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Abstract
Brazil has a welcoming setting for clinical trials, with national regulations and a well-developed and institutio-
nalized monitoring system. Resolution 466/2012 of the Conselho Nacional de Saúde (Brazilian National Health 
Council) adopted the principle of justice as a fundamental requirement for ethics in research. The aim of the 
present study was to investigate the bioethical meanings attributed to this principle in clinical trials with drugs 
in the country. The study was conducted through a thorough literature review, which was performed in two 
phases: understanding trial regulations and systematically researching the issue. Discussions regarding the 
principle of justice vary greatly when addressing the different stages of trials. The authors’ perceptions were 
organized into three categories, which are interchangeable to a certain degree. Empirical studies and discus-
sions must be conducted in relation to the application of this principle during the ethical analysis of clinical 
trials, while also addressing the adequacy and effectiveness of this principle in reducing social injustices in the 
health sector.
Keywords: Biomedical research; pharmaceutical preparations; social justice; ethics; research.

Resumo
Perspectivas bioéticas sobre justiça nos ensaios clínicos
O Brasil é campo próspero para ensaios clínicos, possui regulamentação nacional e sistema de monitora-
mento bem desenvolvido e institucionalizado. A Resolução do Conselho Nacional de Saúde CNS 466/2012 
incorpora o princípio da justiça como fundamental para garantir a eticidade das pesquisas. Este estudo teve 
como objetivo investigar os sentidos bioéticos atribuídos a esse princípio na condução dos ensaios clínicos 
com medicamentos no país. Trata-se de revisão narrativa da literatura, realizada em duas etapas: compreen-
são das regulamentações em pesquisa e busca sistemática sobre o tema. Há fragmentação da discussão sobre 
o princípio da justiça, abordando-se diferentes etapas dos ensaios. As percepções dos autores foram organiza-
das em três categorias que possuem certo grau de intercambialidade. Estudos empíricos e discussões sobre a 
aplicação desse princípio na análise ética dos ensaios clínicos e sobre sua adequação e efetividade com vistas 
à redução das injustiças em saúde devem ser realizados.
Palavras-chave: Pesquisa biomédica. Preparações farmacêuticas. Justiça social. Ética em pesquisa.

Resumen
Perspectivas bioéticas sobre la justicia en los ensayos clínicos
Brasil es un campo próspero para ensayos clínicos, posee una reglamentación nacional y un sistema de segui-
miento bien desarrollado e institucionalizado. La Resolución del Conselho Nacional de Saúde (CNS) (Consejo 
Nacional de Salud) 466/2012 incorpora el principio de la justicia como fundamental para garantizar la eticidad 
de las investigaciones. Este estudio tuvo como objetivo investigar los sentidos bioéticos atribuidos a este 
principio en la realización de ensayos clínicos con medicamentos en el país. Se trata de una revisión narrativa 
de la literatura, realizada en dos etapas: alcance o ámbito de las regulaciones en investigación y búsqueda 
sistemática sobre el tema. Hay una fragmentación en la discusión del principio de justicia en las diferentes eta-
pas de los ensayos. Las percepciones de los autores fueron organizadas en tres categorías que, no obstante, 
tienen cierto grado de intercambiabilidad. Se debe profundizar en estudios empíricos y discusiones sobre la 
aplicación de este principio en el análisis ético de los ensayos clínicos y sobre la adecuación y efectividad con 
el fin de reducir las injusticias en la salud.
Palabras clave: Investigación biomédica. Preparaciones farmacéuticas. Justicia social. Ética en Investigación.
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Clinical trials require the participation of 
humans and involve clinical interventions with 
experimental drugs, health products and/or thera-
peutic procedures. These trials represent 80% of all 
studies registered on an international platform of 
public records (ClinicalTrials) in 2015. As of March 
of 2015, Brazil was the south American country with 
most studies registered on this platform (4323), fol-
lowed by Argentina (1889) and Chile (1027) 1. 

The performance of clinical trials can be bene-
ficial for the economy of the participating countries, 
generating employment and stimulating local sci-
entific and technological development through the 
scientific data identified and studied in cooperation 
with research centers. They can also benefit the 
public health sector in the country, given the po-
tential direct benefits for the participants and the 
possibility of access to new products for the gen-
eral population. However, all of these possibilities 
depend on the involvement of health authorities 
and effective ethical, social and political monitoring, 
which should clarify the objectives and activities of 
research groups and the real perspective of these 
studies, without neglecting measures to eliminate 
or reduce the risks to the participants. 

