

2004 (55), 47 % (26) took place in the National Children’s Hospital.

The establishment of Costa Rica as a good country for pediatric trials is largely

due to the influence of a pediatrician who was Deputy Minister of Health

(1975–1978). The Deputy then became the Director of the National Children’s

Hospital, and in 1986, was named Minister of Health in Costa Rica (1986–1990).

As Hospital director, with the support of the Minister of Health, he organized the

Pediatric Care Institute – a Contract Research Organization (CRO) – that operated

within the hospital, and one of the physicians in the group became the Director of

CENDEISSS; one of CENDEISSS functions is the ethical review of clinical trials

that are implemented at the CCSS. This is to say, this physician became the director

of the Center responsible for the ethical approval of clinical trials conducted in

CCSS facilities and at the same time he was implementing those trials. These

conflicts of interest were documented by the Internal Audit Department of the

CCSS (Auditorı́a Interna CCSS 2005).

Another CRO, the Costa Rican Institute for Clinical Research (ICIC), was

founded in 1991 and opened a pediatric clinic in front of the National Children’s

Hospital, where it was easy to recruit subjects for clinical trials. Reports obtained

through a court order by the Costa Rican Association of Bioethics, a civic organi-

zation, showed that the ICIC conducted 158 and the Pediatric Care Institute

41 clinical trials between 1994 and 2004, and many of them were implemented

jointly.

Another pediatrician working for ICIC was Chief of Infectious Diseases at the

National Children’s Hospital. Her clinical trials were sponsored by Bristol-Myers

Squibb, Aventis Pharmaceuticals, Aventis Pasteur, Abbott, Pfizer, and Johnson &

Table 8.2 Clinical trials by year, 2005–2009

2005 2006 2007 2008 2009 Total

Number of registered clinical trials 23 16 13 28 13 93

Phase I

Phase II 7 2 2 3 14

Phase III 14 12 7 21 13 67

Phase IV 1 2 4 4 0 11

Sponsored by:

Pharmaceutical industry 21 16 13 28 13 91

NIH and other federal agencies in the United States 2 0 0 0 0 2

Universities and Organizations 1 1 0 1 0 3

With placebo (in the study title) 14 7 4 13 3 41

Pediatric studies, 0–17 years 6 8 3 9 2 28

Source: www.clinicaltrials.gov
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Johnson (Merino del Rı́o 2006). In 2006, she became Minister of Health and was

reappointed for another 4-year term by the new Government in 2010.

The high number of placebo-controlled clinical trials is also noted. This is partly

explained by several vaccine trials against viral infections, for which there were

no other vaccines.

8.3 The Regulation of Clinical Trials

The process for establishing the legal and regulatory clinical trials framework in

Costa Rica has been difficult, winding its way for more than 35 years, with many

ups and downs, and no meaningful result, as yet. Historical analysis of the regu-

latory process suggests that four groups in Costa Rica have competed to define

regulations for clinical trials: (1) the Ministry of Health, always supported by the

Executive Branch of Government, who promoted legislation favoring the interests

of research physicians and of the pharmaceutical industry; (2) research physicians,

frequently employees of the CCSS, who incremented substantially their salary with

proceeds from the trials and wanted to maintain the additional income and fringe

benefits that those who conduct research for the industry receive; (3) members of

the Legislative Assembly, who opposed the use of public facilities to benefit foreign

companies and wanted to protect the human rights of study participants, and

(4) CCSS professionals and non-government groups opposed to using CCSS infra-

structure (or public infrastructure in general) for the private benefit of research

physicians and the pharmaceutical industry. Some CCSS managers, however, have

taken positions aligned with the MH, which were questioned by the legal depart-

ment and the internal auditors of the CCSS.

Appendix 8.1 lists all approved or defeated laws and regulations, and the proposed

legislation presented to the National Assembly by Deputies, by the CCSS and by the

MH. The General Health Act of 1974 – still in effect – was the first legal document

establishing guidelines for the implementation of clinical trials; it stated explicitly

that several principles contained in the Declaration of Helsinki should be followed.

The Act required the informed consent of study participants or their legal guardians,

and guarantees of the scientific quality of the study and its researchers, who had to be

from institutions accredited by the MH. The Act prohibited clinical trials that could

endanger the participants. This Act was one of the first in Latin America, but it lacked

specificity, and left many important aspects unregulated.

The following year, 1975, the MH approved the first “Regulations for Research

and Experiments in Human Beings”. It established an Institutional Scientific

Committee (CCI) to advise the MH on human research and experimentation and

to be responsible for the revision and approval of all their protocols.

In 1976, as a result of abuses that will be discussed later in this chapter, a new bill,

aimed at complementing the General Health Act with additional ethical principles

included in the Nuremburg Code and in the Declaration of Helsinki, was presented to

the National Legislative Assembly. Following modification and approval by the
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seven-member Standing Committee on Social Affairs (Asamblea Legislativa de la

República de Costa Rica 1976), the Legislative Assembly approved the new law and

sent it to the President of the Republic for his signature. The President, supported by

the Minister of Health, vetoed it (Ministerio de Salud 1976).

The reasons for the veto, given in a brief letter from the President and the

Minister of Health to the Legislative Assembly, referred almost exclusively to

semantic aspects of Article 64, rather than substantive problems with the law itself.

If the MH had been interested in the resolution of the differences between the

Executive and Legislative branches, these aspects could have been discussed and

resolved. In the absence of a law classifying ethical violations as a crime, the Courts

in Costa Rica have said that they are not competent to judge ethical transgressions.

In Costa Rica, infringements on regulations are not criminal offenses. According to

the internal auditors of the CCSS (Auditorı́a Interna de la CCSS 2000):

. . . general criminal law does not contain any statement criminalizing violations of the

regulations governing research involving human subjects

It is for this reason that the MH, the physicians who implement clinical trials,

and the foreign pharmaceutical industry feel more comfortable without a law

because there will be no consequences if the researchers do not comply with

existing regulations.

The letter from the President and the Minister of Health ended with the following

statement (Ministerio de Salud 1976:2):

We want to say that the Ministry of Health will examine and prepare. . . changes to the

General Health Act regarding this matter [human clinical trials], which will be submitted

promptly to the enlightened understanding of the Legislative Assembly

Thirty-seven years later (2013), Costa Rica still does not have a law regulating

clinical trials. In 2010, in response to a petition presented by citizens, the Supreme

Court prohibited the implementation of clinical trials involving humans until

legislation is enacted and illegal actions defined. The Court decision allowed the

continuation of trials previously approved in good faith and already underway.

In 1977, one year after the Presidential veto of the 1976 Bill, the Legislative

Assembly unanimously approved the preparation of another Bill to regulate clinical

trials in humans and addressed certain recurring problems. That new Bill, which

was not approved, would have:

• Forbidden experimentation with adult medications and vaccines in children

• Restricted clinical trials to medications for illnesses affecting the population of

Costa Rica

• Required that the number of clinical trial participants recruited in Costa Rica is

not proportionately greater than the number of participants recruited in the

country where the medication is produced

• Required clinical trial sponsors to obtain permission from the MH to conduct the

trials

• Required researchers to obtain informed consent.
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8.3.1 Rules, Rules, and More Rules: 1998–2005

8.3.1.1 CCSS Regulations 1998

On March 24, 1998, the CCSS approved its own Regulations for Research in the

Social Security Institute of Costa Rica (CCSS 1998). The preparation of the final

draft of the regulations took two years, and previous versions of the drafts were

reviewed by CCSS management and administrative personnel. The Regulations

defined the responsibilities of the CCSS, of the directors of CCSS hospitals and

clinics where clinical trials take place, of researchers, and of bioethics committees;

and it included policies for the protection and indemnity of participants. An entire

chapter was devoted to informed consent.

8.3.1.2 Ministry of Health Regulation of 1998

The MH battle to control the conduct of clinical trials continued with the approval –

some months after the publication of the CCSS Regulation – of a Regulation for

Research with Human Participants. CCSS was not involved in the process of

determining the contents of this regulation, despite owning the facilities where

most clinical trials were implemented. This document replaced the 1975 regulation.

The first Article in the new Regulation stated that all clinical research should be

governed by the Declaration of Helsinki and the Guidelines for Best Clinical Practice

of the International Conference on Harmonization (República de Costa Rica 1998).

However, the new regulation was criticized for not incorporating the principles of the

Declaration of Helsinki in the remainder of the document. For example, Article

11 required: “. . . legal and financial insurance for the researcher and his team, for

claims arising in the study that are unrelated to negligence or malpractice”, but there

was no requirement for an insurance policy to cover a participant in case of negli-

gence or illness or death caused by the use of the tested medication as required by the

Declaration of Helsinki. This omission became important as the implementation of

clinical trials transferred to the private sector where the risks to participants were

perceived to be greater, since private facilities and their personnel were not subjected

to minimum quality standards (Fallas López 2006).

The Legislative Assembly objected to the MH Regulation for procedural reasons.

One objection related to the participation of people with ties to the pharmaceutical

industry in the drafting of the Regulation. The accusations were so serious that the

national Ombudsman recommended that the Minister of Health revise or rescind

approval of the document, but this did not happen until 2003 (Cambronero Castro

et al. 2001a). The CCSS Institutional Committee on Bioethics and Research also

spoke against the MH Regulation (Auditorı́a Interna de la CCSS 2000:15):

. . . because it [the 1998 document] allegedly violates human rights, it does not protect the

dignity of those involved, it proposes an ethics committee without community participation and

without including the cultural values of society, it establishes an advisory body and empowers

the institutions that conduct clinical trials to authorize and supervise the implementation of
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clinical trials. . . contravening the bioethical standards approved by the medical community, it

establishes public and private committees with the authority to approve clinical research to be

conducted in the CCSS

The MH Regulation also created the National Council for Health Research

(CONIS), and required all institutions involved in clinical trials to establish Scien-

tific Ethics Committees (CECs) – which later became Institutional Scientific Ethics

Committees (CECIs) – and that the committees be accredited by CONIS. In 2004,

there were seven CECIs.

8.3.1.3 CCSS Regulation of 2001

In 2001, CCSS approved a new Regulation for Clinical Research in the Social

Security Services of Costa Rica (CCSS). The new normative paid very careful

attention to the protection of participants through the creation of a Scientific Ethics

Council for the entire CCSS and three committees to ensure compliance with

ethical standards in special populations – one for children, minors, and pregnant

or lactating women; one for adults, and the third for other vulnerable groups. The

new Regulation conformed to international recommendations for research involv-

ing humans, carefully regulated informed consent, and integrated the new content

without contradicting the 1998 Regulation (Oconitrillo and Fabio 2002).

8.3.1.4 Ministry of Health Regulation of 2003

In 2003, the Ministry of Health repealed the 1998 Regulation by Executive Order,

and the new policy transferred responsibility to the Institutional Scientific Ethics

Committees (CECIs) of public and private institutions and to CONIS. The CECIs

were responsible for protecting the human rights of study participants, for approv-

ing study protocols, and for supervising the conduct of the trials.

8.3.1.5 CCSS Regulation of 2005

The conflict between the Ministry of Health and the CCSS erupted again in 2005

when the CCSS approved a new Regulation for Biomedical Research in the Social

Security Services of Costa Rica – still in effect. The new regulation created Local

Bioethics Committees (CLOBI) in CCSS health centers and hospitals. One of the

CLOBI’s functions was to monitor the studies it had approved. An evaluation of

CLOBIs in 2009 showed a series of problems and a lack of capacity to implement

the tasks assigned in the regulation. Other deficiencies in the implementation of

trials included (CCSS 2009):

• Starting clinical trials and collecting information before receiving approval of

the CLOBIs

• Changes in protocols without authorization, for example, changes in sample size

and of the inclusion or exclusion criteria
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• Absence of quarterly and final study reports

• Insufficient time for CLOBI members to complete their assigned tasks

• The fact that some CLOBIs had incomplete or outdated registration documents,

and did not have operating manuals or continuing education programs. Some

CCSS facilities did not understand the purpose or activities of the CLOBIs.

The new CCSS regulation prohibited Phase I or II clinical trials in pregnant

women and children, but since these trials were not forbidden in the MH regulation,

the pharmaceutical industry could conduct these studies in private facilities.

A positive aspect of the CCSS regulation was the requirement to obtain a policy

from the National Insurance Institute – before receiving authorization for the

study – to compensate study participants for harms associated to the clinical trial.

8.3.2 Institutional Conflicts

Lack of space prevents a detailed account of the characteristics of the conflict

between the CCSS and the MH. It is important to note that this is not a conflict

between two institutions, because, as it has been mentioned, the CCSS has had

managers and physicians who conducted clinical trials in CCSS facilities and

whose interests were better protected by the MH. The conflict is between two

opposing positions, one clearly supported by the MH and the other by civil society

groups and CCSS professionals who promoted and defended CCSS interests and

wanted to prevent the violation of patients’ rights and the use of CCSS resources for

the benefit of a few.

Reports from the CCSS Legal Office and the CCSS internal audit department –

two independent and presumably unbiased sources – confirmed that researchers

used CCSS resources without reimbursing the expenses, left study participants

unprotected, and frequently disregarded ethical principles. For example, both

sources objected to CROs having access to patients’ clinical records, which was

considered to be a breach of privacy, and criticized the export of biological samples

without ensuring that patients understood how the samples were to be used and who

would benefit from them.

The CCSS internal audit reports documented the internal conflicts within the

CCSS during the 1990s and the early 2000s, including the opposing views of some

board members and how they influenced the changes in the Regulations. According

to Acchı́o Tacsan (2008), several people confirmed that the 2005 Regulation

represented the views of CCSS professionals who opposed the implementation of

clinical trials in CCSS facilities for the benefit of researchers and the private

industry. Members of the Legislative Assembly and civic organizations such as

the Costa Rican Association of Bioethics – established during the years of conflict –

also protested the use of CCSS infrastructure and the absence of legislation to
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protect patient rights. However, none of these groups was against the implementa-

tion of clinical trials, and even less against scientific research.

One example of abuse committed by CCSS directors in favor of researchers was

the case of the Director of CENDEISSS who gave the Director of the Bioethics and

Research Unit of the CCSS a leave without pay in order for him to become full time

Dean of the Autonomous School of Medical Sciences in the private University of

Medical Sciences. At the same time, this person was the principal investigator in at

least two on-going clinical trials at the Costa Rican Institute for Clinical Research

(ICIC). The University of Medical Sciences received 216 clinical trial protocols

between 2000 and 2006. One member of CONIS said (Fallas López 2006:194–195)

that there were two private Ethics Committees which:

. . . have facilitated the business of transnational companies and have contributed to their

development in relative tranquility, even with good conscience. The most important is that

of the University of Medical Sciences

In 1999, to minimize the protests of CCSS professionals who objected to the

abuses and ethical violations in many clinical trials, the Director of CENDEISSS

closed down its Bioethics Unit, saying that the regulation of clinical trials was not a

function of CENDEISSS, but the responsibility of the MH and of the hospitals.

CCSS legal consultants considered this action of the Director of CENDEISSS

inadmissible, since the Constitution granted the CCSS political and administrative

autonomy, and it therefore had the capacity to issue its own regulations.

There is sufficient information to show that the MH was interested in favoring

the interests of the researchers and the pharmaceutical industry. The role played by

the pediatric ministers has been described, but other ministers were also involved.

For example, according to a report from the National Legislative Assembly, the

Minister of Health, during the 2002–2006 administration, was one of the principal

supporters of the Epidemiological Project of Guanacaste discussed in Chap. 9.

8.3.3 More Failed Proposals in the Legislative Assembly

Appendix 8.1 lists the bills to regulate clinical trials that have been proposed by

different deputies to the Legislative Assembly in 2000, 2002, 2003, and 2004, and by

CONIS and the CCSS in 2005. All of them failed to be adopted. The defense of the

interests of the CCSS by deputies and the conflict between members of the Assembly

and the MH over clinical trials can be read in reports of the Assembly. A deputy’s

letter, sent in 2006 to the President of Costa Rica, states that the newly appointed

Minister of Health held positions in the CCSS while she was conducting clinical trials

for pharmaceutical companies (Merino del Rı́o 2006). Citing an audit of the CCSS,

the deputy’s letter explained to the President that the results of the studies

implemented in CCSS facilities were not reported to the CCSS because, according

to the Minister, they belonged to the pharmaceutical companies, and had to be kept

confidential until they were used in the applications for market authorization of the
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new products. The letter charged that the Minister, during her clinical trials, “had

improperly utilized CCSS public resources” (Merino del Rı́o 2006:3). According to

the deputy, this led five other deputies to request in 2005 that the Comptroller General

of the Republic open an investigation.

According to the CCSS audit (Auditorı́a Interna de la CCSS 2000), the foreign

companies had paid US$ 45 million for the Phase III trials conducted in the CCSS

until 2000. When employees of a public entity use a public entity for private benefit,

the law requires them to legalize contracts with the Comptroller of the Republic and

the contracts between the pharmaceutical industries and the principal researchers

were not legalized. In this case, this law would have included the Minister of

Health’s contracts from 2006 to 2010. The deputy’s letter mentioned official

communications from other deputies requesting an investigation into alleged

legal violations committed by the Minister; for example, she had not obtained an

insurance policy for two of her clinical trials.

The lack of transparency at the MH was corroborated when in 2009 a citizen had

to lodge an appeal to the Supreme Court to obtain a clinical trial protocol. The Court

had to issue three resolutions and six requests to the Minister of Health to get her to

comply with the Court order (Collado Martı́nez 2010). Finally, almost 300 days

later, the Minister of Health delivered the protocol after receiving the following

warning from the Court (Sala Constitucional 2010):

For the last time, Marı́a Luisa Ávila Agüero, in her position as Minister of Health, is

ordered to deliver to the petitioner a copy of the protocol for the study of the AH1N1

influenza vaccine, sponsored by Novartis and approved by the ethics committee of the

University of Medical Sciences (CEC-UCIMED, a private university), within twenty four

hours from the reception of this order under notice that administrative proceedings against

her will be filed in case of non-compliance

Following the Supreme Court decision in 2010 to prohibit clinical trials in Costa

Rica, until they are regulated by law, civic groups, the Legislative Assembly and

the Executive branch of government are preparing new bills. By November 2013,

the Assembly continued to discuss different proposals.

So far, this chapter has reported the failed attempts to enact a law for the

protection of human research participants. During these years (1975–2012), several

ethical violations have been documented. Other examples are reported in the

following section; and, Chap. 9 tells the story of the clinical trial of the HPV

14–16 vaccine, notable for the large number of low-income female participants

involved over a long period of time.

8.4 Questionable Clinical Trials

8.4.1 The Early Years: 1962–1990

In 1962, Louisiana State University (USA) and the MH of Costa Rica signed a

contract and established the International Center for Medical Research and Training
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(ICMRT), financed by the National Institutes of Health (NIH) of the USA. Four

years later, following restrictions on the use of NIH funds imposed by the USA

Senate, the NIH withdrew from the program, but the ICMRT continued its clinical

trials with financing from foreign pharmaceutical companies. According to Trejos

(1986), some of the incentives for the pharmaceutical companies to conduct clinical

trials in Costa Rica were low costs and the low risk of “legal claims for ethical

misconduct related to this type of research” (Trejos 1986).

Trejos reports that in 1974 and 1975 Merck-Sharp-Dohme (MSD) financed 79 %

of the ICMRT budget, and ICMRT enrolled 34,000 participants in clinical trials for

two formulations of three different strains of influenza virus. One of these had been

discontinued in the United Kingdom, by the same MSD, because it had caused

“inconvenient” reactions. Twenty-five thousand doses of the same lot that had been

discontinued in the United Kingdom were used in Costa Rica without permission

from the MH. The vaccine was intended for adults, but in Costa Rica it was given to

20,000 school children without their parents’ permission (Trejos 1986).

A study conducted by the University of Costa Rica with a statistically significant

sample of those who had received the vaccine found that 70 % of the children had

local and systemic reactions. The Director of the ICMRT stated in an interview that

the children had been vaccinated in error. When the MH learned of these violations,

the only response was to require the ICMRT to obtain advance authorization before

conducting clinical trials. In Costa Rica, this vaccine was tested at a proportion of

the population of 17,000 people per million, while in developed countries, the ratio

was 35 per million (Trejos 1977).

In 1976, the Ministry of Health approved a clinical trial for a measles vaccine,

and the vaccines used in the trial had expired 7 years earlier. The Ministry also

approved the trial of another vaccine against the respiratory syncytial virus (RSV),

a pulmonary illness, affecting children residing in temperate zone countries during

the cold months. These two vaccines were given to children in poor neighborhoods

in the capital city of Costa Rica. The RSV vaccine was given to a greater number of

children than authorized by the MH, and written consent was not obtained from the

parents of the children (Trejos 1977).

Once informed of these ethical violations, the National Children’s Trust (PANI

in Spanish) and a group of professionals initiated a lawsuit against IMCRT for

non-conformance with the General Health Act and the Declaration of Helsinki. The

court declared that ethical violations were not considered crimes in Costa Rican

law, and acquitted the defendants.

The documents presented as evidence during the trial of IMCRT and the

investigation undertaken by the Legislative Assembly confirmed that there had

been violations of fundamental ethical principles. The Legislative Assembly also

found that the Committee for Ethics in Research, which had approved the protocols,

had ignored other ethical principles and was not independent – the ICMRT had

nominated its members, including members of the research teams, and they

received payment for each reviewed protocol (Trejos 1977).
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8.4.2 The Last 20 Years: 1990–2010

For several years, two Contract Research Organizations (CROs) conducted a large

number of clinical trials in Costa Rica – the ICIC, established in 1991, and the

Pediatric Care Institute, established in 1993. Ten years after these CROs had been

established, there were five national CROs acting as intermediaries between phar-

maceutical companies and physicians who recruited study participants and for

doing so “were paid many millions” (Cambronero Castro et al. 2001b).

The first president of the ICIC was a CCSS employee, who signed a contract

with the CCSS to conduct clinical trials in its facilities and with its patients. The

CCSS Legal Office considered the contract invalid due to irregularities. The ICIC

stated that it would organize a Committee for Research Ethics and Science, which

was active from August, 1992 to December, 1993. Then the ICIC president

contracted with an ethics committee in the USA, but it did not become functional

until December 1994 (Auditorı́a Interna de la CCSS 2000).

In 1995 (see Appendix 8.1), approval for clinical trial protocols was transferred

to the Ethics and Science Committees (CECs) of the facilities where trials were to

take place, but the CECs of the two principal hospitals of the CCSS refused to

approve trials due to possible legal consequences. The directors of the two hospitals

stated that approval of clinical trial protocols was a responsibility of the health

authorities. The situation became even more complicated when the Inter-

institutional Scientific Committee of the MH, which was responsible for the

approval of clinical trials before sending them to the public or private health

centers, ceased to function in May 1994.

The CCSS auditors reported that, of the 35 clinical trials conducted by the ICIC

between 1991 and 1995, at least seven had taken place without approval from any

ethics committee, and that a further seven trials had not submitted any information

to the CCSS (Auditorı́a Interna de la CCSS 1995:17–19). In addition, they

concluded that the MH had no control over clinical trials until July 1995, and

described other ethical violations such as the lack of confidentiality of patient

records, the implementation of clinical trials by the Pediatric Care Institute in the

National Children’s Hospital without authorization from the legal office of the

hospital, and the use of public resources without adequate compensation. They

also questioned the validity of the informed consent, since the documents were

never submitted to the CCSS, and the medical staff in the hospitals where the

clinical trials were taking place had no knowledge of their existence (Auditorı́a

Interna de la CCSS 1995).

The situation of clinical trials in Costa Rica from 1995 to 2000 was described in

an article published in the Washington Post. The article noted that although Costa

Rican law gave the MH the right to inspect clinical trials in progress, none had been

carried out due to the lack of inspectors (De Young and Nelson 2000).

The FDA rarely inspected clinical trials in Costa Rica. Between 1995 and 2000,

the FDAmade six inspection visits, but never shared the results with either theMH or

the CCSS. The article in the Washington Post provides some details. For example,
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during the inspection of a clinical trial studying the antibiotic meropenem ofMerck in

the National Children’s Hospital, the FDA found that some amount of the medicines

needed for the trials were not available, dates were entered in the records

retroactively, data were reported without supporting information, and that in several

cases informed consent was obtained after the drug had been administered to the child

(De Young and Nelson 2000). An FDA inspection of an ICIC clinical trial for the

antibiotic Trovan (Pfizer) found discrepancies in documentation, inconsistent

records, and that the X-rays for half of the almost 200 participants were missing

(De Young and Nelson 2000).

In June 2000, a CCSS auditor identified similar problems in the National

Children’s Hospital and other CCSS hospitals and clinics (Auditorı́a Interna de la

CCSS 2000). Two years later, a group of professionals founded the Costa Rican

Association of Bioethics; they had been frustrated because after the publication

of four executive orders between 1975 and 2000 nothing had happened (see

Appendix 8.1), there was no adequate regulation of clinical trials to protect

participants.

This Association has played an important role: its members have been able to

access clinical trial protocols, and have required study sponsors to comply with the

Regulations and obtain insurance that would properly compensate study participants

in the case of suffering adverse reactions, illness or death resulting from their

participation in a clinical trial. The organization also questioned the protocol

approvals given by some CECs, and pressured the government and researchers to

comply with ethical principles established in international agreements (Asociación

Costarricense de Bioética 2004).

8.5 Discussion

In Costa Rica, the implementation of clinical trials is concentrated in the hands of a

small number of researchers. For example, one of the members of the Board of

Directors of one CRO directed 50 clinical trials, or 27 % of all the trials that took

place in the country from 1993 to July 2004, and the Director of another CRO was

responsible for 24 trials (12 %) during the same period. Four pharmaceutical

companies sponsored more than half of these trials, which presumably resulted in

close relationships among a few researchers and transnational pharmaceutical

companies. These relationships enhance the professional status of the researchers

and since several have occupied important positions in the MH and the CCSS they

have good access to health policy makers. From this advantageous position, clinical

trial researchers have a significant influence in the regulatory process.

