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Clinical research was transformed from an amateur activity in the eighteenth century into a university activity in the nineteenth century and, finally, into an industrial activity in the twentieth century 13. The acceleration of the market globalisation process over the last three decades of the past century has internationalised clinical research and has influenced both the way in which it is funded and the development and application of research practices.


Today, private funding clearly holds supremacy over public investments relating to clinical research. This has been responsible for the decline in state power, both for establishing priorities for research within the field of healthcare and for controlling the ethical guidelines relating to this research. In this respect, peripheral countries without consolidated systems for ethics assessments are particularly at a disadvantage, since they do not have objective conditions under which to safely analyse the methodological proposals for complex studies coming from better developed countries and funded by large multinational pharmaceutical companies.  

Over recent years, international multicentre randomised clinical trials have become the model par excellence for research on new medications. In Brazil alone, to give an example of a developing country – although since 1997 it has had a consolidated national regulatory model for ethics in biomedical research – in 2008, around 250,000 people participated as subjects in research of this type. Such trials generally involve different countries with very distinct socioeconomic and cultural realities, which of course may generate conflicts relating to the ethical acceptance of the studies.

Clinical research and globalization

The power of the market in the field of medications and clinical research is a fact of life. According to Moynihan 11, there are around 80,000 pharmaceutical industry representatives in the United States. In Germany, there are 17,000 laboratory representatives for approximately 130,000 physicians, thus giving a ratio of 7.64 physicians for every sales representative 16. This relationship is similar to what is found in Great Britain, France and the United States. These numbers, which are very significant, make it possible to glimpse some ethical questions (conflicts of interest) relating to the pharmaceutical industry, physicians and researchers, given that the industry sponsors the studies and the physicians and researchers carry them out. On the other hand, it needs to be mentioned that the number of investigations conducted by multinational laboratories with the aim of producing medications to meet the epidemiological needs of poorer countries, such as malaria, Chagas disease or schistosomiasis, among others, is proportionally small because the financial return does not make this worthwhile 2.

The globalisation process has worsened the social problems of peripheral countries and their dependence on foreign capital. The research capacity of these countries has also been influenced by this new world order. A country’s “research capacity in the biomedical field” is taken to mean the set of the following requisites: its capacity to define research priorities according to the main health problems of its population; its financial independence for investing in priority research; and its ability to assess and supervise the ethical regulations for research conducted within its own territory 14.


The internationalisation of research may, without doubt, be beneficial for poor and developing countries if sustainable programs for developing the investigative capacity of the countries hosting such research projects can be added to the profit requirements of the funding institutions. This is possible through bilateral agreements between the funding institutions and the host countries, bearing in mind two objectives: a) that the research should seek therapeutic, preventive or diagnostic methods relating to the resolution of health problems that are a priority for the populations of the participating countries; b) that accomplishing the research should enable technology transfer and development of skills of advanced investigative practices that can contribute towards achieving independence for the country regarding knowledge production. Under such conditions, the research can certainly be called cooperative. 

On the other hand, instead of being cooperative in nature, such research may come to present unbalanced characteristics under certain situations, when it is seen that: a) the aim in having participation from peripheral countries is only to avoid the more rigorous supervision that exists in the countries originating the research (central countries); b) economically disadvantaged research subjects are used with the aim of either accelerating the recruitment stages or having them undergo procedures that would not be accepted in the countries of origin; or c) the benefits generated at the end of the study are unavailable for the subjects or social groups that took part in it. 

This line of reasoning becomes indispensable to the present discussion, for two reasons: problems reported over recent years regarding clinical trials developed in peripheral countries that may have harmed the subjects involved in them 1,9,10; and the attempts, now successful through the modified Declaration of Helsinki 2008 18, to change the Declaration regarding its old items 19, 29 and 30, which relate to the use of placebos and the care required in this and to sponsors’ responsibility towards subjects once the study has been concluded. For all these reasons, it is convenient to add to the context of this analysis an appropriate interpretation of what is conventionally called “social vulnerability” within the fields of geopolitics, sociology and public health.      

The concept of social vulnerability

Despite the variety of interpretations, social vulnerability has been accepted as a phenomenon determined by the structure of people’s and communities’ daily lives. There is a consensus regarding the factors determining it: lack of resources like income, information, knowledge and technology; lack of access to the public authorities and other types of social representation; limited network of social relationships; diversity of beliefs and customs among the majority of the population; advanced age; and physical deficiencies 17.