In the context of clinical trials, the search for 
new forms of therapy has received strong social 
support. In the case of oncology, for example, due 
to the high morbidity and mortality rates associated 
with cancer, the appearance of new antineoplastic 
agents always generates great interest, expectations 
and pressure from patients, their family members, 
doctors and even the pharmaceutical industry itself, 
to incorporate the drug into the Sistema Único de 
Saúde (Unified Health System) (SUS) 2. The mobiliza-
tion that surrounds research involving antiretroviral 
drugs is an example of the activity of individuals with 
HIV, NGOs, pharmacies, doctors and international 
organizations, among others, who seek to improve 
both clinical research and access to drugs in the 
health assistance network 3.

Brazil has become a prosperous region for the 
performance of clinical trials 4-6. However, a number 
of studies 7,8 have suggested that these do not always 
correspond to the needs/priorities of the health of 
the Brazilian public, as a result of constant conflicts 
of interest. These conflicts involve researchers and 
the pharmaceutical industry and are linked to finan-
cial incentives to conduct clinical trials, as well as 
the competition between the participating centers 
while recruiting participants 9, and the marketing 
strategies of scientific products 10. The satisfactory 
management of conflicts of interests, whether real/

potential or financial/personal, is essential in order 
to ensure the objectivity of studies 11 and the integ-
rity of their results. 

The conflicts between the real needs of the 
health sector and financial and commercial inter-
ests can be exacerbated during trials, given the 
possibility of obtaining collective benefits 12. The 
public health sector needs to expand the avail-
ability of safe and effective drugs and therapeutic 
procedures. To do so, it is important to expand 
the collection of resources, the performance of 
research and the professional training of research-
ers in Brazil 13. The performance of clinical trials 
(studies of efficacy, safety, effectiveness and cost-ef-
fectiveness) that generate consistent and important 
scientific data is essential in order to incorporate 
the technology in question into the SUS system and 
to improve the access of the general population to 
this technology. Thus, there is a need for complex 
ethical analysis of the studies in question, address-
ing the principle of justice (among other aspects) in 
a consistent manner.

Brazil has a well-developed and institutional-
ized regulatory and control/monitoring system for 
research involving humans, which aims to protect 
the rights and duties of researchers, participants 
and society. The most relevant regulation is Resolu-
tion 466/2012 of the National Health Council, which 
contains directives and rules for research involving 
humans and guidelines for the ethical analysis of 
clinical research and practices, as proposed by Tom 
Beauchamp and James Childress 14 in 1979 in their 
study titled “Principles of biomedical ethics”. The 
authors indicated that research should assess four 
ethical principles: 1) respect for autonomy; 2) an ab-
sence of maleficence; 3) beneficence and; 4) justice. 
Brazilian regulations do not exclude the use of other 
moral principles, although, it does state that the four 
moral principles are the prima facie responsibilities 
linked to the ethics of research projects. 

Brazilian regulations incorporate different eth-
ical requisites that derived from the principles listed 
above, including: respect for the participant, their 
dignity and autonomy (autonomy); weighing risks 
and benefits (…) and committing to maximum ben-
efits with minimum risks (beneficence); ensuring 
that predictable harm is avoided (non-maleficence); 
and the social relevance of the research, which en-
sures equal consideration for the interests involved, 
without compromising the meaning of its socio-hu-
manitarian purpose (justice) 15.

Concerning the principle of justice (the aim 
of the present study), Resolution 466/2012 of the 
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National Health Council established this principle as 
the equal distribution of social burdens and benefits 
among individuals, and between these individuals 
and the collective. The greatest challenge lies in the 
translation of the principle of justice, the distributive 
meaning of which requires the establishment of a 
consensus on what should be considered essential 
in order to satisfy individual and collective wellbeing, 
as well as the parameters involved in the legitima-
cy of these distributive criteria and the resolution of 
ethical conflicts during research. 

Therefore, the aim of the present study was to 
analyze the application of the principle of justice in 
clinical trials involving drugs in Brazil, while also ad-
dressing research ethics.