In early 2010, the Supreme Court ruled that new clinical trials could not be

authorized in the country until the National Assembly enacted legislation regarding

clinical research involving humans. From then at present (November 2013), the

Assembly has discussed several bills and amendments without gathering enough

votes for their approval; the legislation under discussion represents both the

interests of industry and researchers, and the views of those who emphasize the
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ethical principles and protection of participants’ human rights. During this lengthy

process the prestigious clinical trial researchers have lobbied and made public

pronouncements (Mohs 2012; Arguedas 2011).

The value and contribution of those who implement clinical trials designed by

transnational pharmaceutical companies has been questioned in Costa Rica, and

authors have wondered if the professional prestige accorded to these researchers is

warranted. In 2006, Fallas López pointed out that the work of researchers

contracted to conduct clinical trials is not a scientific endeavor because they do

not participate in protocol development or in the data analysis of multicenter

studies. He explained (Fallas López 2006:192–196)

Health professionals who become researchers move from their field of specialty to another

where they do not make any significant contribution, but extract significant economic

benefit. . . those involved in. . . [clinical trials] in the country are mere recruiters

[of participants], interested less in the progress of health sciences than in the growth of

their bank accounts. . . not only because in general they do not have a solid scientific

background and, consequently, lack expertise and are unable to write. . . the companies

[pharmaceutical companies] must think we are a paradise for research - almost a Banana

Republic - no one interferes, not the law, not the authorities. . .

The author continues by saying that these physicians use their professional

position and the confidence and vulnerability of their patients to turn their patients

into guinea pigs for the benefit of the multinational companies.

CROs have been characterized as maquilas2 (Fallas López). This is to say, the

CROs receive a product (the protocol) which they transform into data, although

there is no strategy to verify (as quality control procedures of a true factory) if the

process ends in a product of quality or if parts of the process have been manipulated.

The use of the term maquila is not unreasonable since one of the CROs, the ICIC, is
incorporated as an exporting company in the free trade zone of Costa Rica, because

in the words of its founder and Director “we export intellectual property”

(Rodrı́guez nd).

Most physicians who take part in clinical trials receive, in addition to a large

payment for each patient who becomes a trial participant, other fringe benefits. The

pharmaceutical industry supports the travel of researchers and prestigious physicians

(Lakoff 2006) to international conferences where they may influence the prescrip-

tion habits of their colleagues. Without industry support, few Latin American

physicians could attend international congresses outside their region. Trips to

present data from clinical trials are customarily entirely paid by the pharmaceutical

firm. From 1993 to 2004, the leading researcher of the Pediatric Care Institute

presented the results of “his” studies in Acapulco in 1993, Quebec and Monterrey

(California) in 1995, Hong Kong and Lisbon in 1996, Lausanne in 1997, Kuala

Lumpur in 1998, Noordwijk (Holland) and Toronto in 2000, Istanbul, New Orleans,

2 In Spanishmaquilameans an assembly plant in a low or middle income country, to which foreign

materials and parts are shipped and from which the finished product or a part of a product is

returned to the original market, and taxes are paid only for the added value.

188 A. Ugalde and N. Homedes



and Chicago in 2001, Sicily and Chicago in 2003, and San Francisco, Tampere

(Finland) and Washington D.C. in 2004.

Undoubtedly there are very skilled physicians in Costa Rica conducting clinical

trials, but it is well known that the pharmaceutical industry influences the content of

the study reports and the presentations made at conferences, which they use to

promote their products. We have not found evidence that clinical trials originating

in Costa Rica have had a major impact in the development of medical science in the

country.

8.6 Conclusions

The number of clinical trials in Costa Rica is small, but this statement needs to be

qualified by the small population of the country, and the fact that several clinical

trials involving vaccines have included thousands of participants. A very large

number of participants in the trials are children, adolescents and the poor, all of

whom fall under the category of vulnerable populations.

Since the abolition of the Armed Forces in 1949, Costa Rica is a country with a

solid democratic and participatory system. An easy process allows any citizen to

access the Supreme Court and present his/her demands. This process was success-

fully used to stop the authorization of clinical trials in the country in 2010.

Our analysis shows that during many years, most clinical trials were

implemented in CCSS hospitals; these are public institutions that provide medical

care for most of the population. It has been shown that the CCSS was not

reimbursed, in all or in part, for the expenditures incurred during these trials. The

CCSS is funded by the beneficiaries, employers and in a small part, by the

Government, which covers the premiums of the indigent. It is not surprising that

civil society objected to foreign pharmaceutical corporations, and a few principal

investigators and local businesses benefitting from the limited resources of the

CCSS. As presented in this chapter, the MH has remained during many years

under the leadership of professionals who have been involved in the implementa-

tion of clinical trials. Not surprisingly, they have tended to support the pharmaceu-

tical corporations.

The response by the pharmaceutical industry to the barriers imposed by the

CCSS was to move the clinical trials to the private sector, including private

universities, and private hospitals and health centers where the same physicians

who work at the CCSS would recruit CCSS patients directly or indirectly (in private

centers located across the CCSS health facilities), illegally using the medical

histories of the CCSS. Most private groups do not have the medical technology

available in CCSS facilities, which might need to be accessed in case of adverse

reactions.

These conflicts of interest help to understand the large number of failed bills to

regulate clinical trials and the race between the CCSS and the MH to issue

contrasting regulations to control their implementation. The powers granted to
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CCSS by the Constitution makes it difficult for the MH to object to or interfere with

the decisions made by the CCSS. Civil society has been active in promoting the

protection of the human rights of clinical trial participants, but it cannot be affirmed

that their efforts have resolved the ethical violations of clinical trials. Due to the

small size of Costa Rica’s economy, the resources of civil society are very small

when compared to those of the sponsors of clinical trials. The contest becomes even

more uneven when local businesses such as CROs, private universities, and locally

prestigious principal investigators – all of whom make enormous profits by national

standards from the trials– join forces to lobby decision makers.

Even if there are many unresolved problems regarding clinical trials in Costa

Rica, civil society has been able to stall the implementation of clinical trials and has

elevated the discussions that have taken place within the Legislative Assembly, in

the media, and during university forums. During half a century, the National

Legislative Assembly has failed to introduce a bill that would protect the human

rights of those who participate in clinical trials, in accordance with the internation-

ally accepted ethical principles, but it is very likely that the efforts and activities by

concerned citizens will continue.
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Appendix 8.1: Most Important Clinical Trial Legislation,

Regulations, and Bills

1974. The General Health Act contained the first legislation related to clinical trials.

1975. An Executive Order from the Ministry of Health approved the Regulations

for Research and Experiments on Human Subjects, establishing an Institu-

tional Scientific Committee (CCI) to approve protocols for research with

human subjects.

1976. A Deputy to the National Legislative Assembly presented a Bill to modify the

General Health Act, bringing it into conformity with the Helsinki Declaration

and the Nuremberg Code. The legislation failed.

1977. The Legislative Assembly approved a Bill to prevent abuses taking place in

the country. The Bill failed to become a law.

1995. By an Executive Order, the Regulations of 1975 were amended to create a

Scientific Committee in each hospital to support the work of the CCI.

1998. The Social Security Administration (CCSS) approved its own Regulations to

govern clinical trials with human subjects carried out in its own facilities.

1998. The Regulations for Research with Human Subjects were approved by an

Executive Order. These Ministry of Health Regulations established the

National Council on Health Research and the Ethical and Scientific

Committees (CEC) in public and private institutions.
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2000. The Ministry of Health published standards and procedures for approval,

control, and monitoring of research involving human subjects.

2000. A Deputy presented to the National Legislative Assembly a Bill titled

“A Law on experimentation in humans subjects, human genetic modification

and cloning.” The legislation failed.

2001. CCSS Regulations in accordance to international regulations on research

with humans and to govern informed consent.

2002. A Deputy presented to the National Legislative Assembly a Bill titled

“A Law to govern research and experimentation in human subjects.” The

legislation failed.

2003. An Executive Order repealed the 1998 Regulations and approved a new

Regulation to provide more detailed governance for research with humans

and the CCIs. The new decree re-established the National Council on Health

Research (CONIS) and the network of Ethical and Scientific Committees

(CECs)

2003. The CCSS approved new Regulations, which were in place until 2005.

2003. Deputy Joyce Zurcher presented to the National Legislative Assembly a Bill

titled “General Law of bioethics.” The Bill was not approved.

2004. Two Deputies presented to the National Legislative Assembly a Bill titled

“A Law to regulate scientific research with human subjects.” The Bill was

not approved.

2005. CONIS presented to the National Legislative Assembly a Bill titled “Com-

prehensive reform of the General Health Act 5395 and its amendments.” The

Bill was not approved.

2005. The CCSS drafted a Bill titled “Law on research with human subjects.” The

Bill was not approved.

2005. The CCSS approved Regulations for biomedical research in the welfare

services of the CCSS, with the objective of controlling the use of CCSS

facilities to benefit private companies and researchers.

2010. The Supreme Court of Costa Rica stopped the implementation of clinical

trials in humans until the necessary legislation was approved

2010-September 2013. Numerous bills regarding clinical research with humans

introduced at the National Assembly were debated; none was approved. And

the debate continues.
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Hospitales y Clı́nicas (Analysis of potential incompatibilities among the positions and

functions of Dr Olga Arguedas Arguedas in the area of research involving humans and as
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192 A. Ugalde and N. Homedes

http://www.cendeisss.sa.cr/etica/BOL-No15-2009.pdf


De Young, K., and D. Nelson. 2000. Firms find Costa Rica ‘special’ place for trials; government

struggles to keep up with drug testing. The Washington Post, 21 Dec 2000, p. 19A.

Merino del Rı́o, J. 2006. Carta dirigida al Presidente de la República de Costa Rica, Oscar Arias

Sánchez por un diputado de la Fracción del Partido del Frente Amplio (Letter to the President

of the Republic of Costa Rica, Oscar Arias Sánchez signed by a Congressmen of the political

party Fracción del Partido del Frente Amplio). JMR-JFFA-043-2006. May 12.
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Chapter 9

Cervical Cancer and the Development

of HPV Vaccines in Guanacaste, Costa Rica

Nuria Homedes and Antonio Ugalde

9.1 Introduction

Cervical cancer is the second most frequent cancer in women worldwide, and

the second most frequent cause of cancer death for women between the ages

of 14–45 years. Eighty-three percent of cervical cancer cases occur in residents of

developing countries, and it is the primary cause of cancer deaths in women of

Central America (WHO/ICO 2009). Unfortunately, cytology-based prevention

programs (such as Pap smears) have been less effective in developing countries

than in countries with adequate health systems (Robles and Roses Periago 2004),

leading to continued efforts to develop better methods to prevent and treat the disease.

Between 1985 and 1987, the United States National Cancer Institute (NCI)

sponsored a multi-center study to identify risk factors for cancer of the uterine

cervix. The study group was composed of women living in the United States, Costa

Rica, Mexico, Panama, and Colombia. The study resulted in one of the major health

discoveries in the past two decades: that cervical cancer resulted from infection

with the Human Papilloma Virus (HPV) (Herrero et al. 1997). The presence of the

virus triggers a series of events that over the years can result in cancer.

Once the relationship between HPV infection and cancer had been recognized,

hope arose that a vaccine to prevent infection and any resulting cancers could be

developed. But not all women infected with HPV developed cancer, and it remained

necessary to look for other contributors to the development of the disease. One such

study, also sponsored by the NCI, took place in Guanacaste, Costa Rica, between

1993 and 2001. It is now known that the majority of HPV infections (more than 90%)
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are self-limiting, but certain HPV serotypes (15 of the 40, which have been identified)

may result in cancer of the cervix, vulva, vagina, anus, penis, or oropharynx if the

infection persists (WHO/ICO 2009). Only two of these serotypes, 16 and 18, are

responsible for 70 % of cervical cancers.

With this information, the NCI developed technology to prepare vaccines against

HPV serotypes 16 and 18, and in 2004 and 2005 sponsored a Phase III trial with a

vaccine produced by GlaxoSmithKline (GSK). This clinical trial took place in Costa

Rica and recruited thousands of women, some of whom continued their participation

in secondary studies on the effectiveness and safety of the vaccine.

Cervical cancer studies in Costa Rica are scientifically and probably economi-

cally important. An analysis of their implementation process reveals some of the

administrative challenges and a series of conflicts of interest and ethical concerns

faced by the sponsors of long term studies. This information has been obtained by

groups of scientists, politicians, and journalists who have great knowledge of their

country and also of the ethical principles that should guide research involving

humans. They used different means and agencies – including the Legislative

Assembly of Costa Rica and the Comptroller General of the Republic – to denounce

irregularities and obtain information, which is usually kept secret.

Box 9.1 describes all the studies on HPV and cervical cancer conducted in

Guanacaste. Box 9.2 describes the institutions and Costa Rican companies that

had important roles in the study process, as well as their formal or informal inter-

relationships during the studies.

Box 9.1: HPV and Cervical Cancer Studies Conducted in Guanacaste

1985–1987. Multi-center case-controlled study (United States, Costa

Rica, Colombia, Mexico, and Panama) to determine the risk factors for

cancer of the uterine cervix. Sponsored by the United States National

Cancer Institute (NCI). Conclusion: infection by certain types of human

papilloma virus resulted in a series of events leading to cervical cancer.

1993–2001. Study of the natural history of infection by the human

papilloma virus in Guanacaste (Costa Rica). Sponsored by NCI (N01CP-

21081; N01CP-31061; N01CP 40542; N01CP 50535; N01CP 81023;

NCT00342173). The goal of the study was to investigate why a small

proportion of women infected with HPV developed cancer, but the majority

did not; a secondary objective was to develop better techniques to detect

cervical lesions. A future study would test a vaccine against HPV. One fifth of

adult women (18 years or older) in Guanacaste were invited to participate in

the study, plus all residents who developed invasive cervical cancer detected

between June 1993 and November 1994 (n ¼ 28) were included. The final

sample was 10,049. A subsample of approximately 3,000 women was exam-

ined every 12 or six months to monitor the course of the disease. At the

conclusion of the study, all women had a follow-up appointment.

2001–2003. Five studies took place utilizing various women in the cohort.

(continued)
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Box 9.1: (continued)

2004. A randomized, double-blind, population study of the efficacy and

safety of a vaccine against HPV 16 and 18 developed by the NIH of the

United States and produced by GSK (NCI-04-C-N191, NCI-590299/009,

GSK-590299/009, NCT00128661). This study took place in Guanacaste,

Puntarenas, and Upala. From a total of 24,467 women, 7,466 were included

in the study. Criteria were healthy women, from 18 to 25 years of age, not

pregnant or breastfeeding, at least three months postpartum, and willing to

use contraception from one month before the first vaccine dose until

two months after the third. The follow-up period was for four years.

2009. Continued follow-up of healthy young women in Costa Rica,

vaccinated or not vaccinated against HPV. Women vaccinated during the

clinical trial received an additional six year follow-up, and 3,000 women

were recruited to serve as an unvaccinated control group during the follow-up

study period.

Box 9.2: Who Is Who in the Guanacaste Project

Costa Rican Social Security Agency (CCSS). A public agency responsible

for the provision of health services to the population of Costa Rica. There is a

regulation for the conduct of clinical trials (versions 1998, 2001, 2003, 2004,

and 2005). Rules in 1998 and 2001 require contracts to be signed between the

study sponsor and the Director of the center where the study will take place;

in the 2003 and 2004 versions the contract is between CENDEISSS and the

sponsor; changing again in 2005 to the sponsor and the Chief Medical Officer

of CCSS (León González and Vargas Navarro 2006:258). All versions indi-

cate that they should buy an insurance policy for each of the participants. The

CCSS had a Committee for Ethics in Science (CEC), which became the

Institutional Committee for Ethics in Science (CECI) in 2003.

Center for Strategic Development and Information on Health and Social

Security (CENDEISSS). This Center is part of the CCSS and includes a

Bioethics Unit, which, among other functions, has the responsibility to

protect, regulate, advise, monitor, and manage studies with human subjects

that take place in the health centers of the CCSS. It serves also as the technical

office of COIBI-CCSS (Institutional Committee for Bioethics in Research)

Ministry of Health (MS). In 1998, when Dr. Rogelio Pardo was the Minister

of Health, the Executive Decree 27349-8 for the conduct of clinical trials was

issued. This Decree was in violation of CCSS regulations, and was challenged

by the Legal Department and the Bioethics Unit of the CCSS. It was

(continued)
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Box 9.2: (continued)

subsequently condemned by the Legislature for procedural irregularities and

for having been prepared by people with conflicts of interest. In 1999, the

Ombudsman’s Office recommended the rejection or modification of the

Decree, but it was not repealed until 2003 by Decree MS 31078-S (León

González and Vargas Navarro 2006:243). In 2010, the Decree of 2003

(MS 31078-S) was itself repealed.

Costa Rican Institute of Research and Education on Nutrition and

Health (INCIENSA). A State Institute attached to the Office of the Minister

of Health, with responsibility for research in public health among other duties.

The INCIENSA Ethics Committee approved the clinical trial conducted by

PEG on May 28, 2004. This decision was later questioned by CONIS.

National Council on Health Research (CONIS). Founded by Decree MS

31078-S, it is an advisory and consultative Council to the Minister of Health

on research involving human subjects. CONIS accredits ethics committees

and research-conducting institutions, and registers and approves all research

projects involving human subjects which take place in the country. It is

financed by quotas on approved projects (5.5 %) (León González and Vargas

Navarro 2006:244).

Epidemiology Project of Guanacaste (PEG). A private company with its

own researchers which has been responsible for conducting studies related to

the human papilloma virus and cervical cancer in Costa Rica. In August 2010,

it had about 120 employees.

Costa Rican Foundation for Teaching in Health Sciences (FUCODOCSA).

A private foundation attached to CENDEISSS, it was responsible for the

financial management of clinical trials, and charged 15 % of the total budget.

INCIENSA Foundation (FUNIN). A private foundation established by the

staff of the Costa Rica Institute for Research and Teaching Nutrition and Health

(INCIENSA – Instituto Costarricense de Investigación y Enseñanza en

Nutrición y Salud), an Institute of the Ministry of Health to administer PEG

project funds, and can also channel funds from other health research projects. Its

office is located in PEG. FUNIN works through the INCIENSA Ethics Com-

mittee for project approval. INCIENSA and FUNIN are closely related; for

example, the Executive Director of INCIENSAwas also Secretary of the Board

of Directors of FUNIN, and the coordinator of INCIENSA’s Ethics Committee

was a member of the Board of Directors of FUNIN until April 24, 2004.

The University of Costa Rica. The University of Costa Rica is a public

university, which has conducted laboratory tests for PEG since 1999,

enabling it to purchase equipment valued at US $269,000.00.
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9.2 Description of Guanacaste

Guanacaste is one of the seven provinces of Costa Rica. It is situated in the far

northwest region of the country, with an area of 12,241 km2 (7,606 sq. miles – almost

one quarter of the country), and had 280,488 inhabitants in the year 2010 (about 6 %

of the national population). Nicoya and Liberia are the two largest cities, with the

remaining population dispersed in rural areas. The principal sources of income are

cattle ranching and agriculture (with sugar cane and cotton being the major crops),

with tourism developing during the past 10 years, especially along the 1,022 km

(635 miles) of coastline. This change has reduced the poverty index in the province

from 52 % in 1991 to 26 % in 2008.

As mentioned in the previous chapter, the Costa Rican Social Security Institute

(CCSS) is the primary health services provider in Costa Rica, with almost universal

coverage. It offers a broad package of good quality interventions and medicines, all

of them free at point of service. The Ministry of Health is responsible for steward-

ship and public health activities, including community health and health promotion,

especially in rural areas.

Guanacaste has always had one of the highest cervical cancer rates in Costa Rica,

and in Latin America, averaging 33 cases per 100,000, age-standardized rate to the

world population between 1982 and 1992, which is four to five times greater than

the United States average (Herrero et al. 1997). This explains the interest of both the

Costa Rican government and scientists, in studying this health problem in this

population. Guanacaste, even with its low population density, has good health

infrastructure: two regional hospitals, 11 health centers of medium complexity, and

almost 100 health posts. All health posts have a health promoter who makes frequent

health promotion visits to homes located in the service area, and all the facilities have

electricity, a consulting office, and a waiting room. Herrero et al. (1997) reported that

these centers were used only sporadically, and were ideal for epidemiological studies.

9.3 Epidemiological Studies on the Natural History

of Cervical Cancer

A cohort study was begun in 1993 to (1) determine the role of HPV and other

factors in the development and evolution of cervical cancer in residents of

Guanacaste province; and (2) to study different laboratory techniques for the

diagnosis of cervical lesions. Following the first survey and data analysis, follow-

up studies of some of the women in the cohort were added, and a study of the

effectiveness of a vaccine against HPV was announced.

The studies (N01CP-21081; N01CP-31061; N01CP 40542; N01CP 50535;

N01CP 81023; NCT00342173) were conducted by a private company, the Epidemi-

ology Project of Guanacaste (PEG) which in August 2010 had 120 employees, and

were sponsored by the National Cancer Institute of the United States (NCI). The NCI
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contracted the financial administration of the project to the Costa Rican Foundation

for Teaching in the Health Sciences (FUCODOCSA), a private company, and also

had collaboration agreements with the Ministry of Health (MS) for the use of the

health infrastructure and with the Pan American Health Organization (PAHO) to

facilitate tax-exempt importation of equipment and supplies (Herrero et al. 1997).

Utilization of the CCSS infrastructure resulted from an agreement signed by the

Executive President of CCSS and FUCODOCSA, which was never officially

recognized by the Board of Directors of CCSS, and which expired in 1997. The

reason why the agreement was never recognized by the CCSS is not known, but it is

possible that it was due to a conflict of interest as the President of FUCODOCSAwas,

at the same time, director of the Center for Strategic Development and Information on

Health and Social Security (CENDEISSS), a department of the CCSS.1

The central office of PEG was in San José, the capital of Costa Rica, and a field

office was opened in each of the regional hospitals of Guanacaste (in Liberia and

Nicoya). All vehicles and offices used during the studies carried the CCSS logo, and

the study also utilized the CCSS radio (Herrero et al. 1997).

Between February and March, 1993, 95 health promoters from the Ministry of

Health were trained to identify women over 17 years of age residing in a randomly

selected geographic area where they expected to recruit 10,000 women. All the

eligible women were invited to participate by means of a personalized letter, which

included an appointment at the nearest clinic. If the appointment was not kept, home

visits were made – sometimes by the health promoters of the Ministry of Health – to

answer questions and offer transportation to the clinics. The study also included

28 residents of Guanacaste who, between June, 1993 and November, 1994, were

being treated for cervical cancer at other hospitals. By December 1994, 10,049

women had been recruited (93.6 % of all eligible women) (Herrero et al. 1997).

During the first visit, women answered a questionnaire and gave a 15 ml. blood

sample. Sexually active women received a pelvic examination, a cervigram,2 and a

test of the cells of the uterine cervix. Depending on the results, some women were

referred for colposcopy in one of the two regional hospitals, together with randomly

selected 2 % of the study participants. On referral, they answered a more extensive

questionnaire, had additional blood and cervical cell tests, and biopsies when

indicated. All the biological samples and the cervigrams were subsequently

evaluated in various laboratories in the United States, and women diagnosed with

serious lesions or with cancer received treatment through the CCSS.

Women who did not need cancer treatment were included in the cohort study,

divided into groups by risk for developing cancer. Women at the greatest risk for

developing cancer had follow-up appointments every six months (n ¼ 492). Women

with lower risk factors received annual follow-ups (n ¼ 2,574), and the remainder

(n ¼ 6,034) had a passive follow-up, every five to seven years, with instructions to

keep appointments for routine examinations at the CCSS. Each follow-up visit

1 According to information presented in the Asamblea Legislativa de la República de Costa Rica

(2005) he was also the principal investigator for PEG.
2 Photographic images of the cervix
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included a repetition of tests performed at the first visit, and a questionnaire on

behavioral changes. All women with possibly serious lesions were referred for

colposcopy and medical treatment, and were withdrawn from the study. After

seven years, all the women remaining in the study were re-evaluated, but 14.9 % of

women in the passive follow-up group could not be located (Bratti et al. 2004).

This is the largest cohort study worldwide for HPV and cervical cancer, and had

good quality control. The richness of information gained from this study has

resulted in many scientific publications and has maintained interest in studying

this population. Between 2001 and 2003, other studies took place with many

women from the cohort, to (1) determine HPV genetic factors associated with

grade three intra-epithelial neoplasms and cervical cancer; (2) provide follow-up

to women with high grade cytological lesions or cervical cancer; (3) observe

differences in fluctuations in immunological markers during the menstrual cycles

between women using or not using contraceptives; (4) study the indicators of HPV

infection in women between the ages of 45 and 70 years; and (5) analyze the

immunological indicators of the natural history of infection with cancer-causing

HPV (Proyecto Guanacaste n.d.).

This knowledge has been of crucial importance in the development of vaccines

to prevent cervical cancer. It has also, however, given rise to major controversy in

the country.