This definition of vulnerability leads to contexts of fragility, lack of protection, debility, disadvantaged states (disadvantaged populations) and even to neglect or abandonment, encompassing various forms of social exclusion or isolation of certain population groups from the advances, discoveries or benefits that may already be underway within the dynamic process of world development 8.

By reviewing the specific literature on ethical conflicts within international biomedical research in poor and developing countries, some contextual situations that generate social vulnerability can be identified: a low capacity for research in the country; socioeconomic disparities among the population; low educational level among the population; difficulty in accessing healthcare; vulnerability relating to female gender; vulnerability relating to racial and ethnic questions; among others. In this respect, states of social vulnerability are taken to lie beyond the limit of self-determination and they correspond to significantly increased exposure to risks caused by situations of social exclusion.

The profound cultural diversity, different political traditions and various stages of economic development seen among peripheral countries around the world have a direct influence not only on these countries’ relationships with international biomedical research, but also on the creation of efficient systems for ethical assessment of investigations in these regions. The ethical conflicts stemming from the great social disparities in countries at intermediate levels of industrialisation, like Brazil and Mexico, on the other hand, present particular characteristics regarding questions of risk minimisation and benefit distribution that are very different from those of countries with a more basic level of development and more homogenous expression of poverty among the population, as seen in most African countries. It is therefore presumptuous to lump all the peripheral countries of the world at the same level for assessments and scheduling with regard to clinical research. 

Likewise, the differences in the quality of government actions, capacity for research development and democratic participation of organised society throughout the investigation point towards strategies for developing ethical assessment systems that are also very different. The use of the expression developing country, which is excessively generic, makes it difficult to go more deeply into the implied questions relating to protection for vulnerable populations in different regions of the world, given that such questions deal equally with socioeconomic, cultural and political contexts that are as different and imbalanced as those of African countries or other contexts relating to Latin America, southern Asia or even eastern Europe. 

With regard to the recent modifications to the content of the Declaration of Helsinki, time and the results and discussions that will certainly follow over the coming years will tell whether these modifications have adequately addressed this expanded – and necessary – concept of social vulnerability.

The double ethical standards in clinical research

The expression “double standards”, in relation to clinical research, arose within the international scientific context from two papers published in the late 1990s that made reference to studies that had earlier been sponsored by the National Institutes of Health (NIH) of the United States. These two papers generated heated debate around the world. Historically, there were already some known cases relating to the topic of social or circumstantial vulnerability among subjects who were taking part in clinical studies, such as the barbaric projects developed by the Nazis in the German concentration camps during the Second World War; the Tuskegee case, which occurred in Alabama, in the United States, in which black men with syphilis were kept without any treatment between the years 1930 and 1972; and a report on 22 cases of ethical abuse that had been committed in clinical studies but had nonetheless been published in internationally recognised scientific journals 3.   


An article published in 1997 detonated the more recent controversy, now involving the topic of so-called double standards in clinical research on human beings. This paper evaluated 15 clinical trials that had been set up to study the prevention of vertical transmission of HIV/AIDS from pregnant mothers to their babies, in developing countries, using control groups treated with placebo, and it denounced this use of placebo as serious ethical misconduct 10.


The question that has become part of major international events on clinical research, with vehement positions adopted for and against it, is the following: Are differentiated standards for research protocols and participants ethically justifiable? Or, translating this into more academic terms: Would differentiated methodologies be ethically acceptable under socioeconomic conditions that are also differentiated? To some authors, the adequate expression to denominate this subject is “moral imperialism”, which means the aim of imposing moral standards from specific cultures, geopolitical regions and countries, through different forms of coercion, to other cultures, regions, or countries 9.  


Less than a year after the episode recounted above, another investigation on HIV/AIDS that was developed in a poor country again created strong polemics. This project was developed in rural areas of Uganda with the aim of delineating the risk factors associated with heterosexual transmission of HIV type 1. It sought to determine whether sexually transmittable diseases increased the risk of infection by the virus 15 and also to find the relationship between viral load and heterosexual transmission of HIV-1 12. In these studies, hundreds of people with HIV were observed for up to 30 months but were not treated. Furthermore, the participants in the sample were not provided with complete and precise information 1. Because of these facts, the topic reached the pages of some of the most important large-circulation newspapers that are available internationally, like The New York Times, Washington Post and others, thereby further stoking up the discussion.