Methodology

This narrative literature review was conducted 
in two stages, focusing on the principle of justice in 
clinical research. Initially, the legislation that gov-
erns clinical research in Brazil was analyzed. All of 
the relevant rules were read and their foundations 
were organized to highlight relevant questions re-
lated to the principle of justice. Subsequently, three 
electronic databases (the Biblioteca Virtual de Saúde 
(the Virtual Health Library) (BVS), PubMed and Sco-
pus) were consulted using the terms “justice” and 
“research ethics”. The period used in the search be-
gan with the publication of Resolution 466/2012, 15 
on June 13 2013, and extended until October of the 
same year. 

The filter “human” and the search keys “jus-
tice” or “social justice” were used, together with the 
keywords research ethics, clinical trials and drugs. 
The search was limited to articles written in English, 
Portuguese and Spanish. Articles that were duplicat-
ed in the databases were excluded, as were those 
that were inaccessible or considered inadequate for 
the aim of this review. 

The analysis of ethical regulations, which es-
tablished the normative context of the discussion of 
justice, was followed by a thematic analysis of the 
results in the literature, in accordance with the cat-
egories that emerged while reading the texts. The 
articles were read and the aggregation of links rep-
resenting significant themes were identified. 

This review also considered studies that 
were not found in the systematic review, but were 
pertinent to the theme of research ethics and its 
regulation, which were identified throughout the re-
search. These studies were included to gain a better 

understanding of the issue and to the develop the 
bioethical discussion of the principle of justice. 

Results and discussion

In total, 48 studies were identified, of which 
29 were found in PubMed, 11 were from the BVS 
and 8 were in Scopus. After reading these texts and 
applying the exclusion criteria, 22 articles were se-
lected. Chart 1 displays a detailed description of the 
flow of eligibility. 

Chart 1. Flow of eligibility for the articles in the 
systematic search related to justice and research 
ethics
Abstracts found in the databases 48
Abstracts remaining after removing duplicates 37
Abstracts considered inadequate for the aim of 
this review

  3

Inaccessible complete articles   5
Abstracts considered adequate for the aim of this 
review and selected for a full reading of the article

29

Full articles excluded after reading   7
Articles that were valid for further analysis 22

The reading of the articles selected from the 
systematic search sought to identify the application 
and understanding of the authors concerning the 
principle of justice in the context of clinical research 
with drugs. 

The principle of justice and research ethics
The principle of justice was adopted in re-

search ethics regulations as a fundamental guide 
to decision making and seeks to recognize (from a 
general perspective) the right [of each person] to 
a dignified minimum of health care [and considers 
that] the justice of social healthcare institutions 
[aims to] counterbalance the lack of opportunities 
caused by natural and social lotteries, over which 
individuals have no substantial control, and make a 
commitment to fair and effective procedures in the 
allocation of health resources 16.

The studies identified indicated that moral is-
sues and conflicts related to research ethics should 
be treated from the perspective of distributive, rath-
er than commutative 17, justice and support the idea 
of “justice as equity” 18. These ideas are regularly 
found in public health studies in Brazil, as report-
ed by Escorel 19. The concept of equity has been 
correlated with the coverage of services and the al-
location and use of resources, in terms of access and 
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health conditions. This idea has been used as a guide 
for health policies attempting to reduce inequality, 
particularly in situations of conflict, thereby operat-
ing as an instrument of justice.

In the studies analyzed in this review, the 
principle of justice in clinical trials mainly refers to 
distributive justice, and indicates the demands for 
the equitable distribution of the burdens and ben-
efits of participating in research for the subjects 
involved and the community in quesiton20. Howev-
er, there are a number of theories related to justice 
that consider it from utilitarian, liberal, communi-
tarian and egalitarian points of view, with no unified 
theory that combines these different concepts 16. 
As previously mentioned, the challenge is to identi-
fy the relevant and decisive moral aspects for each 
situation, which should represent the equitable dis-
tribution criteria to be adopted, without damaging 
the egalitarian perspective. 

The principle of justice can be applied to differ-
ent stages of a clinical trial. During the selection of 
the research participants, levels of justice can be ex-
pressed (social and individual) through the absence 
of unfair distinctions of any kind (color, gender, etc.) 
and the clear establishment of inclusion criteria that 
ensure that any eligible member of the community 
can participate. 

Direct benefits of the investigation should 
also be equally offered to all participants of the tri-
al, and subsequently to the group they represent. 
However, even when these selection criteria are re-
spected, injustices can occur because certain unfair 
social standards (prejudices) are institutionalized in 
our society and can affect the general distribution 
of the burdens and benefits of the research for the 
participants 21. Thus, additional mitigation measures 
should be employed by researchers, institutions, the 
state and society, in order to achieve maximum ef-
fective equality in this distribution. 