9.4 Questions Related to the PEG Company, the Dismissal

of FUCODOCSA, and the Change to FUNIN

Although the year the project began is officially considered to be 1993, 1991 dated

documents requestingCCSSguidance on appropriate techniques for the transportation

of biological specimens indicate that some project activities had already commenced.3

For its part, the CCSS Ethics Committee never approved the project, although one

publication (Herrero et al. 2000) stated that the project had been approved in Costa

Rica by an institutional ethics committee. Other publications (Herrero et al. 1997;

Bratti et al. 2004) do not include statements of approval by an ethics committee.4

PEG projects were not alone in being questioned. At the end of the 1990s there

were many complaints about irregularities in the conduct of clinical trials in

sessions of the Legislative Assembly. On October 11, 1999, the Board of Directors

of the CCSS admitted irregularities, and asked for an investigation by the Internal

Audit department. Eight months later, the audit report agreed with the complaints

made to the Legislative Assembly and the Board of Directors.

3 Personal communication, José Miguel Esquivel Chinchilla.
4 Legislation in effect at that time in Costa Rica, Executive Order of December, 1975, required that

a participant must consent to participate in research and that an Institutional Scientific Committee

must be established to evaluate the ethical and scientific aspects of the study.
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Referring to PEG, the Internal Audit of the CCSS (Auditoria Interna de la CCSS

2000) and other studies raised the following issues:

• Utilization of infrastructure, vehicles, equipment, supplies, and personnel from

the public health services network without the knowledge of the CCSS, without

compensating the public sector and leading study participants to identify the

project as a governmental initiative, a factor that could have influenced their

decision to participate

• Non-compliance with the CCSS regulations. The unofficial agreement between

the Executive Director of CCSS and FUCODOCSA for the PEG project expired

in 1997, yet the project continued. The CCSS never approved the implementa-

tion of the project, which was not evaluated by its Ethics Committee. CCSS was

not able to review the informed consent form

• Contracts for the study to take place in CCSS facilities were established through

intermediaries, in this case FUCODOCSA, which benefitted economically,

although many personnel were CCSS employees and received a salary from

CCSS for serving this population. FUCODOCSA received 15 % of the contracts

they administered, which amounted to 1 million dollars during the first five years

of the PEG project (Asamblea Legislativa de la República de Costa Rica

Legislative Assembly 2001:605)

• Contracts and agreements including the use of public resources by private

companies were in violation of Article 11 of the Political Constitution and

Article 11 of the General Law of Public Administration. This was confirmed

during a meeting in 1997 (León González and Vargas Navarro 2006:108)

• Possible violation of Law 6577, which prohibits the use of CCSS facilities and

equipment for private medical practice such as the use of hospitals and clinics

for clinical trials (León González and Vargas Navarro 2006:109)

• Accusations that the Medical Directors of CCSS and CENDEISSS did not

comply with the policies of the CCSS Board, and had acted outside the law

In addition, the CCSS audit (Auditorı́a Interna de la CCSS 2000) confirmed that the

existing regulations in Costa Rica were not sufficient to protect study participants

because, according to existing laws, the sponsors and clinical researchers were not

punishable. As mentioned in Chap. 8, new bills have been proposed, but up to this date

(November 2013) none has been approved. This may explain the behavior of those

involved in carrying out clinical trials, including those responsible for their oversight

(León González and Vargas Navarro 2006:273; Castro Fernández 2002).

The majority report of the Legislative Assembly (Asamblea Legislativa de la

República de Costa Rica 2001) arrived at similar conclusions6 and using various

5 This Majority Report was prepared by two members of the Partido de Liberación Nacional and

one of Partido de Integración Nacional
6 Criticized that most of the clinical study was designed by external investigators and implemented

through private companies acting outside the rules of the CCSS and international standards

(Asamblea Legislativa de la República de Costa Rica 2001:58–59)
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reports of the CCSS Internal Audit (AO-360-95; AHC-300-R-98; AHC-125-R-2000)

exposed conflicts of interest and administrative actions which left study participants

unprotected. These reports involved high executives at CCSS, including the Board of

Directors (see Box 9.3). The reports indicated that the greatest contribution to the

weakness of the system was complicity between the Executive President and the

Medical Director of CCSS, CENDEISSS, and the physicians who have dual employ-

ment, that is, they work for CCSS while at the same time own companies that

facilitate the implementation of clinical trials in the country. For example, the

Medical Directors of CCSS and of CENDEISSS participated in writing the Ministry

of Health Decree of 1998, which contradicted the standards of CCSS, authorized

clinical trials that did not comply with CCSS standards, and eliminated the systems of

control and follow-up of clinical trials. At the same time, the Medical Director

dissolved the CCSS Bioethics Committee, which had functioned adequately, and

replaced it with another consisting of participant recruiters, the assistant director of

CENDEISSS (who was the Principal Investigator in clinical trials carried out in the

CCSS hospital San Juan de Dios), clinical trial researchers, and the manager of

FUCODOCSA. The majority report recommended an investigation on experimenta-

tion with human subjects and the immediate re-instatement of the CCSS Ethics

Committee.

Box 9.3: Conflicts of Interest

The relationship of FUCODOCSA – CCSS

On March 26, 1992, the President of CCSS signed an agreement with the

owner of a company for clinical research, (ICIC.SA) to conduct studies

involving human subjects in the CCSS facilities for 10 years. During

negotiations, CCSS was represented by the Director of CENDEISSS, who

was also President of FUCODOCSA and supervisor of the owner of ICIC,

who was also working at CCSS. The agreement was signed without being

reviewed by the Legal Office of CCSS, and was approved by the CCSS Board

of Directors eight days later. This agreement was never monitored nor con-

trolled by the CCSS (Legislative Assembly. Majority’s report 2001:60; Bloque

Patriótico Parlamentario 2004).

In January, 1993, the President of CCSS signed a five-year agreement with

FUCODOCSA to carry out the PEG program. The principal participants were

the same as in the 1992 agreement, and the President of FUCODOCSA

continued as Director of CENDEISSS. This agreement expired in January,

1997, and was not renewed.

The relationship of CCSS – CENDEISSS

There was a conflict of interest between the Medical Directors of CCSS and

CENDEISSS. In 1998, the Medical Director of CCSS nominated the Director

and Assistant Director of CENDEISSS, who, without legal support, decided

(continued)
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These conflicts of interest, in addition to enriching the private sector at the

expense of the public, left the study participants unprotected, and increased the

difficulty of obtaining information. Not even the Internal Audit Department of the

CCSS could gain access to the informed consent procedures of many projects (León

González and Vargas Navarro 2006), and the PEG company systematically refused

to provide information to the Internal Audit Department and the Board of Directors

of the CCSS (Asamblea Legislativa de la República de Costa Rica 2001:61).

The Comptroller General of the Republic also conducted fiscal studies and

repeatedly called to the attention of the CCSS executives their neglect in resolving

the problems shown in the 2000 CCSS audit and their slowness in implementing the

recommendations called for in the CCSS audit, in other reports written by the

Legislative Assembly, by the CCSS Board of Directors, and by the Comptroller’s

office (Ması́s Figueroa 2003).

The CCSS audit (Auditorı́a Interna de la CCSS 2001) recommended that the

contract with FUCODOCSA to test the efficacy of the HPV 16/18 vaccine not be

renewed until: (1) all the problems identified in various audits and reports were

Box 9.3: (continued)

not to apply the standards of CCSS. The Assistant Director of CENDEISSS

conducted clinical trials at the CCSS hospital San Juan de Dios (Legislative

Assembly. Majority’s report 2001).

The relationship between theMinistry of Health – INCIENSA, and FUNIN

The project was presented to the public as if FUNIN would strengthen the

programs of INCIENSA, even though INCIENSA’s mandate does not include

the implementation of pharmaceutical research. FUNIN’s employees were

working for INCIENSA. INCIENSA did not receive financial compensation.

The relationship between CEC-INCIENSA-FUNIN

In May, 2004, the Coordinator of the Ethics Committee of INCIENSA,

approved the research protocol for the study carried out by the PEG company

in Guanacaste. Before accepting the Coordinator position, she had been

employed by FUNIN.

Other conflicts of interest

In January, 2004, Dr. Olga Arguedas joined PEG, but left in August, 2004 to

become the Director of CENDEISSS (without competition). Dr. Olga

Arguedas was a member of the Ethics Committee of the Children’s Hospital,

where the Minister of Health during the two most recent governments

(2006–2010, and 2010–2011) –did much of her research (Mora Ramı́rez

2006a). (see also Chap. 8)

Private companies conducting clinical trials often hired former or current

CCSS employees.

204 N. Homedes and A. Ugalde

http://dx.doi.org/10.1007/978-3-319-01363-3_8


corrected; (2) mechanisms were established to protect study participants; (3) CCSS

executives with conflicts of interest were not permitted to have input into the

project, and (4) it was determined if an agreement for vaccine studies could be

made directly with the NCI, USA.

In January, 2004, the Principal Investigator of the PEG company wanted a

contract between FUCODOCSA and the medical administration of CCSS to con-

duct colposcopy studies on CCSS patients in PEG clinics, stating that CCSS did not

have sufficient equipment available. The auditing department analyzed the contract

and recommended that it not be signed, among other reasons, because (Asamblea

Legislativa de la República de Costa Rica 2005:15–187):

. . . once more, an attempt is made to involve the institution in research with human subjects

without clearly establishing and properly defining responsibilities in the relationship, which

eventually could have legal implications because it would support an activity sponsored by

a private company

As a result, FUCODOCSA resigned from its association with PEG.

The Minister of Health, Dr. Marı́a Rocı́o Sáenz, tried to rescue the project and

proposed to the NCI that the INCIENSA Foundation (FUNIN)8 be contracted

(Asamblea Legislativa de la República de Costa Rica 2005:26–27) arguing that:

. . . [FUNIN is] linked to the health sector because it operates in support of the Costa Rican

Institute of Research and Education on Nutrition and Health (INCIENSA), an organization

attached to the Ministry of Health, and could take over the financial administration of the

project

She added that the Ethics Committee of INCIENSA had approved the protocol,

was committed to the project, and had signed a letter of intent with NCI. On April

30, 2004, the recently created FUNIN assumed all the rights and obligations

associated with the clinical trial of the safety and effectiveness of the GSK vaccine

HPV 16/18 (see Box 9.3.)

9.5 The Second Part of the Project: Safety and Efficacy

of the HPV 16/18 Vaccine

The Phase III clinical trial to test the safety and efficacy of the HPV 16/18 vaccine

was a double blind, randomized study to be conducted over eight years (NCI-04-C-

N191, NCI-590299/009, GSK-590299/009, NCT00128661). It was funded by the

NCI, which contracted with FUNIN to act as intermediary. PEG, which now had its

own facilities, continued to be responsible for carrying out the study, and, although

7 This Unamimous Report was prepared by members of the following political parties: Partido de

Liberación Nacional, Bloque Patriótico, Partido Unidad Social Cristiana, Partido Patria Primero

and Partido Movimiento Libertario
8 Communication DM-1759-04, Dr. Sharon Miller, contracts officer for NCI research contracts.

Cited in Asamblea Legislativa de la República de Costa Rica (2005)
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there was resistance from CCSS, patients found in need of medical treatment were

referred to CCSS clinics. GSK provided the experimental vaccine. From 24,467

healthy women between 18 and 25 years of age, a total sample of 7,466 was

selected to participate in the study. Of this number, 3,727 received the HPV

vaccine, and 3,739 received the vaccine for Hepatitis A. Study participants had to

agree to use any method of contraception (including withdrawal or abstinence)

beginning one month before receiving the vaccine until two months after the third

dose; they could not be breast-feeding, and they had to be at least three months

post-partum. Study details and procedures the women would undergo were included

in a table at the end of the informed consent.

The project was valued at almost US $20 million, and FUNIN probably received

about US $3 million for its administration. Implementation of this study had the

ethical-administrative problems discussed below (see Box 9.4).

Box 9.4: Organization and Ethical Problems of the Clinical Trial of the

HPV 16/18 Vaccine (NCI-04-C-N191, NCI-590299/009, GSK-590299/009,

NCT00128661)

Study responsibility: Epidemiological Project of Guanacaste (PEG)

Contract between NCI – FUNIN (INCIENSA Foundation). Signed April

30, 2004.

Approved by the ethical committees of INCIENSA, the University of

Costa Rica, and CONIS.

Use of the same public resources used during the study of the natural

history of cervical cancer (including physical infrastructure, vehicle, radio

system and personnel). PEG clinics were also used.

The Ministry of Health promised to obtain the assistance and approval of

CCSS, but never did.

Administrative and ethical problems

In 2005, a Legislative Commission censured the Minister of Health at that

time, Dr. Marı́a del Rocı́o Sáenz, for ethical, legal, and administrative

problems with projects that she directed (Mora Ramı́rez 2006b).

CONIS reprimanded the INCIENSA ethics committee for approving a

project which did not meet existing standards.

Recruitment of study subjects began before receiving the approval from

CONIS and the ethics committee of the University of Costa Rica.

CCSS wanted to separate from PEG, but was not able to. Its name was

included in the informed consent material.

The contract between the NCI and FUNIN stated that explicit support and

approval had to be obtained from the Ministry of Health and from the CCSS,

as well as from all the ethics committees, for the expected eight years of the

duration of the study. CCSS never reviewed nor authorized the project.

(continued)
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Box 9.4: (continued)

The sponsor did not cover the cost of adverse reactions. The consent form

stated that women in any way involved with the study could receive treatment

from the Ministry of Health or CCSS if they had any adverse effects.

CCSS infrastructure was used, with the excuse that physicians were

involved in the “Mixed Medicine” program.

Employees of a private project had access to CCSS patient files, but no

note was made in the clinical history of the CSSS stating that the woman was

taking part in a research study.

More than one million biological specimens were sent outside the country

without any formal agreement.

According to the NCI – GSK contract, all the intellectual property rights

were retained by NCI and GSK, and they were governed by US law.

It was not determined how the study results would benefit Costa Rica and

its citizens.

Some participating women did not understand the informed consent material.

9.5.1 Relation with CCSS

The relationship between PEG – FUNIN – CCSS was controversial. CCSS did not

want to be part of the trial conducted by PEG, yet the CCSS name continued to appear

on project documents. This was questioned by the institutional ethics committee

(CECI) and the CCSS auditor, neither of whom had reviewed nor approved the

project (Asamblea Legislativa de la República de Costa Rica 2005:18–19).

In December, 2004, in a meeting between three representatives from PEG, the

President of the CECI, the Director of CENDEISSS, and the Executive President of

CCSS, it was decided not to remove the name of CCSS from the informed consent,

and to maintain the message that if the women in the study had any medical

problem they should seek treatment through the CCSS. A note was added clarifying

that the CCSS was not part of the research team for the clinical trial. This indicates

that the CCSS executives ignored the concerns expressed by the CCSS compliance

offices (Asamblea Legislativa de la República de Costa Rica 2005:19).

In January and February 2005, the Comptroller General of the Republic and the

Executive President of CCSS, reversing the December, 2004 position, said that the

CCSS name should not appear anywhere, because CCSS had not agreed to be a part

of the clinical trial, and that to continue to include the name or services of the CCSS

in the official documents of a private project could result in a legal summons

(Asamblea Legislativa de la República de Costa Rica 2005:20). The final version

of the informed consent included a phrase stating that the CCSS was not part of the

research team, which could give the impression that it was involved in other

activities. The PEG non-compliance with the requirements of the Comptroller

and CCSS has not had any consequences.

The CCSS position was a problem both for the Ministry of Health and for

FUNIN. A year earlier, on December 12, 2003, while negotiations on how to
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administer the project were ongoing, the Minister of Health signed a letter of intent

with NCI confirming that the work of PEG was of interest to the Ministry of Health

and of importance to the people of Costa Rica, and agreeing to facilitate the

authorization of CCSS to implement the clinical trial of the vaccine and give access

to health records (Asamblea Legislativa de la República de Costa Rica 2005:2).

FUNIN, upon accepting the contract with the NCI, agreed to obtain the support and

explicit approval of the CCSS and the Ministry of Health for the duration of the

project9 (Asamblea Legislativa de la República de Costa Rica 2005:21).

FUNIN, without obtaining institutional support, decided to enroll seven PEG

physicians in the “mixed medicine” program10 so that they could refer patients to the

clinics and welfare services of CCSS, even though this program was not set up to

include clinical trial participants. Standards for research conducted in CCSS facilities

stated that all economic aspects related to clinical research had to be in a contract which

included, among other items, 100 % reimbursement of incurred costs (Asamblea

Legislativa de la República de Costa Rica 2005:21–22). By using the “mixed medi-

cine” program, FUNIN: (1) improperly used the CCSS “mixed medicine” program

because the PEG clinics had been set up to conduct research, not ambulatory care;

(2) gave a false understanding that the CCSS was a part of the research project;

(3) transferred project costs to the CCSS, which did not receive any financial compen-

sation for the referred patients; (4) violated CCSS standards, and (5) facilitated private

sector access to the clinical records of the CCSS,11with the additional violation that the

participation of the woman in the research project was not recorded in her clinical

record. Eventually, this last situation caused administrative action against FUNIN

employees (Asamblea Legislativa de la República de Costa Rica 2005:28).

9.5.2 Problems with Approval by the Ethics Committee

Despite all these controversies and conflicts of interest, this research project was

approved by three ethics committees – those of INCIENSA (May 30, 2004), the

University of Costa Rica (December 1, 2004), and CONIS (November, 2004). Of

the three, only CONIS questioned the approval of the clinical trial for not comply-

ing with existing standards. In September, 2004, CONIS wrote an official letter to a

member of the INCIENSA ethics committee questioning the approval of the

clinical trial, which, in CONIS opinion, had been granted with insufficient and

9Contract N01-CP-11005, signed on April 27, 2001, by Dr. León de Mezerville Cantillo and

Dr. Sharon Miller (NCI), and amended on April 30, 2004, when FUCODOCSA resigned from its

association with PEG, and FUNIN became responsible.
10 The CCSS mixed medicine program (programa de medicina mixta) allows physicians in private
practice, who enroll in the program, to refer CCSS beneficiaries, seen in their private practice, to

CCSS facilities for medications and health services, including diagnostic tests and hospitalization.
11 This violated Articles 12 and 16 of the General Law of Internal Control, No. 8292 (Asamblea

Legislativa de la República de Costa Rica 2005:9).

208 N. Homedes and A. Ugalde



incomplete information (a lack of insurance policies and copies of contracts, and

problems with informed consent). Not receiving an adequate response, CONIS

cautioned the ethics committee and the Director of INCIENSA that they should

respond to their concerns. Finally, in November 2004, almost five months after the

study had begun, and after 1,599 doses of the experimental vaccine had been given,

CONIS stated that they had received the insurance policies and approved the

project. CONIS approved the project knowing the conflicts of interest between

the INCIENSA ethics committee and FUNIN. CONIS knew that the coordinator of

the ethics committee had been a member of the Board of Directors of FUNIN until

April 21, 2004. Surprisingly, CONIS announced that a letter of resignation from the

Board of Directors of FUNIN was sufficient to indicate that there was no conflict of

interest (Informe de Conis 2005).12

9.5.3 Donation of Materials for Research in Other Countries
and Benefits for Costa Rica

The informed consent said that the specimens would be stored in a space sponsored

by the United States National Institutes of Health, without specifying how they

would be used and in violation of existing regulations. The contract with the NCI13

stated that the collection of biological specimens had to comply with local

standards, and Costa Rica requires the signature of transfer agreements protecting

the intellectual property rights of the participants or the national institutions

(Asamblea Legislativa de la República de Costa Rica 2005:37). These agreements

were not established by the PEG Company, although a very large quantity – more

than one million- biological specimens were exported. In contrast, clauses related to

intellectual property and patents are highly detailed in the contract between NCI

and GSK.

The informed consent did not mention how the results of the study would benefit

participating women or the population of Costa Rica, and it was not until the middle

of 2005 that this topic received attention.14 Additionally, such was the interest that

the study should take place in Costa Rica that, due to the intervention by CONIS,

the PEG Company was exonerated from payment of 0.5 % of the project’s total

budget to the Ministry of Health (Vargas Carmona 2005).

12 The delays in the signature of the contract between FUNIN and the University of the Costa Rica

explain the delay in project approval by the University’s IRB.
13 N01-CP-11005 cited in (Asamblea Legislativa de la República de Costa Rica 2005)
14 In contradiction to the principles behind Executive Decree No. 31078-S (Asamblea Legislativa

de la República de Costa Rica 2005:39).
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9.5.4 Problems with Informed Consent
and the Recruitment Process

A report from the Board of Directors of the College of Physicians (Páez Montalbán

2005) questioned the imprecision of the informed consent process, demonstrated

the presence of contradictions in the text (which could confuse participants and in

some cases put them in danger), and warned that the presentation of the information

and the various omissions of content could have altered the participants’ response.

For example, while one part of the document stated that the women had to use

contraceptives, another section minimized the importance of pregnancy stating that

there was no evidence that the vaccine endangered the pregnant woman or her fetus;

the text implied that the vaccine would prevent HPV infection without mentioning

that there was a high probability that they already had or had had the virus, and also

that the project was of public interest when the greatest beneficiaries were

institutions and private companies. Nowhere was it said that one of the study

objectives was to monitor the occurrence of adverse events, including the appear-

ance or exacerbation of auto-immune diseases, nor did it mention that the

researchers wanted to study the effectiveness of the vaccine in women infected

with HPV, and in pregnant women.

Without underestimating the importance of the above mentioned concerns, there

were other problems with recruitment and the process of obtaining informed

consent. The newspaper Pregonera (Town Crier) of Costa Rica published a special
report (Vargas Carmona 2005) that included interviews with six women who were

“invited” to receive the vaccine, providing insight into the recruitment process and

the women’s understanding of this clinical trial. In the following paragraphs we

reproduce some excerpts of those interviews (our translation).

9.5.4.1 Marianela Alvarado Solano. “It is an Experiment.”

Mariana Alvarado Solano lives in the “El Guabo” neighborhood. She is 24 years of

age, and before going to work she had to leave her nine year old daughter in school

and her three year old toddler in the care of her mother.

We asked her “what was the first contact you had with the project?” She replied “a young

man came with an invitation, and said that I was lucky to be in this project, that I would be

like a guinea pig participating in it.”

Interviewer: Why like a guinea pig?

Marianela: “Because it is a study, it is something experimental”

Interviewer: This is what they said about the project?

Mariamela: “Yes, and they gave a pamphlet which explained quite a bit, they told me that it

was a blind study and that no-one would know the type of vaccine I would receive.”

This young mother had been vaccinated twice and stated: “I went mostly because my

mother told me it was good because they were helping people and giving people physical

exams”
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9.5.4.2 Johanna Gutiérrez Gutiérrez. “Nobody Told Me Anything.”

Johanna Gutiérrez Gutiérrez, is a young 23 years old woman who worked with her

mother in a food stall. In addition to her work, she studied Family and Social

Education. Johanna said that she did not want to be vaccinated, but a friendly young

man came to her house and gave information about the project as well as an

appointment. We asked her “why did you not want the vaccine?” In her own words:

because from the beginning nobody explained anything, the pamphlet had some informa-

tion, but the truth is that I did not feel it was safe, that is, there was too much I didn’t know,

and this is why I was afraid and when I talked to my friends that had already been

vaccinated they said that they did not know what was in the first vaccine

Johanna had doubts, and said that she was not going to be among those

vaccinated, questioning the focus of the project:

just think that they want you to feel so special that they say ‘we will pick you up and take

you back’ and the truth is that no one has seen this before and we want to know -What is the

real interest of these people?

9.5.4.3 Alejandra Morales Álvarez. “Something Strange

Happened to Me.”

Behind the display case in the shop where she worked, we talked to Alejandra

Morales Álvarez, the youngest of those interviewed. She had been told:

that it [the study] was a test that was going to be done on women, emphasizing that it was a

virus transferred through. . .well, when you were with a man

She told us that in the clinic she saw films and they asked her questions such as

“how many men have you had relations with?”, and then they gave her the vaccine.

She said that after the vaccine she felt very ill and did not go to work –

my arm was very red, I felt nauseated, but they (the people in the clinic) told me that this

happened; in a few days I pressed my breasts and had a milky discharge, which is still there.

I went to the doctor who examined me and I asked her why I had this after the injection and

she said that it was too many hormones, but I still have it

Alejandra has had breast complications for 2 months, and assured Pregonera
that she would not go to the clinic because in her opinion they did not know how to

adequately help her.

9.5.4.4 Yanel Contreras Cavarı́a. “It is too Much.”

Yanel is a 22 year old woman who lives in the Santa Cecilia neighborhood. A good

part of her time is spent working as a receptionist in a beauty salon. She is on the list
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of eligible women, but refused to participate. This resident of Guanacaste does not

trust the regulations and the insistence of the project staff that she participates:

they told me that they would fetch me if I could not go, that I would only have to call. They

gave me an appointment, and if I couldn’t keep it, they would change it, I could go to the

clinic when and as often as I wanted; I live 300 meters (just over 300 yards) from the clinic,

and that they would send a big car to pick me up, this is too much

Yanel has not been vaccinated, and took that decision because of the project

conditions such as avoiding a pregnancy, as well as hesitation about the safety of

the series of examinations to which she would be exposed.

On the other hand, she had several questions. One is that she knows that the

CCSS does not participate in PEG; but

they (the project people) say that CCSS agrees with the project, and they gave me the

example of the many doctors who are working with them

9.5.4.5 Querely Araya Morales. “I Decided to Be Vaccinated”

Querely Araya Morales is included in the list of women who have been vaccinated.

Born in Santa Cruz, Costa Rica, she is the single mother of a three year old

daughter. At 22 years of age, she is employed by a local store. She has received

two dosages of the vaccine, and, as with the other women, we asked her about the

information she was given prior to agreeing to take part in the PEG study:

the young woman explained to me that the vaccine had no problems; that more than one

thousand women in Liberia had been vaccinated, and that there were two types of vaccine,

for “papilloma” and the other, I think, for hepatitis, but they could not tell us which we

would receive because it is decided by chance.“ Following this explanation, I decided to be

vaccinated because” it sounded good to me, the young woman said that it was to prevent

cancer from HPV and this seemed a good idea

Asked about the effects after receiving the vaccine, she said

my body was itching and two days after being vaccinated I had a menstrual period which

lasted almost 10 days, and my periods are still irregular

At the end of our conversation, Querely stated that she had decided to continue

with the remaining vaccinations because for her “everything was fine.”