The debate resulting from the above-mentioned research took place because a project of this nature would not have gained approval in the United States (the country sponsoring the study) or in any other developed country, where these patients with HIV or other sexually transmittable diseases would have been alerted and treated. It was evident that the ethical standards were different for Uganda and that, therefore, many investigations developed in peripheral countries may be limited to making observations on subjects in order to monitor results that could have been prevented, as occurred in the case of the studies on pregnant women mentioned earlier. One significant detail in this question, which cannot be left out from this analysis, is that such studies are generally approved by ethical review committees both in the countries where they are conducted and in the country that sponsors them 9.

Brief history of recent modifications to the Declaration of Helsinki


The international debates which emerged due to the two aforementioned researches, and it’s relation to the double standard pattern used in the care that was given to clinical studies human subjects, led to several discussions in the World Medical Association (WMA) General Assemblies, which is the organism responsible for the Declaration of Helsinki (DH) and it’s periodically modifications and actualizations.

 
In the year 2000, the Meeting took place in Edinburg and the and the proposal was to approve the notion that the ethical standards for research and access to medical care should become the achievable standards in the country where the trial was held, thereby also providing justification for the use of placebo, even if a well-established effective treatment existed internationally. The burning questions therefore again related to items 19, 29 and 30 of the Declaration. To recall what these stated: item 19 said that the research would only be justified if there was an expectation that the population involved were benefited by the results; item 29 determined that the use of placebo in control groups would only be justified if there was known effective treatment for the problem in question; and item 30 was about the commitment that at the end of the study, all the participants were assured access to the proven best prophylactic, diagnostic and therapeutic methods identified by the study. At the end, the annual meeting of the WMA in Edinburgh end up unanimously approving some small modifications that did not substantially change the line of thought that had until then been followed by the DH regarding the points analysed here.

However, despite the review already mentioned conducted in the year 2000, the expression best proven prophylactic, diagnostic and therapeutic methods remained in the document. Moreover, two other expressions appeared in the old paragraph 30: at the conclusion of the study and identified by the study. Thus, the Declaration ceased to refer to which interventions should be provided to the participants during the investigation, which signified the introduction of a certain degree of flexibility into the rules that had until then been in force.


At the 2003 meeting of the WMA, again held in Finland, new proposals for amendments to the DH came back onto the agenda. In relation to the topic of “access to healthcare” in places where this access was deficient, the measure would change to allow investigators and sponsors to be exempted from the responsibility to offer the necessary treatment to the volunteers in the study, provided that this possibility were spelled out to the participants. On this occasion, a group of Latin American countries defended the opposite position: that patients participating in research had the right to the best treatment existing and not to the best treatment available in the place where the study was being conducted, as recommended in the amendment to item 30 of the Declaration. With regard to item 19, they advocated that the medical investigation would only be justifiable if there was a reasonable expectation that the populations among which the research was being developed might obtain benefits from the research results. The Assembly therefore decided to nominate a subcommittee that would have the task of bringing a proposal for settling this matter, to the 55th World Medical Assembly, which was scheduled to be held in Tokyo in October 2004. 


With this further moratorium, the subject continued to flare up around the world. In an editorial with the title One standard, not two, published immediately after the meeting in Helsinki in 2003, the journal The Lancet stated that the WMA had missed the chance to make concrete progress for patients who underwent experiments in poor countries. According to this journal, the position adopted would only reinforce the idea that there were two ethical standards for research: one for the rich countries and another for the poor countries 6. Two months later, the Canadian Medical Association Journal was also outspoken, stating that the Declaration was being “dismantled” and criticising the United States Department of Health and Human Services and the British Medical Association for the strong pressure they had exerted. This journal also criticised its own entity for remaining silent in relation to the proposal that the matter should not be taken as concluded in view of the creation of the above-mentioned subcommittee 7.
 
At the Assembly of Tokyo, the debate persisted, but once again, the attempt to bring in changes was defeated. Only a “clarifying” note was added to paragraph 30, without greater repercussions. Because of this result, the United States officially withdrew its recognition from the Declaration of Helsinki, and formalised the position that, from that date onwards, American researchers and research funded by companies in that country would need to follow rules laid down by the United States itself.


The panorama of positions for and against the changes in the DH continued between 2005 and 2008, with the arguments favouring changes gaining increasing public visibility through the significant number of articles published in international scientific journals over these last few years.   