Another aspect of justice in research ethics in-
volves the consideration of the health conditions or 
needs of the population during assessments, partic-
ularly in relation to the vulnerable population to be 
recruited, since the risks to which they will be sub-
mitted are more justifiable when the interventions 
or procedures that are performed have direct ben-
efits for their health 20. Under Brazilian legislation, 
vulnerability is defined as the condition of people 
or groups who, for any reason, have reduced or im-
paired self-determination abilities, or who are in any 
way impeded from resisting, particularly in relation 
to free and informed consent 15.

It is important to stress that the distribution 
of goods and services based on needs is considered 
just, as sustained in the principle of necessity 16. 
Health can be considered a fundamental need 
and its non-fulfilment can lead to harm. The prin-
ciple of justice, as an ethical reference, is evident 
in the items of National Health Council resolution 
466/2012 (cited below), which formulates demands 
for research, regardless of the area of expertise.  

• If the participants must be randomly distribut-
ed into experimental and control groups, a prio-
ri, it is impossible to establish the advantages of 
one procedure over the other using a literature 
review, observational methods or methods that 
do not involve humans (III.2, paragraph f);

• Whenever possible, ensure that communi-
ty-based research transmits benefits, the ef-
fects of which will continue to be felt after the 
conclusion of the experiment (III.2, paragraph l);

• Communicate with competent authorities, 
as well as the organs responsible for social 
control, the results and/or findings of the re-
search, provided that they can contribute to 
an improvement in the living conditions of the 
collective (III.2, paragraph m);

• Ensure that the participants of the research will 
receive the benefits resulting from the project, 
whether in terms of social return, access to 
procedures, products or research agents (III.2, 
paragraph n);

• Use research conducted abroad or with foreign 
cooperation to demonstrate the advantages of 
participating in this type of research for partic-
ipants and for Brazil (III.2, paragraph p);

• Studies that are sponsored abroad should also 
fulfil the knowledge and technology transfer-
ence requirements of the Brazilian team when 
applicable. In the case of new drug develop-
ment, if their safety and effectiveness has been 
proven, they must be registered in Brazil (III.2, 
paragraph p);

• Ensure that all participants have free and un-
determined access to the best prophylactic, di-
agnostic and therapeutic methods at the end 
of the study 15 (III.3, paragraph d).

The ethical review and monitoring processes 
for studies involving humans (ethics committees) 
should be treated as a question of social justice, in 
which the interest of all parties involved must be 
recognized and taken into consideration 22.
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Although the concepts of autonomy, benefi-
cence and justice have been consecrated in the field 
of clinical trials through Brazilian resolutions and 
international research ethics manuals, integrating 
these ethical pillars into practice is a continuous 
task 23, particularly when considering the principle 
of justice, which depends on individual and social 
contextual analysis for its adequate application (due 
to its range and abstraction). 

The practical implications and formulations of 
this principle were one of the aims of this study. The 
analysis of scientific articles identified three themat-
ic categories, which structured bioethical reflections 
on this principle in clinical research: 1) social rele-
vance; 2) equal distribution of burdens and benefits 
for participation in research; and 3) equity in access 
to health services. Figure 1 displays the categories 
and their elements or sub-categories.

Systematic search for 
 justice and clinical  

research

Geographic distribution of 
clinical trials

Selection criteria of 
clinical trials

Social 
relevance

Access to the results 
of the study

Access to information 
about the drug

Participation of countries 
in clinical trials

Development 
methodology of 

clinical trials

Access to prophylatic, 
diagnostic and 

post-therapeutic 
methods

Studies addressing the 
needs of the local 

population

Adequate use 
of placebos

Equity of acess 
to health

Equal distribution of 
burdens and benefits

Figure 1. Organogram containing the analytical categories for justice and ethics in research and their implications
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Social relevance
According to Kurihara 24, the social relevance 

of a study involves access to the results, information 
about the drug in question, the type of participation 
in clinical trials in a country, and the scientific meth-
odology of the study design. Concerning access to 
data, publishing results can help improve the living 
conditions of the population and advise them of the 
best treatment and/or prophylactic conditions. Thus, 
the publishing process is also an important element 
of social relevance. Currently, the non-publication 
of results after a study is in violation of resolution 
466/2012 of the National Health Council 15.