9.5.4.6 Jenny Rodrı́guez Gómez. “Women Must Be Warned.”

At 24 years of age, with two children to care for and her job, Jenny Rodrı́guez

Gómez is dedicated to “warning” the women of Guanacaste through various articles

in the El Sabanero newspaper. This young woman did not participate in the study

because, she said, she really studied the project.

I read all that they gave me and I had doubts; I talked to some local physicians and they told

me that receiving the vaccine or not was my personal decision, but it wasn’t recommended

because of bad reactions
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Having made the decision not to be vaccinated, she wanted to share her point of

view with other women by publishing several articles, which, in her words, “have

become the foundation of the Congressman’s reports.” She added:

“it seems to me that they are offering too many things; that made me suspicious, and I

wanted to alert other women. . .because here we are known for being very meek people.”

Jenny emphasized the importance of being well informed, and “invited women to study this

project, not to sign the consent without reading it, to ask for a copy, and that if they had a

friend who knew the law, that they talked to that person”

This clinical trial has greatly contributed to the advancement of knowledge on

the epidemiology and prevention of cervical cancer, and has also allowed many

scientists – including Costa Ricans – to publish articles in prestigious scientific

journals. In the words of the President of the University of Costa Rica:

The University has been enriched by this scientific investigation, becoming an institution in

the forefront of this topic worldwide

The studies in Guanacaste continue (see Box 9.1), and it is very probable that

they will contribute to scientific knowledge. It is not known if, in the process,

ethical-administrative irregularities will also continue, and if the advances in

knowledge will benefit the women who participated in the study and the Costa

Rican population in general. At present the vaccine is very expensive for national

economies such as that of Costa Rica, which prevents the public health sector from

offering it to all adolescents.

9.6 Conclusions

Costa Rica has a long tradition of clinical research, and complaints about irregularities

in research involving humans date from the mid-1970s. These irregularities have

been attributed, at least partly, to the absence of an appropriate legislative framework,

but the complicities documented in this article question if a new law will resolve the

problem. Public agencies and the judicial system are responsible for ensuring compli-

ance with existing laws and regulations but, as this case study illustrates, individual

agendas of powerful researchers and conflicts of interest among senior executives of

public institutions (CCSS and the Ministry of Health) can derail all efforts, including

those of the Legislative Assembly, to remedy the situation.

The problems described in this chapter are not due to ignorance or lack of

information. In this case study, the PEG company, the researchers, the intermediaries

(FUCODOCSA, FUNIN), the public institutions (CCSS, Ministry of Health,

INCIENSA), the legislators, and the agencies responsible for respecting the rights

of research participants (CONIS, CENDEISSS, CEC-INCIENSA) were aware of the

irregularities that affected the PEG projects. For example, the same person that as

Minister of Health promoted in 2003 and 2004 the activation of the clinical trial

9 Cervical Cancer and the Development of HPV Vaccines in Guanacaste, Costa Rica 213



through FUNIN a year earlier (August, 2002) had stated (Asamblea Legislativa de la

República de Costa Rica 2005:8):

Research benefits are not helping the public institutions where the research takes place, the

institutions do not benefit either economically or from the results of the studies, although

the studies take place in the facilities of these institutions. . . There is no clear separation of

duties between those who authorize the studies and those who take part in the research. . .
At present, clinical studies are rapidly moving to the private sector. . .

The stories of the women of Guanacaste show that they were of humble origin,

were not informed sufficiently about the study, and some had felt coerced by

recruiters. We do not know how this influenced the quality of information obtained

in the study, for example: were all perceived adverse events shared with the PEG

physicians, or, as in the case of Alejandra, did women leave the study without

further explanation? Or, as with Querely, they failed to report the effects of the

vaccine because they were not thought to be very important? How many of these

women experienced other complications that could not be linked to the vaccine,

because they received treatment from CCSS without informing the PEG company

physicians and without the CCSS physician knowing that the woman was a

participant in the study?

Study sponsors are often aware of these problems and conveniently choose to

ignore them. For example, the contract with NCI failed to address intellectual

property rights issues, did not specify the benefits for the Costa Rican population

and did not require the insurance policies for research participants. NCI knew the

problems between FUCODOCSA and the CCSS, but had no problem transferring

the contract to another private body, FUNIN, without modifying the terms of the

contract, as they would have had to do in high-income countries. Moreover, if the NCI

and GSK had monitored the implementation of this clinical trial, they would not have

been able to overlook the concerns about the project voiced by the CCSS Auditor, the

Comptroller General of the Republic, and the Legislative Assembly. The possibility

that the NCI and GSK preferred to ignore those problems, many of which had simple

solutions, and obtain the data at any cost, marks them as accomplices.

Also of note is that Costa Rica has not required sponsors to pay custom duties

for the importation of supplies and equipment, or for the use of facilities, supplies,

equipment, and personnel. No one knows the amount of the debt, but if it is not

collected and this issue is not addressed in future contracts, Costa Rica will continue to

subsidize foreign sponsors and the pharmaceutical industry in exchange for very few

benefits. As in this case study, the Costa Rican population pays for some research

expenses that are not reimbursed to the CCSS, and the main benefactors from clinical

research are the Costa Rican researchers, academics, and intermediary agencies – in

this case, FUCODOCSA and FUNIN-, and the pharmaceutical companies.

The problems described in this chapter can only be resolved by the express

commitment of study sponsors, who have in their power not only the ability to

establish standards of good clinical practice, but also compliance with ethical

principles and national and international standards governing research involving

humans. Regulatory agencies in high-income countries must also question the

quality of information obtained in countries which do not uphold these principles.
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At the same time, consumer advocacy groups and organized community

representatives should establish and maintain pathways to channel information

and complaints related to the conduct of clinical trials.
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Chapter 10

Ethical Guidelines for Clinical Trials

in Mexico: Theory and Practice

Emma Verástegui and Edith Váldez-Martı́nez

10.1 Introduction1

This chapter examines several aspects related to clinical trials of pharmaceuticals in

Mexico, including the number and characteristics of the trials, their regulation, and

the challenges to be overcome to achieve compliance with international ethical

standards and the protection of trial participants. Mexico, like other Latin American

countries, faces many social and economic problems. Expenditures on health are

relatively low (6.6 % of the Gross Domestic Product in 2006) (WHO 2009), and the

health system is fragmented, highly politicized, and the demand for medical

attention has increased. Although access to health services is a constitutional

right, there is great inequity in access to medical care, and a high percentage of

the population is not able to obtain needed medications.

Salaried employees and their families have good health care coverage through

the various social security institutes. According to the Federal Ministry of Health,

the rest of the population – almost 60 million persons – have access to health care
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and medicines through the Popular Health Insurance (Seguro Popular) that is

mostly financed by the federal government and implemented through the states’

governments2 (Chertorivski Woldenberg 2010). For the four poorest income deciles,

enrollment in the Popular Insurance is free. Independent researchers have not been

able to verify the number of persons affiliated to the Popular Insurance scheme. The

Popular Insurance provides access to more than 300 medications but it is known that

access to pharmaceuticals varies by states, and the availability to several drugs is

often unpredictable. In practice those covered by Seguro Popular continue to invest a

substantial proportion of their meager income in the purchase of medicines.

10.2 An Attractive Country for Clinical Trials

Mexico is a very attractive country for clinical trials, for the following reasons:

1. Asmentioned, a high proportion of the population has limited access tomedical care

andmedications.With a national populationof 110million people,many low income

Mexicans are willing to participate in clinical trials to receive free medications

2. There are specialized and well equipped medical centers with physicians and

researchers who have received excellent training in prestigious locations in

Mexico and abroad

3. There is an increase in chronic conditions in Mexico (cardiovascular, diabetes,

and cancer), and the pharmaceutical industry is looking for new treatments for

these conditions

4. As will be discussed later, the regulatory system and the rules governing the

implementation of clinical trials are very weak

5. The proximity of the USA to Mexico, and the North American Free Trade

Agreement (NAFTA), facilitates business relationships between the two countries

10.3 Clinical Trials in Mexico: Statistics and Location

Over the years, many attempts have been made to establish a register of the number

and categories of research projects taking place in the country. According to Article

10 of the Regulations for Health Research of 1987 (De la Madrid 1987):

. . . to Coordinate and Promote Scientific Development and Technology. . . the Ministry

[of Health] will publish formal rules for institutions where research will take place, and for

the registration and monitoring of projects

In 2010, the proposed register had not materialized, and there was no official

record of the number of studies with human subjects that had taken or were taking

place in Mexico.

One obvious information source should be the Federal Commission for Protection

against Health Risks (COFEPRIS), the agency that regulates pharmaceuticals.

2 The country of Mexico is made up of 31 states and the Federal District (DF – Distrito Federal).
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All clinical studies must be authorized by this agency, which therefore should have all

the information about clinical trials. Unfortunately, COFEPRIS does not publish any

information about clinical trials on its web page; not the number of trials, the number

of participants, the companies sponsoring the trials, the names of the principal

investigators, the products studied, the phase of the approved trials, or the participating

institutions. It is also impossible to identify the protocols that have been rejected.

COFEPRIS publishes instructions on how to request information, but our appli-

cation for information was unsuccessful. Requests for information on clinical trials

must be made in writing and delivered to the offices of the Commission. In October

2009 we requested basic information which any researcher or citizen has the right to

know; we did not ask for anything approaching an industry secret, but we did not

receive an acknowledgement to our request. The impossibility of obtaining infor-

mation is due to the inefficiency and lack of transparency at COFEPRIS, which

does not permit access to their database and is in non-compliance with the interna-

tional codes and declarations related to ethics in clinical research.

We used the USA federal register, clinicaltrials.gov, to obtain basic information on

the clinical trials conductedMexico, although as it has been discussed in (Chap. 3) this

register has limitations. Phase I and many Phase IV studies are not always registered,

and the records prior to 2006 were less reliable and tended to be incomplete. Within

these limitations, Table 10.1 shows the number, type, and sponsors of the clinical trials

of pharmaceuticals that took place in Mexico between 2005 and 2009.

Data from various Mexican organizations can complement the information from

the US federal register. In 2006, the Coordinating Commission for the National

Institutes of Health and High Specialty Regional Hospitals (CCINSHAE)3 had

Table 10.1 Number of clinical trials of medications in Mexico 2005–2009

2005 2006 2007 2008 2009

Number of registered clinical trials 160 199 187 204 164

Phase I 2 4 4 3 4

Phase II 32 56 52 42 33

Phase III 110 135 95 132 93

Phase IV 21 16 34 28 24

Sponsored by:

Pharmaceutical industry 158 172 166 192 138

NIH and other federal agencies in the USA 0 4 3 1 3

Universities/Organizations 3 30 22 16 20

With placebo (in study title) 86 79 80 120 75

Studies in children (0–17 years) 15 23 28 22 19

Source: www.clinicaltrials.gov

Note: Some studies are sponsored by more than one entity and can include more than one Phase

3 The Coordinating Commission is a highly reputable administrative unit within the Federal

Ministry of Health. Its purpose is to coordinate medical and hospital services to reduce the

complications of rare illnesses. It brings together highly specialized human resources, equipped

with advanced technology, who work in very expensive and specialized centers. Its scope includes

12 National Institutes of Health, which focus on conducting scientific health research, training
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registered 2,354 research protocols, approximately 60 % (1,412) being clinical

trials sponsored by the pharmaceutical industry.

Some clinical trials last for more than 1 year and this number includes an

unknown number of studies approved in previous years. Despite this, the number

of studies reported by the Commission is much higher than the number obtained in

clinicaltrials.gov. The Commission may also include clinical trials with medical

devices and those using different surgical techniques, epidemiological studies, and

a large number of Phase 4 studies, which are not included in clinicltrials.gov. Even

if the non-pharmaceutical trials are subtracted, it still appears that the number of

trials registered with the Coordinating Committee is much greater than those

registered with the FDA.

Similarly, the data from other Mexican institutions do not distinguish between

clinical trials of medications, studies of medical devices or surgical procedures, or

socio-medical research. The Coordination of Medical Research of the Mexican

Institute of Social Security (IMSS) registered 2,580 research protocols in 2006 and

2,372 protocols in 2008, of which an estimated 30 % (774 in 2006 and 712 in 2008)

were clinical trials sponsored by the pharmaceutical industry – again, higher

numbers than those registered by the FDA.

Most of the clinical trials are multicentric and international. Clinicaltrials.gov

provides the number of patients to be enrolled in each study, but not their distribu-

tion by country. Table 10.2 shows data from the Mexican Association of Industries

of Pharmaceutical Research (AMIIF), which presents the number of patients

included in clinical trials sponsored by the pharmaceutical industry in 2005,

2006, and 2008; the total number of clinical trials, the number of participating

researchers, and the industry-provided estimated cost of the studies (AMIIF 2010).

Table 10.2 Clinical studies according to AMIIF survey

Year Number of patients participating

2005 51,000

2006 63,000

2008 87,000

Year Cost in thousands of Mexican pesos

2005 850,000

2006 1,000,000

2008 1,590,000

Institutions conducting research: Number (% of total)

Public 1,050 (84 %)

Private 200 (16 %)

Number of areas of therapeutic interest: 18

Number of researchers: 1,025

Number of protocols 2005–2008: 500

Source: Encuesta de investigación clı́nica AMIIF, 2006, data on file Asociación Mexicana de

Industrias de Investigación Farmacéutica, Investigación para la vida AMIIF, 2010

qualified health personnel, and providing specialized medical services; six Regional Specialty

Hospitals and six Federal Referral Hospitals are located in Mexico City and surrounding states.
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According to this source, only 500 studies were conducted during those years,

while the FDA registered 563 studies for the same period. AMIIF data could also

include Phase IV trials, which would not be registered by the FDA (see Table 10.2).

While the number of trials has decreased (see Table 10.1), Table 10.2 shows that the

number of participants has increased, signifying that the number of participants per trial

has increased. Studies were conducted in 1,250 sites; an average of 2.5 sites per trial.

Most clinical trials (84 %) took place in public institutions. There is no precise

data of their distribution between the Ministry of Health and Social Security (IMSS)

facilities, but it is known that before 2009 most pharmaceutical trials took place in

the hospital network of the Ministry of Health, especially in the 12 decentralized

National Institutes of Health.

It is easier to recruit patients in the Institutes of the Ministry of Health than in the

IMSS facilities. The Ministry of Health provides medical care to people in poor

socio-economic circumstances, without access to the Social Security hospitals. The

following example suggests that access to medications is an attraction for clinical

trial participation. In one Ministry of Health hospital, the number of women

recruited in clinical trials with a breast cancer drug declined rapidly when the

Ministry of Health included breast cancer treatment in the Popular Insurance

scheme. Patients in the social security system (IMSS) are entitled to receive all

medications free of charge, and were less likely to take part in clinical trials. In the

case of illnesses or conditions without effective treatment, the willingness to

participate in clinical trials is the same across all social classes.

The high number of researchers in the National Health Institutes (which serve

low-income clients) is another attraction for the industry to conduct clinical trials in

the Ministry of Health facilities. Researchers welcome the opportunity to conduct

clinical trials because they have access to research funds and equipment donated to the

hospitals by the pharmaceutical companies; they see the possibility of being published in

international journals and participating in international conferences at industry expense,

and many receive additional income for conducting these studies. These incentives are

difficult to refuse. They explain the researchers’ willingness to accept the conditions

imposed by the pharmaceutical industry in the implementation of clinical trials.

10.4 Research Regulations and Their Implementation:

The Role of COFEPRIS

This section will briefly examine the existing regulations in Mexico for clinical

trials, identify areas of weakness, and evaluate compliance with the standards. The

1984 General Health Act (Ley General de Salud) (Cámara de Diputados del

Congreso de la Unión 1984) and the subsequent 1987 regulations govern clinical

trials. Title V of the Law, Articles 96–103, established the requirements for research,

ethics and biosafety committees, mandated the establishment of a register of all

studies, called for all studies to comply with the necessary standards to conduct valid

scientific and ethical research, specifically stated that consent must be obtained in

writing, and ordered all studies to be authorized by the health authorities.
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The 1987 Regulation of the General Health Act for Health Research (RLGSIS)

includes more detail on the manner and conditions that need to be fulfilled when

conducting clinical research in Mexico. The Regulations emphasize respect for the

dignity of the individual, the protection of participant rights and well-being, and

require the informed consent of the participant (De la Madrid 1987).

In the General Health Act and in RLGSIS it is possible to identify elements of the

Declaration ofHelsinki but withoutmaking a direct reference to it. However, although

both theMedical College of Mexico and the National Federation ofMedical Colleges

in Mexico (FENACOME) were admitted to membership in the World Medical

Association in 1994, in this chapter we have highlighted several instances where the

Mexican regulations are not properly aligned with the Declaration of Helsinki.

The Mexican Social Security facilities,4 especially those belonging to IMSS,

have standards and procedures governing research. Their clinical trial regulations

allow for a more demanding approval process. Pharmaceutical companies see the

IMSS procedures as “delaying research development” (Interview 2010a). Patients

of IMSS and other Social Security institutes have free medical attention and

medications, which makes it more difficult to recruit patients for clinical trials.

In 2001, the federal government created COFEPRIS, a decentralized agency of the

Ministry of Health with technical, administrative, and operative autonomy. The Health

Authorization Commission of COFEPRIS has the responsibility of authorizing clinical

research with humans, establishing safety measures, and developing administrative

sanctions in case of non-compliance with the regulations. It is involved with various

aspects of clinical trials, such as protocol approval and authorization and the mainte-

nance of the clinical trials register. TheCommissionmust approve the informed consent

process, the researcher’s manual of procedures, the written information given to

patients, the information to be used for participant recruitment, and all the information

provided by the pharmaceutical company when requesting authorization to conduct the

clinical trial. Any change in the principal investigator or modifications to the protocol

must also be approved by the Commission.5 The Health Authorization Commission

includes committees such as that for New Molecules (SSA 2012) (see Fig. 10.1)

The Committee for New Molecules is an advisory board and its duties include:

1. Reviewing clinical trial protocols and advice on the approval or rejection of a

proposed study

2. Providing comments and recommendations when medications already on the

market seek approval for new therapeutic uses and Phase III or IV trials are

requested to assure medication safety

3. Promoting cooperation between institutions and international agencies for the

exchange of information about research development

4. Suggesting improvements in research strategies, evaluation, and follow-up of

adverse effects arising during the clinical trials

4 In addition to the IMSS, a number of labor unions have their own social security schemes that

include health facilities for their beneficiaries. Among these, the most important are the union of

state workers and the union of PEMEX, the national oil company.
5 These functions have recently been changed.
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10.4.1 COFEPRIS Performance

The 2006 report published by EULABOR (Latin American and European Systems

of Ethics Regulation of Biomedical Research) (Soberón et al. 2006) and written by

the National Bioethics Commission – an independent agency created by Presiden-

tial Order – presented a demolishing picture of COFEPRIS performance. According

to the report, in 2005, COFEPRIS was notorious for its lack of personnel with

training in ethics. It also stated that COFEPRIS was not responsible for the ethical

review of protocols, it did not have an ethics committee, its officials only reviewed

aspects of the protocol that they selected without any pre-determined criteria, and

potential conflicts of interests that had to be declared were not mentioned.

Committee for New
Molecules

Permanent Members Temporary Members

Federal Commissioner

Executive Director of Authorization
of Products and Establishments
Auxiliary Technical Secretary

Commissioner of Health
Authorization

Technical secretary

National Academy of
Medicine

National Academy of
Pharmaceutical Sciences

Mexican Institute of Social
Security

Director of the Center for
Pharmacovigilance

Auxiliary Technical Secretary

Director of Analytic Control
and Expansion of Coverage

Representative of the General
Health Council

Associations, Advisory
Councils, Colleges, Societies

Representative of the Mexican
Institute of Industrial

Property

Fig. 10.1 Configuration of the Committee for New Molecules (Source: Mexican Government.

Secretarı́a de Salud 2008 de México)
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The work of COFEPRIS’s officials was simply to fulfill an administrative task

including aspects such as confirming that the protocol had an informed consent

form that had been authorized in the institution where the study would take place by

the institutional ethics committee, that the people conducting the trial had the

necessary academic preparation, the project had a reasonable timeline and was

providing all the necessary resources, and that it met the other requirements

established in the Guide for the Presentation of Applications (Soberón

et al. 2006; Valdez-Martı́nez et al. 2008).

Although COFEPRIS did not supervise institutional ethics committees,

authorizing a protocol implicitly guaranteed that the clinical trial complied with

ethical principles and that, during the trial, participant confidentiality would be

respected and safety measures would be in place to protect the well-being of the

participants. The EULABOR report discussed the shortcomings of COFEPRIS

regarding the registration and monitoring of the ethics committees. The report

suggested that COFEPRIS should not approve any clinical trial that was not

approved by an ethics committee registered in the COFEPRIS database, but this

suggestion received no action. The authors of the report pointed out that although

COFEPRIS had existed for 5 years, it had failed to explain to those involved in

clinical trials some basic procedures such as how to register ethics committees, or

their obligation to do so. There were cases where ethics committees had asked how

to register, but the Ministry of Health could not explain how they should do it.

According to the National Chamber of the Pharmaceutical Industry

(CANIFARMA), the Committee for New Molecules uses exclusively industry

information, their work is opaque, secretive, and does not request external

assistance to improve its convoluted decision-making or provide feedback.

CANIFARMA considers the work of this committee to be bureaucratic rather

than scientific (Interview 2009a).

In 2007, the Health Authorization Commission (Comisión de Autorización
Sanitaria) recognized the need to speed up the approval process for clinical trials.

However, the added workload for the renewal of the market authorization of

medicines, which became mandatory more recently, together with the increase in

the number of clinical trial protocols for review has caused the approval process

to remain slow. In 2009 a high official of COFEPRIS reported a delay in the

authorization of at least 60 clinical trials that had been submitted more than one year

earlier. That same year, COFEPRIS was not able to either supervise or do any

follow up of clinical trials. In July, 2010, the Committee for New Molecules had

accumulated 300 protocols and only had five persons to review them (Interview

2010b). Figure 10.2 presents two photographs of the document files accumulating

in COFEPRIS, illustrating the disorder and inefficiency of the agency.

Recently, to simplify procedures and accelerate approval of clinical research,

COFEPRIS administrators signed agreements with several institutions for a

COFEPRIS representative to be present during the ethics committee discussions in

the institution where a clinical trial was to be conducted. If the institutional ethics

committee approved a study, the presence of the COFEPRIS representativemeant that

the study would be automatically accepted by COFEPRIS. Annex 1 is the copy of a
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letter from the Commissioner of Health Authorization, COFEPRIS, to the Director of

the National Cancer Institute confirming the implementation of this procedure.

Although there is no information available on this new strategy, according to

statements from some pharmaceutical manufacturers the time needed for the admin-

istrative process has remained unchanged at 3 months or longer (see Table 10.3).

The health institutions, the ethics committees, the pharmaceutical industry, and

other agencies involved in clinical research are not happy with the regulatory

activities of COFEPRIS. Apart from the notorious inefficiency and lack of trans-

parency of COFEPRIS, other problems contribute to regulatory weakness. The

regulation of clinical research with humans in Mexico has not been updated in

more than 20 years; while there have been many important changes in research in

general and in clinical trials in particular during this time.

It is necessary to standardize laws and regulations based on those established in

international agreements. Mexico has not done so, and maintains that its policies do

not have to be influenced by external agents or institutions. Some of the

discrepancies with international regulations are as follows: according to Good

Clinical Practices, ethics committees should have at least five members whereas

Mexico only requires three members; the President of the committee should not be

affiliated with the institution to avoid conflict of interest – not the case in Mexico,

and there is also discordance in time limits to report adverse effects.

Mexican authorities have expressed interest in implementing clinical trials

financed by the pharmaceutical industry. Understanding that the industry requires

a more efficient regulatory process so that studies are completed as soon as possible,

solutions have been proposed, which seem directed towards weakening regulations

Fig. 10.2 Views of the Office of Health Authorization, COFEPRIS

Table 10.3 Length of time for clinical trial approval

Activity Length of time required (average)

Translation of protocol 2–3 weeks

Approval by Ethics Committee 4–6 weeks

Approval by COFEPRIS 6–8 weeks
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even further instead of reducing bureaucratic inefficiency. For example, a Ministry

of Health document published during the administration of President Fox

(2000–2006) states (Enriquez Rubio et al. 2005):

. . . it is necessary to have a regulatory framework that encourages rapid decisions from the

research, ethics, and biosafety committees; accelerates review and approval of research

protocols by the health authority, either with the participation of external reviewers of the

health institutions or authorized third parties to make Mexico more competitive in clinical

pharmaceutical research

This approach satisfies the industry’s request for speeding up the approval of

clinical trials, but ignores the need to protect the rights of participants. It could be

suggested that protection of study participants would improve the quality of the

information obtained.

10.4.2 A Failed Attempt to Regulate Clinical Trial

The EULABOR report indicated that Mexico had no specific official standards for

health research because the regulations of 1988 (313, 314, and 315) had been

rescinded by the adoption of the Federal Act on Metrology and Standardization

(Soberón et al. 2006:27). Moreover, regulations 315–317 in the new Law were

written to regulate research in general rather than the ethical aspects of clinical

studies (Soberón et al. 2006:27).