The 59th. World Medical Assembly, Seoul, 2008

Finally, in October 2008, at the 59th Annual Assembly of the WMA in Seoul, Chorea, and after several prior preparatory meetings, the changes debated here were ratified 18. In addition to substantive changes in the items in dispute, the intention of changing the structure of the document, as already advocated by some directors of the WMA since Edinburgh 2000, was implemented. Thus, the well-known paragraphs 19, 29 and 30 changed their numbering within the context of the document, thus losing a little of their “visibility”. The significant identifiable changes were the following:

- At the end of the new paragraph 14, in the part of the Declaration that deals with the “Principles for all medical research”, the following phrase was included: “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”.


- In the chapter dealing with “Additional principles for medical research combined with medical care”, in the second part of the new paragraph 32, the use of placebo came to have the following interpretation: “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”. This is very different from the previous wording.


- Paragraph 33, with changes emphasised in italics to make it easier for readers to understand them, became the following: “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.”


- Finally, the last paragraph of the DH, 2008 version, was amended as follows, again with the changes highlighted in italics: “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 intervention 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.”


This entire long and detailed history is indispensable for better understanding of the events and of what was finally decided by the World Medical Association at its Assembly in 2008. Over the coming years, it is very likely that this subject will not remain unnoticed and at rest, without criticism. On the contrary. Since this is a decision by an Assembly of a professional association (of physicians), regardless of how important it is, it does not have the weight of law or even of the non-binding official international norms constructed between countries through international organisations. Because of the historical strength that the Declaration of Helsinki has achieved, it has ended up becoming a worldwide technical document that is taken as a moral reference and often placed above countries’ own legislation, based on its unanimous worldwide acceptance. What is feared with the decision in Seoul in 2008 is that, because of all the historical divergences recounted, it may become contested and thus lose the moral authority achieved over all these 40 years in which it has been the reference point in clinical research, for researchers, universities, laboratories, companies, scientific journals and even countries, all around the world. 


Brazil, for example, through a Resolution from its National Health Board (Conselho Nacional de Saúde) with homologation from the Ministry of Health, immediately contested the position adopted by the WMA against the use of placebo in research involving human beings, in cases in which there is a proven preventive, diagnostic or therapeutic method for the problem in question. According to the position advocated officially by the Brazilian government, "the benefits, risks, difficulties and effectiveness of a new method should be tested by comparing them with the best present methods" 4. It is very likely that countries such as South Africa, Portugal and Uruguay, which also voted against the new text, will also soon express their views on this matter, as will other nations in the southern hemisphere that are known to have similar positions.
The subject has been discussed in a recent scientific congress promoted by the Latin-American and Caribbean Bioethics Network of UNESCO (Redbioética), where have participated 300 researches from 12 Latin-American countries, in the city of Cordoba, Argentina. In the event's final plenary it has been approved, by general agreement, the Declaration of Cordoba about Ethics in Researches with Human Beings, which proposed to the countries, governments and organisms that dedicate their work to bioethics issues, to refuse the 6th version of the Declaration of Helsinki, which has been approved by the WMA in Seoul, South Korea. It recommends as an ethical and normative frame of reference for this issue the principles of the Universal Declaration on Bioethics and Human Rights, proclaimed by acclamation in October 2005 in the UNESCO General Conference 5.

The Declaration of Cordoba still alerts that: the new version of the DH can seriously affect the safety, the well-being and the rights of persons who participate as volunteers in medical studies protocols; the acceptation of different patterns of medical care - which may happen due to methodological, scientific or other reasons - as well as the new possibilities for using placebo, are considered ethically inacceptable practices and are contrary to the idea of human's dignity and human and social rights; and, additionally, the lack of hard post-study obligations in relation to the persons who volunteered participate of the studies and to the host communities, offends people's integrity, amplifies the social inequity and injures it's own notion of justice 5.

Final considerations regarding peripheral countries’ own regulation and social control systems

International research should continue to be carried out. It is also indispensable that the documents and mechanisms created internationally to control and develop such research should be produced and implemented. However, for the process to be as transparent and fair as possible, and to dismiss any doubt regarding undesirable external interference or influences that disregard the social vulnerabilities that exist, the most appropriate way forward is for poor and developing countries to create their own autonomous regulatory systems, with transparent social control mechanisms that are operated democratically at all levels. 

International standards and guidelines are indispensable for providing the direction to be followed in developing clinical research in each place around the world. However, the peculiarities of each country’s regulatory systems should definitively be constructed in accordance with each country’s particular characteristics and needs. Autonomy is related to the independence to decide and is also related to the technical and intellectual capacity that peripheral nations must cooperatively put in place, in order to achieve this level of autonomy and development, with support from the more advanced nations and from international organisations, for constructing ethical control rules and systems for their biomedical investigations.
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