Publishing the results of studies is a relatively 
recent global phenomenon. ClinicalTrials is one of 
the main recording platforms for clinical trials in the 
world. Its database of results was released in Sep-
tember 2008, allowing investigators and/or sponsors 
to send in their results. The results database was 
developed to fulfil the requirements of the Food 
and Drug Administration Amendments Act (FDAAA) 
of 2007 25. The practice of publishing results on this 
platform has grown gradually over the years, and 
represents a significant gain for society in terms of 
public access to study data.

Another important aspect of access to data 
involves registering drugs with regulatory agencies, 
which is a fundamental stage in the assessment of 
a drug. These authorities act as mediators between 
the interests of the drug manufacturers and the 
needs of the public health sector, primarily seeking 
to fulfil the duty of health protection 12. Thus, the 
public transparency of this data is essential for the 
legitimacy of the registering process in the country, 
as well as access for users and the scientific com-
munity to data concerning the drugs being studied. 

As previously mentioned, the participation of 
a country in international clinical trials can provide 
several benefits. However, it is important to assess 
the potential benefits of these studies in terms of 
the local context. A number of the aspects discussed 
below are considered pertinent during this analysis. 

Data from the Agência Nacional de Vigilância 
Sanitária (National Agency of Sanitary Vigilance) 
(Anvisa) for the year 2011 showed that only 4% of 
the studies conducted in Brazil were classified as 
phase I (highly complex), whereas 63% were classi-
fied as phase III, followed by 22% for phase II and 
11% for phase IV 26. A study of Brazilian participation 

in clinical trials related to oncology in Brazil found 
that 88.8% of all studies conducted between 2003 
and 2012 were classified as phase III 27. These results 
suggest that the studies conducted in Brazil involve 
low levels of technological complexity, which min-
imizes the possibility of technical improvements 
among Brazilian teams and/or the transference of 
technology. 

The support of foreign pharmaceutical indus-
tries is important for scientific development and 
research. However, a monopoly in this area could 
compromise the credibility of the research, if strong 
(and difficult-to-manage) conflicts of interest exist. 
Therefore, equal consideration and equity mea-
sures are required to achieve the equality levels 
expected by study participants in relation to the 
distribution of the burdens and benefits of the re-
search. In an attempt to protect the participants of 
research projects, as well as the researchers them-
selves, Resolution 466/2012 of the National Health 
Council contains information about the transfer of 
knowledge and technology in cases involving foreign 
sponsorship 15.

Another important aspect when assessing the 
social relevance of a study is the quality of its de-
sign (method). Well-planned scientific studies can 
provide direct benefits for the participants and the 
scientific community. The design of clinical trials (di-
agnostic, therapeutic or preventive) raises ethical 
and scientific questions related to sponsors, investi-
gators and ethics committees 20.

The randomization of study participants is a 
significant methodological tool when analyzing jus-
tice, since the random attribution of participants 
to treatment groups promotes equality in the dis-
tribution of interventions: predictable benefits and 
risks are offered equally to all who participate in a 
study 15. From a scientific viewpoint, this removes 
the potential for bias (the attribution of patients to 
one intervention or another). The introduction of 
unpredictability 28 eliminates selection biases linked 
to the vulnerability of certain participants. 

Randomization is also important for the safe-
ty of the participants. Non-randomized studies, and 
those with inadequate allocations, generally overes-
timate or hide the effects of treatment protocols,28 
which has a negative effect on both the partici-
pants and the scientific data obtained. According 
to Kurihara 24, a number of new drug development 
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strategies, such as studies with microdoses (mi-
crodose clinical trials), can benefit society, provide 
social relevance and contribute to the field of med-
icine. However, they generate ethical discussions 
due to the fact they do not provide a therapeutic 
effect and involve certain risks and burdens, without 
any direct benefits for the participants. Blinding is 
another methodological strategy that seeks to en-
sure that assessments and medical/clinical decisions 
are not influenced by the knowledge of the treat-
ment protocol designated to the patient 29.

Assessments of the adequacy of these study 
design aspects, among others, are important in 
order to achieve the proposed objectives, while 
generating data/awareness and expanding the so-
cial relevance of the study.  

Equal access to health services
Several studies 30-42 have discussed the issue of 

equality in relation to the opportunity to use health 
services. In a session of the executive committee 
for health access, the Organização Pan-Americana 
da Saúde (the Pan-American Health Organization) 
(Opas) defined equity in health as the absence of 
unwarranted differences in health conditions, ac-
cess to services, financial contributions, access to 
health centers and service received while attending 
health service agents 43. In the context of clinical re-
search, one of the implications of equal access to 
health services is the distribution of opportunities to 
participate in clinical trials, which can be measured 
through geographic distribution and the eligibility 
criteria for participation in the study. 