To clarify this situation, in 2007 the Subsecretary for Innovation and Quality at

the Ministry of Health issued a Draft Regulation (NOM-012-SSA3-2007) to estab-

lish criteria for conducting health research with human subjects, including clinical

trials. The preparation of this draft document involved representatives from public

and private research institutions during a period of 3 years6 (Secretarı́a de Salud y

Asistencia 2007). To achieve consensus, the Draft was discussed for nearly 2 years

6General Health Council, Ministry of Health, Subsecretary of Innovation and Quality, Directorate

General of Quality and Health Education, Coordinating Commission of National Institutes of

Health and Specialty Hospitals, representatives of 11 National Institutes of Health, Mexico

General Hospital, Dr. Manuel Gea González General Hospital, Federico Gómez Children’s

Hospital of Mexico, Juárez Hospital of Mexico, National Medical Arbitration Commission,

National Health Council, Institute of Security and Social Services for State Employees (ISSSTE),

National Defense Ministry, National Institute of Statistics, Geography and Informatics, Ministry of

Public Education, Directorate General of University Higher Education of the Subsecretary of

Higher Education, National Council of Science and Technology, National Autonomous University

of Mexico, National Polytechnic Institute, National School of Medicine and Homeopathy,

Anahuac University, La Salle University, Mexican Foundation for Health (not-for-profit organi-

zation), National Association of Private Hospitals (not-for-profit organization), National Chamber

of the Pharmaceutical Industry (not-for-profit organization), Angeles de Las Lomas Hospital

(Anonymous Society of Variable Capital), Cowdray American British Hospital (not-for-profit

organization), Medical South Hospital (Anonymous Society of Variable Capital), Spanish Benev-

olent Society (not-for-profit organization).
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in meetings organized by the Federal Commission for Regulatory Improvement

(COFEMER), an autonomous Federal agency within the Ministry of Economics

whose objective is to guarantee transparency in the development and administration

of regulations and that these may produce greater benefits than costs for society.

From August 2008 to March 2009, COFEMER invited commentary from academic

institutions, public health agencies, and other organizations which could be affected

by the regulations. The only responses came from the National Chamber of the

Pharmaceutical Industry (CANIFARMA), contract research organizations (CROs),

and transnational pharmaceutical companies (Novartis, AstraZeneca, and

GlaxoSmithKline).

Although the intent was to reach consensus, differences persist among the ethics

committees, which operate according to Good Clinical Practices, the international

pharmaceutical industry, and CROs. Even some COFEPRIS executives acknowl-

edge major shortcomings of these long-awaited standards (Interview 2010c).

In January, 2010, important changes were to be made by the COFEPRIS Health

Authorization Commission. The new Commissioner (a medical pharmacologist)

seemed to have a clear vision of the challenges faced by this Commission, including

the need for:

1. Efficient regulation of clinical trials, and the various people and organizations

who conduct them (ethics committees, pharmaceutical industry, CROs, etc.)

2. Improvements in the register of ethics committees and its regular updating

3. Updating the clinical trial registers, and synchronizing their procedures

4. Improving the content of information available on the COFEPRIS web site

Without a clear explanation, the new Commissioner was replaced after 4 months,

before he was able to make changes. The COFEPRIS web site still has minimal

information. Searching for Clinical Trials, there are no links to information about

regulations, about ethics committees, nor to a clinical trial register.

10.4.3 Lack of Pharmacovigilance

Mexican Law requires researchers to report suspicious adverse reactions occurring

during clinical trials. These reports are generally made by personnel of the pharma-

ceutical industry or the Contact Research Organizations (CROs), whose responsi-

bility is to monitor the implementation of the trial. Interviews with clinical trial

monitors revealed that, in their experience, the reports of serious adverse reactions

in clinical trials sent to COFEPRIS serve only to fulfill an administrative require-

ment (2010b).

Checking with the pharmacovigilance unit of COFEPRIS, there were no avail-

able reports of severe adverse reactions during the implementation of clinical trials.

The lack of information at COFEPRIS contrasts with the number of adverse reports

sent to the ethics committee of the National Cancer Institute (NCI). For example, in
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September, 2009, the NCI ethics committee reviewed 350 serious, adverse

reactions reported internationally, and 17 serious reactions reported in their own

institution related to ten multi-centric clinical trials. The lack of compliance by

COFEPRIS with such important standards could have an impact on the quality and

reporting on clinical trials and could facilitate the marketing of unsafe medications.

The United States FDA, the European Medicines Agency (EMA), and the regu-

latory agencies of countries where sponsoring pharmaceutical companies have their

head offices, should be made aware of these issues so that they can closely control

these industries.

10.5 The Role of Contract Research Organizations

During President Fox’s administration (2000–2006), the Ministry of Health consid-

ered the CROs to be (Consejo Nacional de Salud 2003):

A strategy to speed up the administrative processes for research projects, encouraging the

formation and registration of ethics committees in (CRO) for multicenter studies which

could take place in physician’s offices or small medical facilities. These ethics committees

should function in accordance with the standards set by the National Bioethics Commission

and the State Bioethics Commissions

The same document notes a need for accredited third parties to review and

comment on pharmaceutical research projects for those who want more rapid –

even if more expensive – ethical evaluation as part of the Health Authority approval

process. The document also notes the desirability of developing a list of trained

researchers to review the protocols of health institutes and universities, and imple-

ment – through CCINSHAE – a program to strengthen its infrastructure by

identifying a group of researchers and centers able to develop closer links with

the industry. No data is available to verify if this has taken place.

An additional program of some CROs and private research institutions is to

facilitate recruitment into clinical trials by offering databases of patients with

different health problems. How this information will be gathered is unclear, and

could violate patient confidentiality standards.

From the COFEPRIS perspective, the CROs are commercial service firms,

which are not obligated to register with COFEPRIS. Because of this, there is no

information about the number of CROs or the quality of their operations in Mexico.

There are ten major CROs operating in Mexico (Quintiles, Covance, PPD, ICON,

Kendle, Parexel, PRA International, Omnicare, Clinical Research, MMatiss),

together with smaller international companies and Mexican organizations. There

was no Association of CROs in Mexico until recently, although there are CRO

Associations at the international level as well as national CRO Associations in other

Latin American countries. In April 2010, CRO-Alliance was established as an

association of CROs in Mexico (Personal Communication 2010), but so far

CRO-Alliance has not said if there is a code of ethics for its members to follow.
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10.6 Ethics Committees

In accordance with the Regulations of the General Health Act for Health Research

(RLGSIS), three committees must be established in health facilities where research

with human subjects is conducted: a research committee, an ethics committee, and a

biosafety committee7 (Valdez-Martı́nez et al. 2008; Valdez-Martı́nez and Porter

2004, 2005), and they began to be established in 1984, in institutions conducting

research with human subjects.

According to RLGSIS, the committees should have their own regulations. Legally,

theMinistry of Health has classified the ethics committees as administrative units, and

has charged them with the responsibility to protect people participating in medical

research. In the organizational structure, the ethics committees report to the Director

of their health institution, which goes against international ethical standards because

of a possible conflict of interest. It is unclear if clinical trial budgets should be part of

the information submitted to ethics committees.

There are no regulations related to either the composition or the operation of

ethics committees. Research ethics committees must register with COFEPRIS, but,

at present, registration is an administrative process requiring only a formal certifi-

cate of its constitution and the names and professional accreditation cards of its

members. As indicated, the Regulations for Health Research (De la Madrid 1987)

require only three committee members less than the five required as a minimum by

Good Clinical Practices and other international guidelines (Red Panamericana para

la Armonización de la Reglamentación Farmacéutica 2005). There is no available

information on the total number of committees, their structure, work timetable, and

avoidance of conflict of interest policies. There is no information on committee

procedures for the protection of the human rights of participants, and the prevention

of their exposure to unnecessary health risks.

The lack of information and clear operational guidelines has caused confusion

about the role of ethics committees. Valdez-Martı́nez et al. (2008); Valdez-Martı́nez

and Porter (2004, 2005) analyzed the structure, function, member qualifications, and

activities of ethics committees, and found an ambiguity of functions – clinical ethics,

research ethics – lack of qualifications, and possible conflicts of interest when includ-

ing institutional managers on the committees. Committees did not see that the

protection of study participants was a fundamental duty of an ethics committee.

Most ethics committees have been established in public hospitals of the Ministry

of Health, serving the most vulnerable population in Mexico. There is very little

information on the operation of ethics committees in Ministry of Health facilities, in

private hospitals, or in the military hospitals where research takes place (Amor

Villalpando and Sánchez Granados 2000). The committee members of a major

research institute of the Ministry of Health identified problems with informed

consent. Most participants in the clinical trials had poor reading skills, the clinical

7 The ethics committees often are identified with different names in different institutions: ethics

committee, committee for research ethics, bioethics committee, etc.
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trial information provided for them was clinically complex and the informed

consent document was more than 20 pages long. Members of the ethics committee

were convinced that the patients would not understand the information and would

be unable to provide true informed consent. The committee asked for the informa-

tion to be re-written to be better understood by study participants, but the

researchers rejected the request. To rewrite the information would delay the start

of the clinical trial, and the researchers knew that the pharmaceutical companies

reward researchers who recruit participants in the least amount of time.

In contrast to other health institutions in Mexico, IMSS has a formal, structured

system for 120 ethics committees. The IMSS ethics committees are responsible for

assessing both the ethical aspects and the scientific rigor of every research proposal

conducted in the corresponding IMSS medical facility. The ethics committees

operate in accordance with regulations published in the IMSS Manual (IMSS

2006), and all are registered with COFEPRIS. Even with the operating standards

for the IMSS ethics committees and annual reports, quantitative and qualitative

evaluation studies published in 2004 and 2005 report weaknesses in structure,

composition, and functioning (Valdez-Martı́nez and Porter 2004, 2005). For exam-

ple, the committees are predominantly composed of men, physicians, and

administrators. Only one third of the committee members have any formal training

in scientific research or research ethics.

The number of private for profit ethics committees is rapidly growing. The little

that is known about these private committees is presented in Table 10.4. It will be

useful to know for all of the committees the professional and ethical expertise of

their members, the number of protocols they approve, the time they take to approve

them, howmany protocols are not approved, and if they oversee the implementation

of the trials. The CBIC (n.d.) has reviewed about 800 protocols during its 12 years

of existence and Clinba (n.d.) reviews protocols and carries out other activities

related to clinical trials very much like any CRO. In its electronic page Clinba

indicates that it takes 5 days to review a protocol (http://clinba.com/).8

Table 10.4 Characteristics of private ethics committees

ReMeDi (n.d.) Clinba (n.d.) CBIC (n.d.) CEIIS (n.d.)

Years in operation: 7 years No data 12 years 4 years

Based at: Pachuca,

Hidalgo

Guanajuato Mexico, D.F. Monterrey, Nuevo

Leon

Meetings

scheduled

Every 2 months 3 times � Month Every 2 weeks n/a

Procedures ICH-GCP ICH-GCP ICH-GCP ICH-GCP

Accreditation COFEPRIS COFEPRIS n/a OHRP

CNB

Number of

members

6 members 6 members 5 members n/a

8 In addition to the private for profit committees mentioned we can add: Comité de Ética

Independiente en Investigacı́on Cientı́fica, Paracelso, Eicla and Cecype.
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http://clinba.com/


The ethics committees of 54 Mexican institutions are registered with the Office

of Human Research Protections (OHRP) in the United States Department of Health

and Human Services. The registration of the Ethics Committees in the OHRP does

not guarantee that they will follow the regulations of OHRP.

Without uniform operating procedures, there are differences in the time needed

for the committees to evaluate study protocols. The executive director of an interna-

tional CRO said that some committees approve protocols in 2 days, while others may

take 3 months (Interview 2009b). Protocols must be approved by the research ethics

committee in each institution participating in multicenter clinical trials; the

approvals are a bureaucratic or administrative process with no assurance that

committees consider the safety of study participants or the quality of the clinical

trials. The composition and characteristics of ethics committees are very important.

When approving or rejecting research projects, consideration should be given to the

community context and the broad effects of the study, issues that sometimes are

forgotten by physicians. Committees with a majority of male clinicians may have

less sensitivity to the perspective of vulnerable populations than committees with

representation from both genders, as well as community members.

10.7 Participant Vulnerability and Other

Ethical Questions

Participants in clinical trials in Ministry of Health facilities are recruited from

vulnerable populations and may not fully understand that they are participating in

an experiment and may not be able to interpret the informed consent papers (see

Chap. 11). In general, these participants have not had much formal education and do

not have many resources, so that participation in a clinical trial is seen as a way of

obtaining needed medications. The social, economic, and educational situation of

many study participants limit their ability to give truly informed consent, either

because the information provided is not understood, or their economic

circumstances lead them to enroll in the study so that they can access themedications

for free instead of having to pay for the standard treatment. The situation is even

worse when the recruitment is done by the patient’s physician, and the latter receives

a monetary incentive per patient recruited. In this situation, the patient might feel

coerced into participation for fear of retaliation, and the recruiter might be most

interested in personal gain than in the true interest of the patients.

No specific provisions exist to assure study participants that they will benefit

from the results of the clinical trial. Given the high price of the new medications,

usually protected by patents owned by pharmaceutical companies, trial participants

and Mexicans have no assurance that they will have access to the medications –

once they are commercialized – that Mexican citizens have help to discover.

The approximate cost of several medications studied in Mexico is given in

Table 10.5. Given the number of trials in process and that more than half the
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patients of public institutions have a very low income, it is reasonable to conclude

that less than 5 % of the uninsured population could access to these treatments. This

is an issue related to the justice principle, which must be observed during clinical

trial planning and implementation.

10.8 Conclusion

Ten years after the establishment of COFEPRIS, this regulatory agency has not

been able to improve the protection of study participants nor to assure scientific

quality in clinical trials. Although a national legal framework exists, there is a

significant backlog in the approval of clinical trials, making it impossible to

guarantee the well-being and the rights of Mexicans who participate in the studies.

Laws and regulations of biomedical research have not been updated according to

innovations that have taken place in the field. Other government agencies such as

the National Bioethics Commission have lacked consistency in their policies and

have been unable to improve the performance of the committees.

There is no national policy for the protection of study subjects, neither is it

possible to obtain basic information about clinical trials nor the incidence of

adverse events effects. The registration of clinical trials continues to be a simple

administrative procedure with no way of knowing what happens in the review

process, the number of ethics committee members involved, their qualifications,

and the absence of conflicts of interest.

Serious flaws exist in the informed consent process, and the consent forms

themselves are frequently not understandable by most of the Mexican population.

Commissions responsible for setting standards and regulating research with

human subjects in Mexico should be composed of members who are morally

Table 10.5 Approximate cost of treatment with new therapies

Medication

Therapeutic

indication Cost (in US dollars)

Current studies

in Mexico

(July, 2010)

Ranibizumab Macular degeneration $9,288.43 6 injections first year 4

Trastuzumab Cancer $49,915.00 for 3 months 13

Bevacizumab Cancer $48,490.00 for 3 months 35

Sorafenib Cancer $4,246.00 for 4 weeks 7

Sunitinib Cancer $10,548.00 for 4 weeks 6

Temsirolimus Cancer $7,664.00 for 4 weeks 1

Remicade Rheumatoid Arthritis

and autoimmune

diseases

$1,006.00 per dose 1 dose every 8 weeks

(varies depending on the condition

being treated)

5

Costs in Mexico were obtained by personal interviews by Emma Verástegui with specialists in the

area, and are an approximation. FDA approved medications on sale to the public in Mexico. On

line consultation, August 6, 2010. http://www.fda.gov/
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committed and knowledgeable about scientific research. They should also under-

stand the issues involved when very vulnerable people are asked to participate in

clinical trials of medications that will not be accessible to most of the population.

One priority is to establish ongoing audits of the ethics committees with the goal of

assisting them to improve their structure and performance. Instruction in ethics and

research methodology is essential.

Ethics committees have a variety of problems. The experience and understand-

ing of their members vary considerably. Committees function erratically, so much

so that clinical trials approved by some ethics committees should be of concern if

we take into account the following: (1) most public hospital patients have low levels

of education and limited socio-economic resources; (2) the difference between

agreeing to standard treatment and experimental treatment is that in many instances

the first must be paid for by the patient and the second is free to patients since it is

sponsored by the pharmaceutical companies; (3) in most cases, procedures are

obscure and physicians and researchers have conflicts of interest due to potential

economic and professional benefit from conducting clinical trials.

We need to add that in Mexico, among health professionals the culture of ethics

does not have a solid tradition and committee members tend to be poorly informed

about international policies on the composition and functions of an ethics

committee.

Mexico is an attractive country for clinical trials, but almost 30 years after

adopting the General Health Act and the Regulations of the General Health Act

for Health Research (RLGSIS) the people of Mexico lack the certainty that their

rights as participants in clinical research are being fully protected.
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Annex 1

Letter from COFEPRIS to the National Cancer Institute explaining the new system

of approval of research protocols
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Translation of the body of the letter (written on September 3, 2009):

This letter will notify you that the Federal Commission for Protection Against

Health Risks has appointed Dr. Omar Francisco Carrasco Ortega as its representa-

tive to the Committee for Research and Ethics of the National Cancer Institute.

The nomination of Dr. Omar Francisco Carrasco Ortega indicates the participa-

tion of COFEPRIS in the procedure to authorize protocols by the said Committee,

by which means, when the Committee for Research and Ethics of the National

Cancer Institute authorizes a protocol, simultaneous authorization is granted by the

Federal Commission and it is therefore not necessary to conduct an additional

review with this office.

I thank you for your valuable interest in participating in the research and

development of methods to assure the quality of the services, which the Federal

Government provides for the population.

(Signed)

Gustavo A. Olaiz Fernández

Commissioner of Health Authorization
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Chapter 11

Who Decides? Informed Consent for Cancer

Patients in Mexico

Alonso Cerdán, Alejandro González-Arreola, and Emma Verástegui

11.1 Introduction

The Anglo-American model of applied ethics, notably as presented by

L. Beauchamp and James F. Childress (2009), has dominated international bioeth-

ics. Many ethicists argue that there are fundamental ethical principles which should

apply across all cultures and all nations, but the emphasis given to patient autonomy

and informed consent (two fundamental ethical principles) can seem very peculiar

for many other cultures.

According to the American Medical Association (2008), informed consent is:

. . . a process of communication between a patient and physician that results in the patient’s

authorization or agreement to undergo a specific medical intervention

The College of Physicians and Surgeons of the Canadian province of Alberta

(2002) considers that a patient competent to give consent (Grubb et al. 2003:89):

. . . if [the patient] is capable of understanding what is involved in the medical treatment,

including the procedure itself, its consequences and the consequences of non-treatment

Several studies have shown that the western values behind the principle of

patient autonomy cannot necessarily be applied in a universal manner (Blackhall

et al. 2002). Young (2001) describes the western principle of autonomy as demand-

ing self-determination, assuming an individual subjective conception of the good,
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and promoting the value of individual independence, and Blackhall et al. (2001:59)

makes the point that:

Ethnicity was the primary factor related to attitudes towards truth telling and

patient decision making.

In many countries, the principal of autonomy is applied by involving the family

in decision-making (Fan 1997). In this process of collective decision-making,

families receive information about the patient’s diagnosis and make the treatment

decision, often without consultation with the patient who, for cultural reasons, has

not been told the diagnosis.

In Mexico, the right to health was established in the Constitution, although, in

the fragmented Mexican health system, half of the country’s poorest people do not

belong to the Social Security system. Many of them are instead affiliated with the

Popular Insurance program (Seguro Popular), which leaves them with uncertain

access to health services and some medications. Informed consent is an ethical

obligation and a legal requirement specified in the Mexican Health Act (Secretarı́a

de Salud 2007).

The National Cancer Institute (INCan) is an autonomous center of the Ministry of

Health (SS). INCan is a high technology research center, providing specialized care to

people with cancer. Most patients are low income, and not covered by social security.

As an important cancer research center, INCan attracts a large number of clinical

trials. In 2008, INCan evaluated approximately 40 clinical trial protocols sponsored

by the pharmaceutical industry. Almost all patients with lung cancer were enrolled

in clinical trials, followed by a large proportion of patients with breast cancer, ovarian

cancer, kidney cancer, prostate cancer, leukemia and lymphoma. According to a

member of the INCan ethics committee, approximately 40 % of INCan patients

are participants in clinical trials sponsored by the pharmaceutical industry.

INCan receives public financing, and patients’ fees vary depending on their

socio-economic level. One percent of hospital patients receive free care due to their

extreme poverty, while others pay on a sliding scale according to their family income.

Medical care tends to be affordable but patients must also pay for other expenses

which can be very costly, such as the price of medications (Secretarı́a de Salud 2001).

Given their economic worries, few patients ask about their illness and available

treatment options. The wide social and educational gap – and frequently a cultural

gap – between physicians and patients often results in poor communication, and

patients tend to have difficulties understanding the information given by the physi-

cian (Kagawa-Singer 1996; Kleinman et al. 1978). For the same reasons, treatment

recommendations are not communicated clearly between physician and patient.

Mexican law requires that the patient needs to be informed about his treatment

options and needs to provide consent before participating in a clinical trial. The

inherent characteristics of INCan patients (generally uninformed about health) and

the communication problems between physicians and patients contribute to the lack

of patients’ understanding of the course and prognosis of their illness, their treat-

ment options, and the risks and benefits related to each. Incomplete understanding

has important ethical implications, and may have significant consequences in the

acceptance and compliance with treatment, the economic impact, or the decision to
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participate in a clinical trial. Mexico has given little attention to these concerns and

there is a risk that informed consent is neither free nor informed.

In clinical trials, communication problems may have other serious consequ-

ences. Informed consent is presented as a factor which guarantees participant

protection during clinical trials, making the assumption that trial participants

and/or their families understand the possible risks and benefits. If the participants

and their families do not properly understand how to take the medication being

tested, the results of the clinical trial will have little reliability.

This chapter describes patient perception of the information given to them by

INCan physicians, together with the patient’s ability to make conscious and informed

decisions from the information received. The results of this study may be used to

design a program to improve the relationship between physicians, patients and their

families, and to increase patient/family understanding of the nature of the disease

and its treatments. Study results could also be used to revise institutional policy

for obtaining informed consent, to better protect the human rights of patients

participating in clinical trials, and to improve the quality of data gathered.

11.2 Method

Initial interviews were conducted with hospital authorities, physicians, and social

workers to document the medical and administrative requirements for admitting

patients into the institution. From this information, a research instrument and an

interview guide for focus groups were developed. The protocol was submitted for

approval by the INCan Bioethics Committee.

To obtain epidemiologic and socio-economic data of INCan patients and to assure

representative focus groups (Merton et al. 1956), a random sample was taken from

the 3,735 patients who received treatment during 2007. Electronic hospital records

were analyzed for 339 patients (95 % confidence interval, 5 % margin of error).

Variables included in the study were diagnosis, age, gender, civil status (single,

married, etc.), place of residence, years of education, occupation, monthly income,

type of residence, and distribution of income (food, rent, services, etc.).

The socioeconomic information obtained from the patient records was reviewed

by the INCan Department of Social Work to determine the socio-economic level of

each patient and the corresponding treatment fees. There are seven levels based on

the daily income. Level 1 is the equivalent of US$1.00 per day; Level 2 equals US

$3.00 per day; Level 3 equals US$7.00 per day, and Level 7 equals a daily income

of US$30.00 or more.

A semi-structured questionnaire was used to guide the focus group discussions

around specific aspects of the medical and administrative information provided to

patients. The questions were designed to explore the patients’ perception and

understanding of the information they received about their disease and their ability

to use this information to make decisions about their treatment (see Table 11.3).
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INCan social workers had previously drawn a random selection of patients for

invitation to participate in focus groups. The focus groups were organized in a

non-systematic manner. Each group was made up of eight patients who were either

waiting for a consultation or who had received radiation treatment or chemotherapy

on the day the group met. A social worker had previously explained the purpose of

the group to each patient and had invited them to participate.

Patients who accepted the invitation to participate met in a small conference

room. The sessions were informal, and began with a presentation by the coordinator

explaining the purpose of the study. After assurances that the participation of each

patient was voluntary, and guarantees of confidentiality and anonymity of informa-

tion, verbal authorization to record the session was requested. The patients’ verbal

consent was recorded.

At the beginning, family (and/or household) members accompanying patients

were allowed to be present at the back of the conference room. At the end of the first

session, the patients interviewed were approached by their relatives, who also had

comments relating to the questions discussed. For this reason, it was decided to

form separate focus groups with patient’s families. The invitation extended to

participating families was also made in a non-systematic manner. Some family

(and/or household) members were related to those participating in the patients’

focus group, but the majority were not. A total of 32 patients (four groups of eight

patients) and 16 family members (two groups of eight people) participated.

In each session the coordinator presented the topic of discussion to the participants

and asked for age, place of residence, and diagnosis. Impartial questions were then

asked to guide the group discussion. The comments were recorded, and notes were

taken at the same time. Both the recordings and the notes were immediately tran-

scribed and verified by the authors. The discussions focused on information about the

process of obtaining informed consent and the roles of key personnel. Each session

lasted for at least two and a half (2 and 1/2) hours. The transcribed material was

analyzed using content analysis (Kipendorff 2004) to identify the different domain

responses provided by each group, and the information was aggregated to obtain an

overall picture.

Focus group participants did not receive any money for their participation, but

were offered refreshments during the sessions as well as a small token (a pen,

exercise book, and a plastic folder for their papers).

11.3 Results

11.3.1 Description of the Sample

Demography Electronic records of 339 patients who received care during 2007 were

analyzed (9 % of all patients receiving treatment). INCan generally provides care for

adults, and only 5 of the 339 patients analyzed were under the age of 18 years.

The majority of patients (54 %) were between 40 and 70 years of age (Table 11.1).

240 A. Cerdán et al.



Female patients outnumbered male patients by a ratio of almost 2:1, which is

probably explained by the high proportion of patients with cervical or breast cancers.

The INCan is located in Mexico City and most patients in the sample resided

either in the Mexico City (also known as the Federal District with approximately

21 million people) or in the state of Mexico, which borders the city to the north and

west. Although the country of Mexico has a network of cancer centers that provide

treatment to uninsured patients in the 32 states of the Republic, 38 % of the patients

in the sample resided in other states.

Approximately 47 % of the patients in the sample lived in urban areas, but urban

housing in poorer neighborhoods in Mexican cities may lack basic services such as

potable water. Patients living in rural and semi-rural areas represent 53 % of

patients in this sample (Table 11.1).

Medical characteristics Data obtained from patient records revealed that the

study included people with different types of tumors: breast and gynecological

cancers (35 %); gastro-intestinal cancers (17 %); hematological cancers (17 %);

prostate cancer (8 %), and skin cancers (7 %). Less frequent cancer types included

cancers of the head and neck, lung, and testicles, etc. According to hospital

authorities, the sample represented the incidence of cancers in patients receiving

care at the institution (Table 11.1)

Education and occupation One fifth (20 %) of the patients in the sample had

had no formal education. Of the remaining sample population, almost half (45 %)

had 6 years or fewer in school, and only 6 % had completed high school or more.

INCan exists to provide care to the Mexican population not enrolled in the Social

Security system. The sample reflects this population – 74 % of the sample were

unemployed or had unpaid jobs. Only 3 % had work which required education or

training.

Table 11.1 Demographic characteristics and diagnosis of the study sample

Number of patients 339

Age (years) Median 48

Range 17–91

Gender Male 37.5 %

Female 62.5 %

Place of residence Mexico City and Mexico State 62 %

Other areas in the country (Republic) of Mexico 38 %

Area of residence Urban 47 %

Semi-rural 34 %

Rural 19 %

Tumor diagnosis Cancers of the breast, cervix, and ovaries 36 %

Gastro-intestinal cancers 17 %

Skin (not melanoma) 9 %

Prostate cancer 8 %

Leukemia y lymphoma 7 %

Cancers of the head and neck (throat and mouth) 7 %

Other cancers 16 %
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Family monthly income Monthly income for the family as reported in the

reviewed records is shown in Table 11.2. Almost two thirds (62 %) of the families

of patients in the sample reported a monthly family income of less than US$300,

with 7 % of families in this group receiving less than US$100 per month. According

to our information, the income is distributed between food, rent, and other services,

including transportation (Table 11.2). These expenses leave little or nothing for

medical care or education.

11.3.2 Focus Group Interviews

Patients In the focus groups, patients responded to the questions (see Table 11.3)

with a consistent interest in participating and a willingness to share their

experiences. Answers to the first question showed two major areas of concern:

(1) to have information about the stage of their illness and the possibilities for a

cure, and (2) the possibility of being admitted into the hospital.

Responses to this question included:

Mymajor worry is to understand how advanced is my condition, because when you hear the

word cancer your life stops. . . (Patient age 56, with breast cancer)

I was very worried that they wouldn’t admit me to the hospital; once I was admitted, I felt

very calm and sure that I would be cured. . . (Patient age 67, with melanoma)

Table 11.2 Socioeconomic characteristics of the study sample

Percent

Years of education No formal education 20

1–6 years (primary) 45

6–9 years 21

9–12 years 8

12 years or more 6

Occupation Unemployed, or working without financial

remunerationa
74

Employment not requiring formal education 23

Employment requiring education or training 3

Monthly family income <$1,000 Mexican pesosb 7

$1,000–3,000 Mexican pesos 55

$3,000–6,000 Mexican pesos 28

>$6,000 Mexican pesos 10

Proportion of income for food

(monthly)

<$3,000 Mexican pesos 86

$3,000–5,000 Mexican pesos 12

>$5,000 Mexican pesos 2
aIncluding those employed in domestic service. Many women are forced to stop work due to

cultural reasons
bThe exchange rate varies between $10 and $12 Mexican pesos per US$1
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Table 11.3 Representative responses of focus groups

Responses

Questions Patients Families

1. Principal concerns during the

first appointments at the

institution

Stage of illness and

possibility of cure

Stage of illness

Possibility of being admit-

ted to the hospital

Cost and duration of treatment

Administrative requirements

2. What kind of information did

you want to receive?

Information about the

illness

Information about care in the

home of the patient

Administrative

requirements

Treatment options and their costs

The need for information about

the illness without the patient

being present, “to avoid

greater worry for the patient”

To receive information they in a

language they can under-

stand, without medical

terminology

To receive an explanation about

the diagnostic processes for

the illness

3. How long did it take you to

understand your diagnosis and

the type of treatment you

would receive?

Answers varied, but none

showed an understand-

ing of the illness

A continuous process, in which

the family needs to ask

different questions at differ-

ent stages of the illnessPossibility of cure

The need for information

about the illness and

the results of labora-

tory tests

4. Do you think that there were

specific factors that made it

easier for you to understand

the information you received?

Information provided by

the physicians, and

information from other

patients

Mostly information from other

families in the waiting room

Information from the physician

5. Do you think, after some time

attending the institution, that

there is a better way to provide

the information you received?

Clear and direct informa-

tion provided by the

physician

Written information

Information presented on

posters

A 24-h telephone hot line

The cost of hospitalization

for surgery

Specific information about

patient care, reaction to

medications, deterioration

or setbacks in health, and

prognosis for the course of

the illness

Options for financial assistance

(continued)
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The information requested by patients (question 2) depended on the type of

illness. Patients with breast cancer were anxious to have information; patients who

had been undergoing treatment for a longer period or time or had spent more time in

the hospital wanted more precise information; male patients were worried about

their employment, and older patients were most concerned about the possibilities of

a cure.

I have been here for two years, and the treatments change often. I always feel ill after

treatment, so. . . I want to know what is happening to me. . . (Patient age 20, with leukemia)

Only a few patients had questions about administrative procedures, the cost of

treatment, or financial questions. Most patients had received treatment for several

months or even years in the hospital.

There was no direct response to the question of how long it took them to

understand their diagnosis and treatment options (question 3); all responses related

to the possibility of being cured.

They’ve given me all the tests, but I don’t know anything; no-one has told me anything.

They say I have a malignant tumor, but what I really want to know is if I am sick, or what is

going to happen to me. . . (Patient age 63, with head and neck cancer)

I don’t know anything; after two years here I am desperate because I have already had many

problems. . . I don’t know what is going on. Somebody tells me something, but in a few

days they say something else. . . (Patient age 60, with cancer of the uterine cervix)

In the initial response to the question about factors which improve patients’ under-

standing about their illness,most patients said that they knew about their illness and that

their physician had “clearly” explained the nature of their problem, its prognosis and

treatment. On probingmore deeply, however, the patients were not able to explain their

diseases or the information given by the physician. Of the 32 patients participating in

the focus groups, regardless of the knowledge of their disease and treatment options,

not one could give specific information about the type of cancer they had, the stage of

the disease, treatment options or the possibility of cure.

The following example is typical of the limited information understood by the

patients. This patient knew that she had advanced cancer, but, repeating the

information given to her by the physician, implied that science could not help

her; it was all in the hand of God.

Table 11.3 (continued)

Responses

Questions Patients Families

6. Are you familiar with the term

“informed consent”?

All patients had signed an

informed consent form

It was a part of the administrative

process

It was a requirement to be

admitted to the hospital

7. Do you have any additional

comments?

Thanking the physicians

and the institution

When anyone in the family has

cancer, the whole family

suffersA feeling of safety
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Yes, I understand my disease. The physician told me that I had advanced cancer. What will

happen tome, how long I shall live, I don’t know, because the doctor said that we are not gods,

and only God knows how this will end. . . (Patient age 45, with cancer of the uterine cervix)

The patients spoke of their illness as “an obsession”, the only item of importance

to them at this time.

In reply to question 4, most patients said that written information and videos

helped them to understand their disease. They also felt that conversations with other

patients were very useful.

All the patients said that they had signed an informed consent form (question 6),

although they acknowledged having limited knowledge of its content and

objectives. Most patients said that the document was more of a requirement for

admission to the hospital.

It doesn’t matter to us what it is for, they told us to sign it and that was enough. . . (Response
from one group of patients)

In response to question 7, which asked for additional comments related to any of

the topics discussed, none of the patients had any complaints about their physicians.

Instead, the patients were grateful for having been admitted to the hospital, and

believed that the quality of care provided by the institution and the physicians was

“the best”. One 60-year old male patient cried as he said:

I am thankful to be a patient at INCan. . .I am thankful for the care they have given me

There was dissatisfaction, however, about the information given to them by the

physicians.

Families of patients Family participation in the focus groups was extremely

valuable. These sessions lasted longer and revealed three major concerns: (1) the

diagnosis and stage of the disease; (2) the cost of treatment, and (3) payment

options. The financial aspects were most important for the families.

According to the families, the information provided by the hospital was confus-

ing and insufficient in several ways. Most families wanted more information about

how to care for the patient at home (Table 11.3), the need for an explanation about

the diagnosis and procedures, and the treatment options and costs during the illness.

Some families said that the information given to them was often overwhelming,

including explanations of the disease, treatments, and administrative procedures all

at the same time. All families interviewed agreed on the necessity of being given

information about the disease without the patient being present “so as not to worry

them more”. Some responses were:

We have had to wait hours while the physician received the patient, asked a lot of questions

and checked the papers we brought. Then he asked my father why he waited so long to see a

doctor. Later, the nurse spoke to us about payments, appointments, and necessary tests; we

waited quietly and, when the physician told my father that he had cancer, neither he nor I

understood anything. . . (Daughter of a patient age 75 with lung cancer)

Most family members said that the words and language used by the physicians

were difficult to understand – terms such as palliative treatment, cardiac toxicity,

analgesic, adjuvant, chemotherapy, neoadjuvant chemotherapy, disseminated
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disease, and incurable disease. They also said that it takes time to really understand

the disease. They emphasized the importance of continuous communication

between physicians and families to increase their knowledge and help them under-

stand the information. They added that very useful information was gained in the

waiting rooms from talking with the families of other patients.

Focus group participants asked for the availability of written information.

Almost all the families had questions about the treatment process, and wanted

more information about what to expect as treatment was given. They also wanted to

know where they could find support or a guide to living with a patient with cancer.

When my son had chemotherapy for testicular cancer, I made him eat some hot chicken

soup. Afterwards, I felt very guilty - nobody had told me that he had an ulcerated

esophagus. I made him suffer. . . (Mother age 40, son age 19)

All the families said that although the patients had signed “consent” papers, the

patients themselves had not made the decisions about their treatment.

I do not believe that my wife was able to decide her treatment; the doctor told her that she

had breast cancer and that they would give her medicine for three months to make the tumor

smaller, after that they would remove her breast. . .

Several relatives did not understand the concept of chronic disease and said that

their worries about money increased with time. In many cases they talked about

loans and asking for money from other relatives. They often spoke of the duty of the

family to care for someone who was sick.

Family members were convinced of the importance of family support to patients,

which explains their interest in understanding the patient’s diagnosis, treatment

options, and responses and/or reactions to therapy. They felt that the patient’s only

concern should be to be cured, while the family would take care of the monetary

issues.

Each new appointment you must be prepared for bad news and the request for a new

treatment, and each time the medicines are more expensive. . . (Members of one of the focus

group with patients’ relatives)

Economic concerns and responses about the continuously escalating cost of

medications explains the high number of INCan patients who participate in clinical

trials, for many of them participation in the trial is the only means to obtain

treatment. In Mexico, the price of many medications for cancer is out of the

reach for most of the population, certainly for patients eligible for care at INCan.

11.4 Discussion

Study results provide a clear picture of the Mexican people who receive care in

the public hospitals, and raise questions about the manner in which physicians

explain the diagnoses, prognoses, and treatment options to patients and their

families. Approximately 80 % of industry-sponsored clinical trials are conducted
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in public hospitals. A diagnosis of cancer is itself very stressful and can influence

the process of informed consent (Alexander 1990; Doyal and Tobias 2001). For

this reason, it is necessary to better understand the factors which influence

decision-making by patients and their families. There is a need to implement

significant changes in the process of informing patients about their illness and its

consequences, the chronic nature of cancer, the available treatment options, and

what each of these imply. This study has shown that at present patients do not

clearly understand these issues.

Poor communication between physicians and patients leads us to question if the

patients are taking their medication in accordance with the physician’s wishes.

Since many INCan patients take part in clinical trials, not following the treatment

regimen can distort the trial data for the treatment.

11.4.1 The Role of the Family in Decision-Making

Most INCan patients (74 %) are either unemployed or work without salary, and

therefore depend heavily on their family. Consequently, relatives have a part in

decision-making, almost always influenced by the economic situation of the family

while trying to obtain the best care possible for the patient. In Mexican society,

affection, solidarity and care are an integral part of daily family interaction.

When a family member is ill, it is common to see various relatives

accompanying the patient to physician appointments. The same applies when the

patient is admitted for treatment; sometimes it is difficult to differentiate the patient,

as an individual, from his family. In Mexico (and other societies), the physician

will confer with the family before talking to the patient. The family and the

physician will frequently decide the strategy for telling the patient about the

diagnosis (Chan 2004).

Any patient who receives a diagnosis of cancer experiences a sudden turning point

in their life. Readjustment during the grief process includes the loss of their previous

autonomy and perception of self, and eventually leads to a re-interpretation of self-

identity and the recovery of individual autonomy. The loss of autonomy affects the

capacity of the individual to make decisions (Calinas Correia 1998). In these

circumstances, unlike the situation in other countries where patients are the primary

subject by tradition and law (Moazam 2000; Younge et al. 1997), in Mexico there is a

preference for decisions by the family (Fan 1997).

It is the family which most frequently questions medical decisions, complains

about the small amount of information they receive, gives news to other family

members, and assumes financial responsibility for the patient. During the focus

groups it was clear that the relatives were concerned about the health of the patient,

but their major anxiety related to money. For this reason, it is more than possible

that it is the family who encourages the patient to participate in a clinical trial.
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11.4.2 Who Decides?

During the interviews it was clear that the only concern of the patients was their

illness and its consequences – their preoccupation with physical pain and expectation

of life; none showed active interest in treatment decisions, financial arrangements, or

long-term socio-economic consequences for themselves or their families.

The right to self-determination, based on respect for patient autonomy in Anglo-

American applied ethics, should be adapted to the Mexican context. Public hospital

physicians must remember that valid informed consent requires meeting three essen-

tial conditions – information, ability to understand, and voluntary consent (Younge

et al. 1997). Physicians must keep in mind the socio-economic circumstances of the

INCan patients and their families (little formal education and poverty), and be sure

that the patients have understood the information and explanations they have been

given (Clará et al 2004). Otherwise, one of the essential factors for valid informed

consent is missing. Few physicians remember that most of their patients have a

limited understanding, or recall only a fraction of the information they have received

(Parker 2000), including instructions about how to take medication.

When asking for informed consent for clinical trials, more time could be given to

ensure that the information has been understood. The complexity of the information

provided by the health personnel and the poverty of the population treated in public

medical centers leads patients to consent in order to access free treatment and

better care.

Health services cannot be separate from cultural and sociopolitical norms

(Nutbeam 2000), which, in Mexico, include the role of the family in making

decisions. The paradigm of autonomy, which in many societies has superseded

the paradigm of social context (Schäfer et al. 2006), may not be the best for the

Mexican population. We feel that the administrators of the health institutions of

Mexico (and possibly other countries in the region) must recognize the difficulties

patients have in understanding a clinical environment and providers with a health-

illness paradigm, and develop ways to improve doctor-patient communication. It is

necessary to study further the role of families in the decision-making process.
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Chapter 12

A View from Inside: Regulation

and Ethical Conflicts in Peru

Gabriela E. Minaya-Martı́nez, Susy Y. Olave-Quispe,

and Duilio J. Fuentes-Delgado

12.1 Introduction

After a discussion on the evolution of clinical trials in Peru, this chapter reviews the

development of legislation governing clinical trials and the ethical problems that

have occurred during their implementation.

Peru (population 29.2 million in 2009) is a multi-ethnic and predominantly

urban (72 %) country (World Population Data 2009). It has a young population

with 32 % below 15 years of age and only 6 % older than 65 years. In 2010, the

population over 15 years of age had an illiteracy rate of 7.4 % and an average of

9 years of education. There are no reliable statistics for functional illiteracy, but it is

a safe assumption that the majority of the adult population falls into this category.

Although declining, the rates of people in poverty and extreme poverty remain

high- at 45 and 16 % respectively. Inequality levels are also high with a Gini index

of wealth distribution of 0.51. Poverty indexes among the Andean, the Amazonian

and Costal regions—Peru’s three distinct geographic areas, each with its own

climate and cultures—are 64, 57, and 29 % respectively (INEI 2004–2006).

Nationally, life expectancy is 72 years, infant mortality is 20 per 1,000 live births,

and maternal mortality, 15 per 100,000 live births (INEI 2008). The morbi-mortality

data in the country reflect a society in transition with an increase in chronic conditions

co-existing with a relatively high rate of transmissible diseases. For example, mortality

rates for cardiovascular diseases and cancer are 190 and 175 per 100,000 respectively

(WHO 2007). Among children under five years of age, 25 % suffer with chronic

malnutrition, and within this age group there are 240 episodes of acute diarrhea and
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19.9 cases of pneumonia per 1,000 per year. Malaria is also a factor with an average of

3.3 cases of malaria per 1,000 per year. On the American continent, Peruvian health

officials report the most cases of multi-drug resistant tuberculosis (TB MDR) and

extremely drug-resistant tuberculosis (TB XDR). There were an estimated 3,972 new

cases of TB MDR in 2006, and based on the third national surveillance study of

drug resistant tuberculosis in Peru, 5.6 % of cases of TB MDR meet the criteria for

TB XDR. The rate of HIV/AIDS is 3.4 per 100,000 (MINSA 2012).

In 2010, 21.6 % of the population was covered by the Peruvian Social Security

system (EsSalud), and 36.3 % by the Integrated Health System (SIS in Spanish,

www.sis.gob.pe/), a limited insurance managed by the Ministry of Health (MINSA)

(INEI 2007). The uninsured and the partially covered by SIS receive health care in

the private sector or in public Ministry of Health clinics and hospitals, in most cases

paying out of pocket for medical consultations and medicines.

In Peru, poverty, lack of education and limited access to medications encourage the

recruitment of patients into clinical trials. As in other countries in demographic transi-

tion, the increase in the prevalence of cardiovascular diseases and cancer is an attractor

to the pharmaceutical industry seeking clinical trial participants, as these are the leading

causes of death in industrialized countries and research targets for new medications.

12.2 The Development of Clinical Trials in Peru

Peru has had guidelines for medication research with human subjects since 1981

(Ministerio de Salud 1981), but it was not until 1995 that the first clinical trial

protocol was approved by MINSA. The number of approved clinical trial protocols

increased rapidly to 150 in 2009 and progressively declined to 112 in 2011 (see

Fig. 12.1). A cumulative total of 1,315 proposals had been presented for approval

Fig. 12.1 Number of clinical trials approved by the Ministry of Health: Peru, 1995–2011 (Source:

For 1995–2002 Database of the Department of Health. For 2003–2011 Database and Archives of

Clinical Trials of the General Office of Research and Technology Transfer (OGITT). National

Institute of Health (INS))
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by December 2011, of which the National Institute of Health (INS), a decentralized

unit of the Ministry of Health, approved 842, or 93.5 % (INS 2012; Fuentes-

Delgado 2007). Figure 12.2 illustrates the increase in clinical trial participants.

Between 2004 and December 2011, the majority of clinical trials were phase

3 trials (67 %), followed by phase 2 (22 %), phase 4 (9 %), phase 1 (2 %) (INS

2012). Table 12.1 presents the percentages of products tested for various disease

categories. In less than 15 years there has been a swing from anti-infection and

anti-parasitic pharmaceuticals to anti-neoplastic and immunomodulating agents,

and to medications for the digestive tract and metabolism enhancement, for

the respiratory system, and for other conditions not specified in the Anatomical

Fig. 12.2 Growth in the number of clinical trial participants in Peru: 2004–2011 (Source:

Database and Archives of Clinical Trials of the General Office of Research and Technology

Transfer (OGITT). National Institute of Health (INS))

Table 12.1 Clinical trials by product according to ATC classification, 1995–2008 (percentages)

1995–2000 2001–2002 2003–2004 2005–2006 2007–2008

Anti-infection. anti-parasitic 35.1 22.9 16.0 14.4 11.8

Musculo-skeletal system 16.6 17.7 4.6 3.9 9.2

Cardiovascular system 12.6 5.9 6.3 8.8 10.5

Antineoplastic and inmunomo-

dulating agents

12.6 13.7 24.0 27.1 19.7

Nervous system 7.3 3.9 4.6 6.6 9.9

Respiratory system 6.0 11.8 7.4 8.3 11.2

Digestive tract, metabolism 4.6 11.1 21.7 16.7 15.1

Vaccines 0.7 3.3 2.9 3.9 2.0

Other 4.6 9.8 12.6 10.3 10.5

Percent 100 100 100 100 100

Total Number 151 153 175 181 267

Source: Fuentes D 2008 (1995–2006). Statistics (INS 2012). Database and Archives of Clinical

Trials of the General Office of Research and Technology Transfer (OGITT). National Institute of

Health (INS)
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Therapeutic Chemical (ATC) classification. Vaccine trials have also increased.

Most trials were testing chemical substances (86 %), while trials on biologicals

represented 10 % of which 3 % of trials in this category were for vaccines

(Fuentes-Delgado 2007).

12.2.1 The Sponsors of Clinical Trials

In addition to pharmaceutical companies, other foreign research institutions con-

duct clinical trials. From 2004 through 2010, 85.6 % of the trials were conducted by

the pharmaceutical industry, 4.8 % by international breast cancer group. The rest

were carried out by other organizations that include the US National Institutes of

Health (USNIH), foundations, and universities.

Merck has been the firm with the largest number of trials. GlaxoSmithKline,

Novartis, Pfizer, BristolMyersSquibb, Takeda, Sanofi-Aventis, Roche, Astra-Zeneca,

Wyeth, Bayer, Eli Lilly are other of the several global corporations that sponsor

clinical trials conducted in Peru (see Fig. 12.3).

12.2.2 The Implementation of Clinical Trials

Throughout the years, the global corporations have increasingly contracted the

implementation of clinical trials to other corporations. Table 12.2 shows the shift.

CROs are increasingly taking over the implementation of the entire clinical trial or

a specific task or tasks within a specific clinical trial. CROs, first engaging in Peru in

Fig. 12.3 Clinical trials by sponsor, Peru: 2004–2010 (Source: Database and Archives of Clinical

Trials of the General Office of Research and Technology Transfer (OGITT). National Institute of

Health (INS))
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2002, have shown a steady increase; by 2010 there were 24 registered at MINSA.

Most CROs in Peru are branches of transnational companies but there is a growing

number of national CROs.

The USNIH and foreign organizations such as the Cancer Academic Coopera-

tive Groups are increasingly contracting the implementation of their studies to

national institutions such as the National Institute of Neoplastic Diseases (INEN),

the Cayetano Heredia Peruvian University (UPCH), non-government organizations

(NGOs) such as the Civil Partnership for Impacting Health and Education

(IMPACTA), and the Institute for Nutritional Research (IIN), which has worked

with the flagship Peruvian Naval Hospital where the US Naval Medical Research

Center Detachment, Lima-Peru (NMRCD) is hosted.

INEN has assumed a major presence due to the increase in clinical trials for anti-

cancer products. The Institute conducts clinical trials financed mainly by the Cancer

Academic Cooperative Groups and secondarily by the pharmaceutical industry.

The Cooperative Groups are foreign organizations established by oncologists and

other cancer specialists who joined together to promote cancer research in their

different specialties, for example focusing on cancers of the lung, breast, colon, or

other sites.1

The relations between INEN and the Cooperative Groups are intermediated

through a private national firm, the Study Group of Clinical Trials in Peru

(GECO in Spanish) whose leaders are INEN researchers. The Peruvian University

Cayetano Heredia, a private university with a prestigious medical school, has

maintained a steady track record of conducting clinical trials. The NGOs and

other groups themselves engage in few trials, but at times they obtain funding

from the USNIH, foreign universities, or the pharmaceutical industry.

Table 12.2 Organizations responsible for the implementation of clinical trials, Peru, 1995–2006

1995–2000 2001–2002 2003–2004 2005–2006

Pharmaceutical companies 139 131 113 107

NGOs 1 7 3 3

CROs 0 2 15 43

National Institute of Neoplastic Diseases

(INEN)

3 1 26 17

Cayetano Heredia Peruvian University 8 6 6 7

National Institute of Nutritional Research and

US NMRCD

0 3 9 2

Other researchers 0 3 3 2

Source: Fuentes (2008)

1 The co-operatives include: the Eastern Cooperative Oncology Group (ECOG); the European

Organization for Research and Treatment of Cancer (EORTC); the Radiation Therapy Oncology

Group (RTOG); the Gynecologic Oncology Group (GOG), and the Children’s Oncology Group

(COG). Clinical trials conducted by the Cooperative Groups are sponsored by the US National

Cancer Institute, one of the USNIH institutes, and by the pharmaceutical companies.
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Sites where clinical trials take place include those owned or run by the Ministry

of Health, EsSalud, and the Armed Forces and Police hospitals (see Table 12.3).

Table 12.3 shows that a large number of trials take place at EsSalud. Its

technologically-advanced medical facilities are very desirable for the implementa-

tion of clinical trials. All EsSalud hospitals charge 10 % of the budget of the clinical

trial to recover the expenditures incurred during trial and the overheads. On the

other hand, some of the Ministry of Health hospitals do not charge or charge only a

symbolic fee. Physicians working at the ambulatory facilities of EsSalud and the

Ministry of Health recruit and refer patients to clinical trials. The recruitment

modality and the reimbursement system expedite the recruitment of research

subjects at low cost for the sponsor of the trial.

12.3 The Authorization Process for Clinical Trials

Between 1981 and December 2002, in accordance with a Presidential Decree

(Presidente de la Republica de Peru 1992), (this is an Executive Decree not requiring

Congressional approval) the authorization of clinical trials was the responsibility of

the Department of People’s Health of MINSA. In January, a Ministerial Resolution

(Ministro de Salud 2003)modified theDecree transferring the authorization of clinical

trials to the National Institute of Health (INS), a decentralized institute of MINSA.

The INS mission is to develop and disseminate research and the use of technol-

ogy in the health sector, and to propose policies and standards to achieve its

mission. Within the INS, the responsibility to authorize health research with

humans including clinical trials was placed in the General Office of Research and

Technology Transfer (OGITT in Spanish). This office is also responsible for issuing

legislation, which in the case of clinical trials encompasses the following: the

registration, authorization, monitoring and inspection of the trials; the maintenance

of a publicly accessible clinical trials registry; the approval, authorization and

registration of Research Ethics Committees (RECs), and the registration of clinical

trials sponsors.

In addition, the MINSA’s General Directorate of Medicines, Supplies and Drugs

(DIGEMID) also has a role in the clinical trial authorization process (Presidente de

Table 12.3 Number of clinical trials per type of public research site, Peru 1995–2006

Hospitals, institutes and Ministry

of Health facilities

EsSalud (Social

security) hospitals

Armed forces and

police hospitals

1995–2000 125 45 3

2001–2002 140 88 5

2003–2004 187 114 8

2005–2006 138 137 8

Source: Fuentes (2008). The numbers do not match the number of trials due to several multicenter

studies
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la Republica de Peru 2002). DIGEMID is the Authority responsible for the control

of medicines, supplies and drugs. Before a clinical trial can be authorized,

DIGEMID’s pharmacovigilance and pharmacoepidemiology staff decides if the

trial should proceed. The decision depends on the safety of the product to be tested

and to that effect DIGEMID analyzes, among other things, the information included

in the researcher’s Manual of Procedures, which must include the pre-clinical and

clinical information about the product to be tested, the available safety information

for the product and the summary of the protocol. The decision is binding and may

be favorable, not favorable, or conditional upon strict supervision.

From 2003 to 2006, OGITT required that all the Research Ethics Committees

(RECs) that approved clinical trials be registered in the U.S. Office for Human

Research Protection (OHRP). The RECs had to assure full protection for participants

in research projects and the monitoring of the trials; but, as it will be discussed,

several evaluative studies have questioned their ability to carry out these obligations.

As the workload of OGITT increased in complexity and quantity, and staff

lacked technical capacity to evaluate the wide range of proposed studies -from

chemical synthesis products for diabetes to genetic therapies for cancer-. To advise

and strengthen OGITT, the INS created the national Clinical Trials Committee

(CTC) in 2006 (INS 2006).

The composition of the CTC varied according to the clinical trial protocols

seeking authorization and could included professionals in different specialties such

as infectious diseases, cancer, internal medicine, pharmaceuticals, biostatistics, and

research ethics. Although the opinions of the CTCwere not binding, they formed part

of the information reviewed by the OGITT to approve or deny the implementation of

a trial. As will be seen, CTC decisions did not always agree with those of the

RECs, but at the OGITT we did not witness that the disagreements created tension

between the two groups.

12.4 The Role and Limitations of the RECs

The ability of the RECs to protect clinical trial participants in Peru has been

questioned in the few studies that are available. Lecca-Garcı́a et al. (2005)

described the characteristics of the RECs that in 2004 were authorized to assess

and approve the implementation of trials. The authors interviewed members of

10 of the 19 RECs in operation at that time. They concluded that although the

Peruvian RECs met the regulatory requirements and had adequate rules of opera-

tion and manuals of procedures, most presented functional deficiencies and

problems.

Fuentes and Revilla (2007) found that RECs faced serious challenges in under-

taking their mission. The most common problems documented included poor

training of the members, their lack of understanding the essential function of the

REC, inadequate follow-up and ethical surveillance of approved studies, and weak

financial and administrative support. The authors recommended an agenda for the
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urgent reform of the system in order to assure the protection of clinical trial

participants. To achieve this goal, they asserted that the quality standards should

be uniform for all the RECs and the evaluation criteria for the approval of protocols

should be appropriately standardized.

Minaya-Martı́nez and Diaz-Sandoval (2008) studied the ability of the RECs to

evaluate clinical trials by analyzing the discrepancies between the RECs and the

national CTC evaluations of clinical trials during 2006. The CTC reviewed 80 of

the 91 clinical trials approved by the RECs. Of the 133 problems identified by the

CTC, 66 % were ethical, and had to be resolved before the trial could be approved.

One study was denied for ethical and scientific reasons; and two were referred

to technical committees for consideration of some controversial content, but ulti-

mately were approved. As will be discussed later, the authors documented frequent

deviations from national and international ethical principles underscoring the

inability of the RECs in Peru to monitor the implementation of the trials.

To overcome the RECs limitations, OGITT needs to improve the training of their

members and determine how the committees can have the necessary financial

resources to fulfill their obligations. Peruvians interested in bioethics have had a

variety of training opportunities.

Since 2004, the Fogarty International Center of the USNIH Training Program in

Research Ethics has been offering courses in ethics according to the directives

in Good Clinical Practices approved by the International Conference on

Harmonization (ICH 1996). The Good Clinical Practices lean more toward the

interests of the innovative pharmaceutical industry than toward respecting the

international ethical principles, for example, the Declaration of Helsinki or

CIOMS. It is only natural because ICH was the result of discussions among the

regulatory agencies of the USA, Japan, and the European Union, and

representatives of the large transnational pharmaceutical companies without inputs

from health authorities in developing countries, professional and patient groups, or

companies specializing in generic medicines (Prescrire Editorial Staff 2010). There

is some indication that the regulatory agencies the USA and the EU have been

coopted by the industry (Prescrire 2007, 2011).

REC members are also trained at the National University of San Marcos, which

offers a masters degree in Health and Bioethics and organizes discussion forums on

ethics topics. Also, the Redbioética-UNESCO offers scholarships and training in

research ethics and social bioethics in the country.

The USNIH Training Program in Research Ethics is offered jointly with the US

Naval Medical Research Center Detachment, Lima-Perú (NMRCD). The events are

well publicized and enjoy large attendance from most of the RECs, and participants

are awarded full scholarships. The training takes place in the luxurious atmosphere

of the best hotels in Lima and includes banquet style meals. Tealdi (2003, 2004,

2006, 2010), Kottow (2005), Garrafa and Lorenzo (2008), Vidal (2009), Pfeiffer

and Belli (2012), Hoyos Vásquez and Maldonado de Delgado (2012) have

questioned this manner of ethical training and the extensive use of foreign criteria

and guidelines, which are little criticized or discussed. Moreover, implicit in the

training is encouraging local ethics committees to cooperate with well-financed
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foreign researchers, and less emphasis is placed in protecting the human rights of

trial participants and the integrity of the data.

While there is validity regarding the concerns of ethical training given by

Fogarty International, the weak functioning of the Peruvian RECs result from far

more multifaceted causes than merely the source of ethical training. The protocols

of clinical trials are becoming very complex and grasping all potential risks and

benefits of the tested products for the trial participants requires very advanced

training in statistics and in the new biomedical fields, and an up-to-date knowl-

edge of pharmacological and specialized medical literature. Most RECs are

ill-equipped to appropriately discharge their duties (Tufts University 2010;

Silverman 2010)

12.5 Legislation Related to the Conduct of Clinical Trials

At the beginning of 2004, OGITT decided to update the clinical trial regulations of

1981 (Ministro de Salud 1981) because they had become obsolete. The norms did

not address important specific items such as the responsibilities of researchers, the

process of technical evaluation of the protocols, issues of safety, control of clinical

trials through inspections, and regulatory aspects of the RECs, CROs and other

research institutions that today implement clinical trials.

Following a series of meetings, in December 2004, OGITT and the DIGEMID

team of pharmacovigilance and pharmacoepidemiology presented a first draft of

Regulations for Clinical Trials (RCT) and organized the First National Workshop

on Authorization of Clinical Trials to obtain comments and opinions from all

those involved in the implementation of clinical trials. The workshop was

attended by REC members and representatives of sponsors and research

institutions. Unfortunately, directors of the major health facilities where clinical

trials were carried out did not attend the event, weakening the public participation

in the process.

Internet discussions took place during March and April 2005. After all the

suggestions were reviewed by the technical teams of the INS, DIGEMID, and the

legal department of MINSA, the Ministry of Health published in June of 2006 a

draft RTC on its web page and opened a period of 30 days for review and

comments. The following month the draft was approved (Presidente de la

Republica de Peru 2006). International experts who reviewed the RCT agreed

that it was well-designed, cutting edge legislation, responsive to the country’s

experience in clinical research, and it prioritized the protection of participants

and the development of research capacity in the country. The RCT administrative

approval process for the authorization of a clinical trial is presented in Fig. 12.4.

The approval of the regulations coincided with a change in government and the

appointment of newMinister of Health, whose tenure in office lasted only from July

2006, to November 2007. Until his appointment, the Minister had been the Director

of INEN and the principal investigator in a large number of clinical trials. Many
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researchers have noted that the Minister had a glaring conflict of interest in gutting

the new regulation that might be perceived as increasing the cost and length of

clinical trials (Fuentes and Minaya 2009).

At this time, the authors of this chapter worked at the OGITT and could observe

from the inside the events that took place. Soon after his appointment, the Minister

initiated the process of modifying the RCT to: limit the protection of research

participants, eliminate the involvement of the leadership of public establishments

in negotiating contracts with the sponsors and other strategies aimed at strengthening

the capacity of research centers, and to remove all normative aspects that did not

benefit clinical trial researchers. In particular, the modifications aimed at speeding up

the approval and implementation of the trials.

The proposal to modify the RCT, known as the Modification of the RCT

(MRCT), was posted on the MINSA web site in January of 2007 (Ministerio de

Salud 2007a) and during the consultation period various civic organizations sent

suggestions requesting changes to the MREC.

The Association for Human Rights (APRODEH in Spanish) and the Citizen for

Health Forum (Health Forum)2 primarily questioned the rules that limited the

- Ethics Committee Protocol
- Manual of Procedures (of Researcher)
- Insurance policy and Copy of contracts
(discontinued by the new regulations)
- Detailed budget (discontinued by the
new regulations)
- Lists of supplies
- Curriculum vitae of p.i. 
- Payment of fees

ApprovalApproval

Institution Researcher Institutional
Ethics&Research

Committee

Application for authorization
of the clinical trial
Sponsor / CRO

Peru National
Institutes of

Health - OGITT

DIGEMIDa

Pharmaceutical
surveillance &
establishment teams

Authorization or denial
Fast-track decision

Ad hoc Clinical
Trial Committee

Other drug-
regulating
authorities

Fig. 12.4 Administrative process for the authorization of a clinical trial, 2006 (aDirección

General de Medicamentos, Insumos y Drogas (DIGEMID). Ministry of Health. www.digemid.

minsa.gob.pe/)

2 The Citizens for Health Forum is a non-profit organization representing civil society that is

convened by the Government to all public meetings where health issues are discussed.
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protection of research participants and issued warnings about the rapid change in

legislation that had been approved only a few months earlier.

The President of Health Forum mentioned that in July 2006, the former Ministry

of Health approved a regulation for clinical trials, which was considered one of the

most advanced in Latin America. “Six months later, arguing that there is a great

development in science, technology, and new products, the Minister and his team

tried to change the rules without further discussion,” he said (Diario Peru 21 2007).

According to the Health Forum, the modification byMINSA of 31 of the 91 rules of

the Regulation of Clinical Trials in Humans responded to the personal interest of the

Minister of Health, and would reduce protections for people who participated in experi-

mental studies. Health Forum described possible conflicts of interest: “We do not know

if [the Minister] responsible for the changes of the Regulations continued during his

tenure at theMinistry to be responsible for clinical trials. If this is the case, it deserves an

investigation. It is not possible to be both judge and jury” (Diario La Republica 2007).

The Peruvian Medical Association (AMP) pointed out that the end result of the

Modification of the Regulations was to make easier the implementation of clinical

trials, and to weaken the protection of citizen’s rights, especially of the poorest

citizens; the AMP emphasized the vulnerability of the patients and rejected the

attempt to undermine the human rights of Peruvians, particularly because clinical

trials include medical consultations, moments in which patients place all their

confidence in the physicians. “We reject the possibility that persons without values

and without ethics could exploit the most difficult moments of a person’s live, this is

when he or she is sick” (AsociaciónMédica Peruana 2007a). And “TheAMP requests

a profound study of the Modification of the Regulations; the Regulations must be

improved to help scientific progress, but with ethical and scientific support, primarily

respecting the fundamental rights of the individual, the subjects of the research”

(Asociación Médica Peruana 2007b).

The requests were not taken into account, and in January 2007, the new admin-

istration at the INS dissolved the CTC, thereby weakening the function of OGITT.

In February and March, 2007, a Ministerial Resolution established a Review

Commission comprised of nine members to revise the MREC (Ministerio de

Salud 2007b, c). One of the members was a representative of Health Forum, a

well-recognized NGO; he was the only representative of civil society at the

Commission and had openly opposed the MRCT. At OGITT we learned that the

Health Forum representative did not attend any Commission meetings because

he was aware that some members were under enormous pressure to approve the

MRCT and others had vested interested in its approval.

The absence of civil society participation created a problem for MINSA and to

resolve it, the Ministry expanded the size of the Commission to ten members

inviting a representative from the Peruvian Medical College.3 The College has,

3 The Peruvian Medical College (el Colegio de Médicos de Perú) is the professional association of

physicians of Peru that registers physicians and issues the accreditation to practice medicine. Medical

Association is a private civil association to promote and defend the interests of its members.
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among other things, the responsibility of promoting adherence to bioethical

principles. The MREC was approved on June 8, 2007, by Presidential Decree

(Presidente de la República 2007) basically as proposed by the Ministry of Health.

Figure 12.5 presents the important dates of the regulatory history of clinical trials

regulation in Perú from 1981 to 2007 legislative changes.

The main changes introduced by MRCT (Presidente de la República 2007) are

the following:

1. The provision of an insurance policy for participants before implementing a

clinical trial was no longer a mandatory requirement, but “in exceptional cases”

a similar form of compensation could be offered in a written statement signed by

the sponsor and the principal investigator. However, it does not establish which

of the two is the responsible party for the damages, if incurred.

This disposition is not in agreement with the Commentary on Rule 19 of the

International Ethical Guidelines for Biomedical Research Involving Human

Subjects Council for International Organizations of Medical Sciences (CIOMS

2002a): “Sponsors should seek adequate insurance against risks to cover com-

pensation, independent of proof of fault.”

Insurance is a guarantee of protection, and the State must require it to be

consistent with the ethical principles of justice and equity. This requirement is

particularly relevant considering the global nature of research, the significant

economic interests involved, and the fragile Peruvian socio economic context,

where instances in which the state has not always protected the interests of the

weakest among its citizens are well documented.

Rule for the use of drugs
in clinical trials
RM No. 0212-81-SA/DVM

National Health Law
No. 26842 (05/07/97)

Ministry of Health Law
Nº 27657 (17/01/02)
Ministry Health
Regulations of the Law
DS013-2002S.A.

DEVELOPMENT OF THE CLINICAL
TRIALS REGULATIONS

INS - DIGEMID conferences
(began August 2004)

National multi-institutional workshop
(15-17 December2004)

Distribution of the proposal
INS web site (17/02/05 -30/03/05)
Official publication of legal documents
El Peruano Official Journal (June 2006)
Approval and publication
DS-017-2006 SA(29 July2006) 

AMENDMENT OF THE
REGULATIONS
Specially Commissioned
Designated by Minister of Health
Aug 2006
Distribution of the Proposal
Jan 2007
Public Pronouncements Feb 2007

Appointment of the Technical
Commission Mar 2007
Approval and publication
DS-006-2007 SA (6 June2007)
MAPRO approvala

RJ No. 419-2007-J-OPD/INS
(5 October 2007)

2004     2005 2006 2007

Authorization of clinical trial -
National Institutes of Health
RM No. 089-2003-SA/DM
(24/01/03)

2003200219971981

Fig. 12.5 Significant dates of the clinical trial legislation process in Peru (aHandbook of Admin-
istrative Procedures (Manual de Procedimientos Administrativos))
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2. The revisions eliminated the item referring to the responsibility of the institution

where the research takes place. In other words, contrary to the internationally

accepted ethical guidelines, the institutions where clinical trials take place will

not be held liable for harm to study participants. In Peru, neither public

nor private institutions have quality control programs, and are not certified nor

accredited as health organizations of excellence. By exempting them from

responsibility in the process of conducting the study and of all responsibility

in the care of patients, the principles of protection and transparency inherent to

the Peruvian regulations were weakened.

Based on these MRCT changes, it is no longer necessary to specify in the

contract the obligations of the study sponsor, the institution where the study

takes place, or those of the principal investigator.

3. Revisions also eliminated the transfer of good clinical practices. One of the

benefits proposed in the UNESCO Declaration on Bioethics and Human Rights

is “the sharing of benefits”. The good clinical practices followed during clinical

trials should become routine care activities in the institutions where the trials are

implemented (UNESCO 2005).

4. Revisions established an abbreviated, and thus an unreasonable timeline for the

approval of a clinical trial. The new rules required the Regulatory Agency to

approve a clinical trial in 40 days, down from 60, and the authorization of the

importation of products had to be completed in seven days.

5. Revisions made to weaken the RECs. The new regulations required that only one

member of the RECs be trained in bioethics. Remaining members were only

required to have a basic course in research ethics. The number of members of the

RECs were reduced from seven (the minimum recommended by WHO) to five,

so that a favorable vote from any three members would determine the approval

of a trial. It allowed, without restrictions, the creation of non-institutional

private RECs; non-institutional RECs are also known in the U.S. and other

countries as commercial. Commercial or non-institutional ethics committees

have been established to expedite the approval of clinical trials, and therefore

their survival and profitability depends on being able to fulfill the needs and

timelines of clinical research sponsors. Since the Peruvian law only requires the

approval of the clinical trial by a REC, a few non-institutional private RECs

review a very large number of trials (INS 2009).

These changes were described and criticized also by (Olave-Quispe 2011) and

in an expert meeting on clinical trials and protection of research subjects in

low-income and developing countries (Olave-Quispe 2007).

Additionally, during this period (2006–2008) OGITT implemented the follow-

ing activities, resulting in the weakening of ethical practices:

• Co-sponsored REC training programs with NAMRID

• Engaged in rapid and automatic registration of RECs. The registration only

required computer checking of a list of administrative questions without

verifying their ability to undertake the responsibilities; and
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• Supported the National Network of Ethics Committees, sponsored by NAMRID,

whose operation is inconsistent with the institutional goals of OGITT – to

safeguard the rights and safety of research subjects

Moreover, as will be seen later, the Minister first reduced drastically and then

eliminated all the inspections of clinical trials.

The next step, the preparation of the Manual of Procedures of Clinical Trial

Regulations (MAPRO), an internal technical document that describes all the

procedures and interpretations of the INS regulations began in October, 2007.

The INS delegated the responsibility for the development of MAPRO to the groups

that conduct research, including the sponsors, the companies that implement

clinical trials (CROs, NGOs and private institutions) and the researchers. That is,

the researchers and sponsors who conduct clinical trials also developed the manual

that would regulate them.

The manual was approved immediately in October (INS 2007). From that date

clinical trials could be implemented in the office of any private physician’s

consultation offices. It was well known that these offices did not have the

equipment and trained personnel to care for unexpected adverse reactions, nor

the ability to arrange the appropriate transfer of a patient to a higher level health

care facility. It also established only a quick and virtual (by internet) registration

of CROs and research centers, without checking to see if they complied with basic

requirements. It also required the regulatory authority to accelerate certain admin-

istrative processes, such as completing the registration of research centers in a

maximum of 5 days.

CROs that are not included in the INS database may implement clinical trials

because registration is only required for the CROs that submit protocols to the

regulatory authority. Pharmaceutical firms and CROs may subcontract clinical trial

implementation in whole or in part to other unregistered NGOs or CROs. OGITT

becomes aware of the existence of these other firms only when it conducts

inspections of clinical trials.

12.6 Clinical Trials Inspections

In August, 2004, OGITT conducted inspections of hospitals and other centers where

clinical trials were being implemented to help develop the 2006 RCT. During 2004

and 2005, the OGITT, as part of its regulatory duties, inspected 45 of the clinical trials

under implementation. The INS, based upon the findings (see Table 12.4), required

that centers that had not performed according to regulations take corrective action.

One center was actually closed due to serious non-compliance with Good Clinical

Practices. The findings were also useful for preparing the RCT.

As indicated, in 2006, the national CTC reviewed 80 protocols of the 91

approved clinical trials. The findings are presented in Table 12.5. As can be seen,
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Table 12.4 Problems found in 56 clinical trial inspections, 2004–2005

Problems

Infrastructure Inadequate facilities 12

Absence of the study director Lima 5

Provinces 3

Documentation Lack of information on developments, amendments,

monitoring, approvals, and authorizations

27

Lack of notification of serious adverse events 7

Research material Inadequate storage 12

No temperature control 12

Inadequate disposal of surplus or residual substances 2

Medications sold 1

Biosecurity Inadequate management of samples and waste 15

Total problems 96

Source: Records of inspections performed by personnel of OGITT (National Institute of Health)

Table 12.5 Type of ethical violations found in 80 of 91 clinical trials, 2006

Observed violation

Frequency

(%)

In the process of obtaining informed consent the language used does not

correspond to the level of understanding of participants, and the adequate

comprehension of the information is not verified

22 (16.7)

Omitting information in the informed consent 17 (12.9)

Inadequate management of biological specimens 15 (11.4)

Participants are not informed about medical insurance and compensation in the

event of adverse events

13 (9.9)

Not guaranteeing contraception in men and women in their reproductive years 10 (7.6)

The product under research and other items which are part of the clinical

trials are not provided without payment

10 (7.6)

Failure to provide the number of participants to be recruited in Peru 9 (6.8)

No commitment to the free supply of medication after the conclusion of the

clinical trial

8 (6.1)

Information for contacts in case the participant has questions is not adequately

provided

8 (6.1)

The participant is not provided information about the medical care that will be

offered if pregnancy occurs

4 (3.0)

The director of the institution where the clinical trial takes place is also the

principal investigator of the study (conflict of interest)

3 (3.0)

After the completion of the clinical trial, follow-up of medical care of the

participant is not assured

3 (3.0)

Failure to mention benefits of the trial to subjects 3 (3.0)

Informed consent documents are missing the date, stamps, and signatures 2 (1.5)

Compensation for additional expenses such as transport, etc. was not included 2 (1.5)

The clinical trial does not have a scientific base 1 (0.76)

The informed consent does not explain that participants may withdraw from the study 1 (0.76)

Alternative treatments are not discussed 1 (0.76)

The informed consent was not administered 1 (0.76)

Total 133 (100)

Source: Minaya-Martı́nez and Dı́az Sandoval (2008)
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the results of this evaluation suggest the need for careful scrutiny of the protocols

and for strengthening the capacity to monitor the implementation of the trials.

In spite of these findings, it has been mentioned that during the 2006–2008 the

number of inspections were drastically reduced (see Table 12.6). The July 2006 to

October 2008 period coincided with the tenure of the Minister that approved the

MRCT and his chosen successor. The few inspections conducted in 2006 took place

before the appointment of the Minister. As OGITT staff we witnessed that the

Minister was putting pressure on the staff to reduce the inspections, which could be

interpreted as his desire to weaken the regulatory system. From August to Decem-

ber 2007, inspection visits were abruptly suspended after inspectors found that

informed consent had not been obtained from participants in two clinical trials

where the Minister of Health had been the principal investigator. The inspectors were

transferred from the OGITT to other units of the Ministry, and less experienced

personnel were brought and assigned to other tasks.

The Minister resigned in December of 2007 and returned to his previous job of

Director of INEN to continue his work as principal investigator of several clinical

trials, but first he selected a trusted colleague to succeed him at the Ministry

(December 2007–October 2008); his successor decided not to modify the MREC.

In 2009, with the change of leadership in MINSA and the National Institute of

Health (INS), the inspections resumed.

Table 12.7 summarizes non-compliance with Clinical Trial Regulations found

during the few site inspections from 2006 through 2008 that underscored the lack of

quality of the clinical trials and the need to strengthen oversight and regulation, not

weaken it. There were some serious violations including failure to obtain informed-

consent, clinical histories and data in the collection forms not always matched, lack

of instrument calibration, missing source documents, and failure to notify serious

adverse events. Our inspection of the records shows that during this period, no

corrective actions were required.

Table 12.6 Sites of clinical trials and institutions inspected, Peru 2004–2008

Research centers

Research ethics

committees

Contract research

organizations

Routine

inspectionsa
Special

inspectionsb

2004 30 0 0 0

2005 26 0 0 0

2006 0 6 0 0

2007 16 0 0 0

2008 6 2 0 1

2009 35 7 27 2

2010 18 10 1 4

2011 27 8 0 0

Source: Management documents, General Office of Research and Technology Transfer (OGITT)
aRoutine inspections are those that are programmed with the principal investigator
bSpecial inspections are not programmed, there is not a previous announcement and generally

respond to complains, allegations or denunciations
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12.7 Discussion

We have shown the increase of clinical trials in Peru during 1995–2010 and the

growing role of the CROs, including national CROs, a trend that appears to be taking

place in other countries and have the negative effect of diluting responsibilities by

fragmenting decision-making during the implementation of clinical trials (Agostine

et al. 2011). During our many years of tenure at the OGITT, we have been able to

observe the forces and interests behind this growth, which are not very different from

those reported in the literature in other low- and middle-income countries (see review

of literature in Chap. 3 of this volume).

As indicated, in Peru, almost 58 % of the population does not have health

insurance, and of those with some insurance many have access barriers including

long waiting times for out-patient medical care and access to treatment in specialty

medical center, where control is centralized and the administration inefficient. To

get a bed in a hospital in many locales can be a heroic feat. The coverage for

Table 12.7 Problems in 30 clinical trial inspections, Peru 2006–2008

Problems

Infrastructure Inadequate facilities 1

Research team Insufficient personnel to adequately follow the implementation

of the protocols

2

Documentation Failure to renew expired permits 13

Reports by supervisors were missing 9

Failure to notify adverse events 5

Delegation of functions without documentation 4

The source data (medical history) and data in collection forms

did not match

3

Failure to submit amendments to the regulatory authority and/or

the CECs

3

Lack of quality in data collection 2

Unjustified deviations from the protocols 1

Enrolment of study subjects at an unauthorized center 1

Missing source documents 1

Necessary medical

equipment

Not calibrated 1

Biosecurity Inadequate management of samples and waste 1

Informed consent The informed consent was not obtained 2

The study participant did not renew the consent when his/her

clinical condition or consciousness improved

2

Errors in the researcher’s telephone numbers given to subjects 1

Insufficient information about the risks associated with the

substance under investigation

1

There was only one witness signature on the consent forms 1

Total problems 54

Source: Records of inspections performed by personnel of OGITT (National Institute of Health)
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medicines is even lower, particularly for expensive drugs. In contrast, clinical trial

participants receive fast, personalized treatment, which greatly appeals to poor

patients. Access to medicines and the type of treatment that the large majority of

the population does not enjoy could be considered undue inducements to participate

in clinical trials, and some authors consider that this limits the autonomy of the

participants (see Chap. 2).

That the large majority of participants in clinical trials in Peru are poor and

indigent persons raises a second ethical question. The principle of justice demands

that the risks of clinical research be shared by all people, and not only by specific

population groups (see Chap. 2).

As public health professionals we are aware that public health physicians are

contacted by the principal investigators who frequently offer a payment per patient

recruited. We are also aware that poor Peruvians trust physicians and will follow

their recommendation and very few will reject their advice to enroll in clinical trials

when told that they will receive free medication, many lab tests and personalized

care. The recruitment takes place in the public health care hospitals and centers

attended by thousands of poor and indigent Peruvians. Under these conditions

recruitment is speedy. This satisfies the pharmaceutical industry because recruit-

ment of patients is the lengthiest part of the development of a drug (Elliot 2010a,

see Chap. 3). Expediting recruitment lengthens the period of marked exclusivity

awarded by the patents. It is estimated that for each day of delay in the approval of a

product by the FDA, the industry could lose an average of US$1.3 million

(Bodenheimer 2000). It is understandable that for the industry reducing the recruit-

ment time is a high priority that can best be obtained in low- and middle-income

countries.

It is well documented that recruitment of patients in high-income countries takes

much longer than in middle and low income countries. One of the authors of this

chapter attended the Merck’s and Novartis’ 2005 annual awards ceremony in Peru.

The two companies awarded the first prize to physicians who had completed the

recruitment of patients for clinical trials in the shortest time. The data presented at

the awards ceremony show the time taken to recruit trial participants by country.

Physicians in low- and middle-income countries recruited much faster than their

counterparts in high income countries. In the COMPAS clinical trial in the province

of Cordoba (Argentina), the authorities were also very proud— and let the news

media know—that in the province participants had recruited more than 300 children

within the time allocation requested by GlaxoSmithKline, implying that the

physicians were good managers and that Cordoba was a good place to implement

clinical trials (see Chap. 5).

Our hypothesis is that if the Peruvians recruited had well understood the risks,

obligations and benefits of participating in clinical trials, were not offered the

inducements discussed above, and were not recruited by a physician with conflicts

of interests (payment for person recruited), a relatively large number of patients

would not agree to participate.

By Peruvian economic standards, the principal investigators receive a high

remuneration from the industry and become accomplices for quick recruiting.
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As staff members of OGITT we are aware that simplifying informed consent to an

administrative routine, or even in some instances bypassing it, is one of the several

ways to reduce the recruitment time, and that given OGITT’s limited resources and

the pressures from the industry, it is not always possible to right these abuses.

National institutions and businesses such as universities and local CROs also

profit significantly from executing clinical trials, and can easily be coopted by the

industry to support its financial interests if they want to have the attractive clinical

trial contracts.

The location of the trials in Peru is also worrisome. That a small but increasing

number of trials are taking place in army barracks and police hospitals seems to go

against clearly established internationally accepted ethical principles. According to

the CIOM’s Guidelines, Guideline 13 (Research involving vulnerable persons)

specifically mentions that, “Other vulnerable groups include . . . members of the

armed forces or police” (Abbott and Grady 2011; CIOMS Guideline 13 2002b). It

needs to be clarified if their families are also included.

Developing regulations for clinical trials requires a high level of expertise in

several fields and the number of professionals to do it is very limited in the country.

In spite of this, in 2006 Peru was able, after two years of work, to approve a

regulation of clinical trials that received praise from international bioethics experts.

This chapter also documents how easily a solid regulation was modified for the

benefit of the researchers and the industry.

The process of changing the regulation that we witnessed seems to confirm

the complicity between researchers and industry. We would like to formulate the

hypothesis that the principal investigators, particularly those who are responsible

for many clinical trials accumulate a considerable amount of wealth and professional

status due to their connection with transnational pharmaceutical corporations. The

same applies to local businesses (CROs and clinical labs) and organizations

(universities and NGOs). A second hypothesis would be that this power is used to

modify regulations that go against their interests and those of the transnational

pharmaceuticals, and to intervene in the policy process to obtain the approval of

regulations that benefit them.

The easiness with which the 2006 regulatory norms were changed in Peru reflects

the political weakness of a country that has had a history of being governed by

authoritarian and military rulers. It is important that in cases of policy regression, the

international civil society supports the efforts made by the Peruvian civil society to

oppose the changes. It would have been useful if organizations such as the World

Medical Association were to send a clear and strong message of opposition.

Increasingly, worldwide, the RECs or Institutional Review Boards (IRBs), as

they are known in the United States, are considered to have difficulties in protecting

the human rights of participants in clinical trials, and in monitoring respect for

internationally accepted ethical principles (CIOMS Guideline 13 2002b; Whitney

et al. 2008; Brown 1998; Burris and Moss 2006; Elliot 2010b, 2011). Peru is not an

exception, the members of the RECs are not adequately prepared to make an

appropriate review of clinical trial protocols that each day are more complex. The

approval of the trials has become a simple administrative process that can be
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performed quickly (Olave-Quispe et al. 2012). The CTC— short but very positive

experience— suggests that there is urgency in creating a national public and

decentralized CTC with binding power to approve or deny the authorization to

implement a clinical trial. The national CTC needs to include community

representatives and well-recognized experts in biomedicine, biostatistics, social

sciences, and law, all of them with solid bioethics training and none of them with

conflicts of interests.

At present, private RECs are reviewing and approving a large number of

protocols for a fee. For reviewing a new protocol the fee is US$500 and for the

annual renewal US$100. Amendments cost US$50. A payment for this service

creates a conflict of interest (Lemmens and Freedman 2000; Editorial 2011; Ugalde

and Homedes 2011). The industry favors the private committees because they

review the protocols expediently; the average time of approval is only 4 days.

It may sound like a wishful statement, but the time has arrived for a global

approach to overcoming the lack of transparency and ethics of a global industry.

International and regional human rights advocates and host governments should

demand pharmaceutical companies to put transparent standards and practices into

place to ameliorate egregious violations, and risks to research participants.
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Garrafa, V., and C. Lorenzo. 2008. Moral Imperialism and multi-centric clinical trials in peripheral
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Bioética en América Latina y el Caribe: experiencias realizadas y desafı́os futuros (Education

in bioethics in Latin America and the Caribbean. Past experiences and future challenges),

ed. S.M. Vidal, 195–218. Montevideo: UNESCO.

Prescrire. 2007. Vigilance. Rev Prescrire 27(282): 244.
Prescrire Editorial Staff. 2010. ICH: An exclusive club of drug regulatory agencies and drug

companies imposing its rules on the rest of the world. Rev Prescrire 30(317): 222–225.
Prescrire. 2011. Medicines agencies too often under the influence of drug companies. Prescrire

International 20(115): 108.
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187–206. Buenos Aires: Antropofagia Press.

Whitney, S.N., K. Alcser, C. Schneider, et al. 2008. Principal investigator views of the IRB system.

International Journal of Medical Sciences 5(2): 68–72.
World Health Organization (WHO). 2007. Data and statistics. http://www.who.int/research/es/.

Accessed 15 Mar 2010.

World Population Data. 2009. http://www.prb.org/pdf09/09wpds_sp.pdf. Accessed 15 Mar 2010.

274 G.E. Minaya-Martı́nez et al.

http://unesdoc.unesco.org/images/0014/001461/146180S.pdf
http://www.who.int/research/es/
http://www.prb.org/pdf09/09wpds_sp.pdf


Chapter 13

Conclusion

Antonio Ugalde and Nuria Homedes

The collection of articles included in this book provide an overview of the evolution

of the regulatory framework that guides the implementation of clinical trials in five

Latin American countries and, through the description and analysis of several cases

studies, highlights the main ethical issues that have arisen during the implementa-

tion of the trials. More than 80 % of all clinical trials that take place in the region are

conducted in Argentina, Brazil, Costa Rica, Mexico and Peru; therefore, what is

described in this book can be considered representative of what occurs in the region.

The lack of transparency that surrounds clinical trials precludes us from having

an accurate picture of the magnitude of the problems that have been described in

this volume. The authors of the different chapters only had access to legislative and

court documents, a few thesis and dissertations, information discovered after a

human tragedy occurred during the implementation of a trial and reports from

investigative reporters that took the time to study complains from physicians and

other health care providers who reported abuses. We can only assume that the cases

presented are not isolated examples. Of the five countries included in the book,

Costa Rica and Argentina have a strong tradition of investigative reports and it is for

this reason that there is more information about trials in these countries than

elsewhere. We have to keep in mind that it took almost 40 years to uncover by

incredible chance the clinical trials abuses/atrocities that USA researchers with the

assistance of local physicians committed in Guatemala. Perhaps one day, if files of

the industry and the archives of governments are opened, researchers will be able to

establish the extent of the problem with greater accuracy.

In this closing chapter, we will present the main similarities and differences regard-

ing the regulatory process and the implementation of clinical trials that have been
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identified in these five countries. The similarities reflect the fact that the transnational

corporations that sponsormost clinical research seek the sameobjectives in the different

countries; this is, to maximize profit margins by increasing productivity. If we also

take into account that clinical trials are scientific experiments aimed at the discovery of

new drugs and use highly standardized methods, we should not expect major

differences in corporate behaviors across nations. The variability in the countries’

response to the apparent opportunity afforded by the industry reflects historical and

political differences that will be briefly discussed in the following paragraphs.

13.1 Similarities and Differences in the Regulatory Process

The surge of national regulatory agencies in Latin America, and in the five countries

discussed in this book, occurred at the turn of twentieth century, within a period of

about 10 years. It broadly coincided with the establishment in 1996 of the Interna-

tional Conference for Harmonization of Technical Requirements for the Registration

of Pharmaceuticals for Human Use, and the emphasis that the USA placed on the

need for developing countries to adhere to the guidelines for Good Clinical Practice

(ICH-GCP) while deflating the focus on compliance with ethical principles. Each of

the five countries advanced at a difference pace in the development of its regulatory

framework, and if we were going to place them along a development continuum,

Mexico would be the caboose, and at the front, we would find Brazil.

We cannot offer an in-depth discussion of the possible explanations for the big

regulatory gap between Brazil and Mexico, two countries that are responsible for

almost half of the clinical trials conducted in Latin America, which house about half

of its population. The following hypotheses can be formulated as a point of

departure. The return to democracy in Brazil at the end of the 1980s, coupled

with the presence of an enlightened core of physicians who promoted social

medicine, the participation of civil society in the formulation of health policies,

and the mobilization of HIV patients and civil society around the free provision of

HIV treatment to all those in need, coincided with the beginning of the outsourcing

of clinical trials. The participatory process that gave birth to the CEP-CONEP

model and other progressive regulatory norms is better understood when taking into

account those historical and political events. On the other hand, during the same

years, Mexico remained anchored in a declining economy under a one-party system

and, for financial reasons, was forced to adhere to the neoliberal policies dictated by

the international World Bank/IMF, which were criticized for running counter to

local health priorities. In 2000, the party that had governed the nation during

70 consecutive years lost the election to a conservative party with a neoliberal

agenda. The following year, COFEPRIS, the regulatory agency was created.

Brazil has experienced an increasing alignment between the explicit values

enshrined in the Brazilian Constitution, namely to increase community accountability

in health sector management, and the administrative policies and practices guiding

research ethics committees and the process of obtaining informed consent.
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The regulations that have been put into place reflect the ethical principles considered

essential for the protection of the human rights of the research participants. The

National Regulatory Agency (ANVISA) established a system to oversee Contract

Research Organizations, and created a register of clinical trials’ participants. This

register is an important first step for the development of a comprehensive strategy for

the protection of human rights.

In contrast, COFEPRIS, the Mexican Regulatory Agency, has been criticized for

its closed doors attitude, lack of responsiveness to civil society, and little concern

for the implementation of ethical principles during the execution of clinical trials.

Even the pharmaceutical industry has questioned COFEPRIS’s inefficiency and

lack of response to its needs. The ethical regulation of biomedical research has seen

few changes in Mexico, in contrast with the constant changes in international

declarations and research developments.

Costa Rica, together with Peru and Argentina, occupies a place in the middle of

the continuum. Nevertheless, the responses of each of these three countries have been

quite different. Costa Rica’s unique history of democracy and support for human

rights is responsible for its current, and quite unique, situation. In response to one

citizen’s demand, the Supreme Court issued, in 2010, a decision prohibiting the

authorization of new clinical trials until a law regulating clinical research with

humans is approved. According to Costa Rica’s Supreme Court, clinical research

with humans should be regulated by law for the simple reason that in this country the

violators of ethical regulations cannot be indicted. The decision reflects the historical

power of civil society to voice its views and be heard. In this case, it was a protest

against the abuses and ethical violations that had taken place during the implementa-

tion of clinical trials. While officially, it was the response to a citizen’s demand that

paralyzed clinical trials in the country, many actors – including public auditors,

physicians, investigative journalists, academic researchers and concerned citizens –

contributed to assembling an enormous amount of evidence confirming the abuses of

clinical researchers, the illegal use of public resources, the questionable ethical

recruitment of participants, and other ethical transgressions. After 2 years of debate,

the National Assembly appears to be close to passing legislation and satisfying the

demand of the Supreme Court. The citizenship has witnessed ample debate

presenting the interests of the industry and those of the protectors of human rights.

The case of Peru is equally interesting. In 2004, OGITT decided to update the

obsolete 1981 regulation of clinical trials. After 2 years of ample consultations with

civil society, the new regulation was approved by executive order. Foreign experts

reviewed the regulation and considered that it protected the human rights of the

clinical trial participants, and they applauded the inclusion of all important

components of all relevant international codes and declarations. Nevertheless, a

change in government precluded its implementation and it was rapidly replaced by

a new regulation hastily drafted by the new minister of health, a principal investi-

gator of multiple clinical trials. Several groups opposed the new regulations

because they weakened the protections previously awarded to clinical trial

participants, and were approved in an expedited manner without significant partici-

pation of civil society. This case illustrates the ease of changing regulations
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approved by presidential decree or ministerial orders, and the comparative

advantages of laws. Legal changes have to be approved by majority vote, usually

after lengthy parliamentary discussion and the airing of contrasting views, as we

have seen in the case of Costa Rica.

The political aspects of the regulatory process in Argentina and Costa Rica have

been documented in four of this book’s chapters. The two countries exemplify the

proclivity to approve regulations that are not always implemented. The contest

between the ministry of health and the Costa Rican Social Security Institute is

responsible for a large amount of the energy spent in preparing regulatory norms

that, for a variety of reasons, were poorly implemented.

ANMAT, Argentina’s regulatory agency, failed to enforce existing legislation

and had to be placed under receivership very early after it was created. Its ineffi-

ciency and lack of concern about human rights was exposed in an official report

written in 2003. It was not until 2008 that ANMAT began to enforce with more

determination its regulations, but the effort lasted only a short time. Its director was

summarily dismissed not long after ANMAT imposed a large fine—by Argentinean

standards – to GlaxoSmithKline for ethical violations. According to the most

prominent ethicists of the country, Argentina’s latest regulation (6,677 of 2010)

replaces previous ones that were more progressive and grounded in internationally

recognized ethical principles. The new legislation tends to favor the industry’s

interests by emphasizing good clinical practices over the protection of the human

rights of participants.

13.2 Most Common Clinical Trial Concerns Identified

in the Region

13.2.1 Lack of Transparency

What seems to be common in the five countries, albeit with different degrees, is the

lack of transparency of all critical and basic aspects of the regulatory process. Basic

questions posed to regulatory agencies tend to remain unanswered. Even today,

ANVISA fails to be as open as could be expected given the national government’s

emphasis on transparency.

13.2.2 Type of Participants in Clinical Trials
and Informed Consent

There is scant official information about the social strata of clinical trial

participants, but the information gathered by investigative journalists and

physicians who have observed trials in the facilities where they work, the location
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of the clinical trial sites, and court case documents, suggest that a very large

majority of participants in the five countries are low income and indigent. It can

also be affirmed that many of these participants are recruited or induced to partici-

pate by their attending physicians, and that many of those who identify participants

receive payment per person recruited. These sources also suggest that most

participants do not understand the informed consent forms that are read or given

to them, are unaware of the risks they might encounter as a result of their participa-

tion, and are unaware that they might not benefit from the treatment or may be

included in the control or placebo group, a concept that few participants understand.

13.2.3 Performance of the Research Ethics Committees

The picture that emerges from the five countries of the role played by research ethics

committees in protecting the human rights of participants and ensuring the quality of

data gathered is very bleak. In theory, members of the committees are independent; in

practice, they are not. Institutional committees are subtly influenced by peer pressure

of those with vested interests: colleagues at the same institution who carry out the

trials or by the director of the institution where they work, who may be eager to

receive the equipment and other benefits derived from the implementation of the

trials. The conflict of interests is obvious since some of the institutional members

of a committee are under the authority of the director. Independent-for-profit

committees are not independent since their existence is based upon good relations

with the industry, which is earned via the fast approval of protocols. The boards of

these firms or foundations know that if they do not respond to these expectations the

industry will quickly find more accommodating committees. As country studies

show, the regional tendency is to increase the reliance on private committees.

With the exception of Brazil, in the other four countries, most protocols are

reviewed by private committees. The figures are impressive: in Peru, 40 % of the

protocols are reviewed by one committee, and in Argentina, two committees review

80 % of the protocols. None of the five countries publishes the results of the

committees’ reviews, and consequently, the only information available comes

from special studies conducted by members of the Peruvian regulatory agency, or

by CONEP in Brazil. Making this information more widely available would be

useful and would help other committees make better decisions. The secrecy that

surrounds the decision-making process of the ethics committees is advantageous for

clinical trial sponsors, who can shop for the ethics committee that will offer the least

resistance to approve their protocols.

Most regulations require the ethics committees to supervise the implementation

of the clinical trials, but very few committees have the resources to do so. Most

supervisory visits, whether conducted by regulatory agencies or ethics committees,

turn into an administrative activity. As a result, governments and civil society do

not have well-grounded information about the quality of the data obtained.
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There is also concern about the capacity of ethics committees to evaluate the

increasingly complex design of clinical trials, which is considered an integral part

of the ethical evaluation. Poorly designed clinical trials are inherently unethical,

and there is a need to establish sustainable communication mechanisms among

ethics committees so that they can pool their areas of expertise to better protect the

clinical trial participants.

We have arrived at the conclusion that until the secrecy surrounding clinical

trials is lifted, the approval of a protocol by an ethics committee and the signing of

consent forms have mostly a double purpose. Governments and pharmaceutical

industries want to create an illusionary image that clinical trials conform to inter-

nationally accepted ethical standards and to make societies believe that the findings

are the results of rigorous scientific research that guarantees the safety of future

medications.

13.2.4 The Principal Investigators

When comparing Costa Rica, Peru, Argentina and Peru and to a lesser extent Brazil,

we find startling similarities in the behavior of the principal investigators. Regard-

less of how they transformed themselves from clinicians to researchers, they all

have become wealthy and have improved their professional status as a result of

conducting trials. Their professional status is boosted by the fringe benefits

provided by the sponsors, including publications in major journals, invitations to

attend and speak at international conferences and other events paid by trial

sponsors. Principal investigators in Peru, Argentina and Costa Rica have used the

status to influence the countries’ regulatory process. Clinical researchers from Peru

and Costa Rica were appointed ministers of health, while the professional status of a

researcher in Cordoba, Argentina, opened the doors to the governor’s office. In all

cases, the principal investigators were in positions from which they could influence

the regulatory process.

13.2.5 The Response of the Transnational Pharmaceutical
Corporations

It has been said that all pharmaceutical corporations that engage in innovative

research have similar objectives and that the nature of the research does not allow

for significant variations. Reasons for outsourcing were similar for all the global

pharmaceutical corporations and they all increased their international recruitment

efforts at the same time.

Because clinical trials are the most expensive part of the research and develop-

ment of new drugs, one of the reasons for outsourcing was the need to reduce the

280 A. Ugalde and N. Homedes



costs of clinical trials. Contrary to what may appear, lowering costs is not only

achieved by paying less to researchers, but by expediting the recruitment of

patients. Expeditious recruitment results in shorter clinical trials, longer market

exclusivity periods and significant profit increases.

The pressures to speed up recruiting explain why most clinical trial participants

in the five countries are poor: they are the easiest to recruit. With the exception of

Costa Rica, the poor may not be able to gain access to treatment unless they

participate in a clinical trial. But even in the case of Costa Rica, it is easy for a

treating physician to convince his/her patient to participate in a trial by promising

that the care during the trial will be significantly better that the one the patient

would receive for free in Social Security facilities.

An additional advantage for the industry of recruiting poor and indigent persons

is that they do not understand –as has been mentioned—the risks that they face

during the experiment. We have seen in Chap. 11 that poor Mexicans with low

health literacy levels will sign the consent form as part of what is required to receive

treatment. They will not question what they are signing or request additional

information. They sign the forms because that is what it takes to have access to

the medication. Thus, time will be saved by avoiding long explanations about

complex issues that are difficult, if not impossible, to explain to illiterate or persons

with very limited formal education.

The need to reduce the time of the clinical trials also has an impact on the quality

of data gathered. If one of the instruments is broken or not performing adequately,

the pressures that the researchers impose on themselves to satisfy the pharmaceuti-

cal sponsors might lead them to enter fake data in the clinical histories instead of

halting the trial until the equipment is repaired. The results of the inspections of

clinical trials by the authorities are generally considered a secret, but data that

occasionally has been made public shows that one of the frequent problems is the

improper functioning of equipment, and we are not aware that in any of the five

countries these findings have discontinued the implementation of the trials.

13.3 Some Final Thoughts

As the book has shown, clinical trials move very large quantities of money. The few

local businesses, foundations, NGOs, hospitals and researches that benefit from the

funding have great interest in maintaining the status quo and are willing to comply

with the requests of pharmaceutical sponsors. To convince the governments and

the citizenry that trials are important for the country, researchers – with the help of

the sponsors— offer similar explanations in the five countries. The benefits are

expressed in the following terms: clinical trials help to develop scientific medical

research in the country and train local scientists; the poor benefit from it; the trials

are an important source of foreign direct investment; and the new medications will

be available for conditions that at present do not have an adequate treatment.
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Those who object to the use of the poor as guinea pigs for the financial benefit of

a few local physicians and the enrichment of foreign corporations offer the follow-

ing rebuttal: clinical trial researchers are not genuine researchers, they only recruit

patients and collect data according to protocols that have been designed by foreign

scientists and they send the data for analysis overseas; the new drugs will not be

available to the majority of the population of the country due to their excessive

price; the interest of the pharmaceutical industry is not the discovery of drugs

needed in the country, but those needed in high income nations where the industry

can sell the new drugs at a high monopoly price; and the poor in Latin America are

exposed to risks because citizens in high income countries are not willing to take

the risks.

These two contrasting views are identically expressed in the five countries. As

has been mentioned, the findings in these countries are representative of the trials

that have taken place in the entire region. We can even suggest that because the

behavior of the industry could be described as globalized behavior, the findings in

this volume can be considered universal. Readings from other countries, including

the USA, seem to confirm that very similar experiences are found everywhere.

We can conclude by saying that there is no doubt that the human rights of

thousands of clinical trial participants are today being violated in Latin America. It

is even more unfortunate that they happen to be the poor. It is not possible to foresee

that this situation will change while the main incentive for the pharmaceutical

industry to conduct trials in Latin America continues to be the maximization of

profit margins. Because an increase in transparency will expose the magnitude of

this problem, we cannot hope that the industry will facilitate access to information;

rather the opposite will occur – it will continue to hide information by disguising it

as commercial secrets. Civil society in middle and high income countries will have

to fight for a more ethical way of conducting clinical trials. In our opinion, the trials

will need to be implemented by institutions without monetary incentives. It may

take some time before the change occurs, but it will happen.
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