The extensive dissemination of studies around 
the world is advantageous, since different ethnici-
ties, as well as social, cultural and environmental 
conditions, are exposed to the interventions studied, 
thereby increasing the chances of the reproducibil-
ity of the intervention when extrapolated to the 
general population. Thus, it would be beneficial if 
developed countries, who propose most of these 
research projects, participated in as many studies as 
host countries (usually developing countries). This 
could help to avoid double standards and the unfair 
treatment of local populations.

The homogenous dispersion of studies around 
the world is something that many authors and re-
searchers have fought for over time. Many authors 
have debated the performance of clinical trials 

in developing countries, particularly if the study 
deals with HIV. Thomas 40 addressed these ethical 
challenges and stated that most research ethics 
manuals are based on minimum ethical standards 
(respect for the individual - autonomy, beneficence 
and distributive justice), rather than the maximalist 
perspectives of bioethics. The continuous access of 
participants to advanced treatment protocols and 
technology, as well as issues of equality and human 
rights, should be essential components when devel-
oping clinical trials. 

McMillan and Conlon 36 corroborated this idea 
by reporting that there is no scarcity of general re-
search ethics manuals in literature, although manuals 
that address the complexities involved in performing 
research in developing countries are scarce. 

Brunet-Jailly 33, Mayss 44, Zulueta 42, Booth 31 
and Botbol-Baum 32 discussed bioethical problems in 
international studies of HIV in developing countries. 
Botbol-Baum 32 criticized the 1999 review of the Hel-
sinki Declaration, which defended research in these 
countries, for stimulating studies that are aimed at 
profits and the private interests of companies rath-
er than healthcare, in which the burden of certain 
people leads to benefits for others. This encourag-
es discrimination against economically vulnerable 
patients from developing countries and disrespects 
the concept of equal access. According to the au-
thor, the dilemma is not related to the participation 
or not of these people in scientific studies, but in 
recognizing the ethical responsibilities of society and 
not allowing these people to be excluded for purely 
economic reasons. According to Brunet-Jailly, 33 who 
defended the equal access to health services for all 
of the community, not offering the best therapeutic 
option to the participants of a study is in violation of 
the requirements of the principle of justice. 

Another factor that leads to flaws in health ac-
cess is studies that involve clinical indications that 
are restricted to populations with specific mutations 
or particular genetic expressions. In the advanced 
stages of drug testing, there is a common expecta-
tion that the participants will respond well to the 
intervention, based on prior information of their 
genetic profile. This means that the participants 
were screened genetically prior to their inclusion in 
the study 41. This strategy is used by pharmaceutical 
industries to reduce the amount of failures in their 
drug testing and consequently, to produce cheaper 
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and more effective clinical trials. Van Delden and 
collaborators discussed the increase in problems 
related to the fair and equal distribution of drugs/
treatment through the provision of drugs for genetic 
sub-groups on the market. 

Smart, Martin and Parker 39 discussed the use 
of pharmacogenetic drugs, which can lead to individ-
ual genetic stratification and consequently, provide 
flexibility in medical decision-making concerning the 
treatment protocol to be offered (greater poten-
tial to reduce toxic effects and improve efficiency). 
However, misuse of this method can lead to injus-
tice. It is undeniable that more information about 
the human genome increases the expectations for a 
better understanding and classification of illnesses, 
thereby enabling a more specific selection of drugs 
for certain illnesses. However, a number of au-
thors 35,39,41 have expressed concern about the use of 
pharmacogenomics/pharmacogenetics, stating that 
stratification can lead to discrimination in the access 
to the potential benefits of the intervention. 

Oquendo et al 37 highlighted problems of in-
justice in the application of the selection criteria of 
several studies of suicidal behavior, including the se-
lection of participants and the exclusion of high-risk 
individuals, such as those with a history of suicide 
attempts, comorbidities and severe illnesses. These 
criteria damage the equity and the results of a study, 
which consequently, cannot be generalized for the 
general population. 

Unfair participant selection for research has 
also been addressed by Bayer and Fish, 30 specif-
ically in relation to age discrimination in clinical 
studies. The authors demonstrated the unequal 
representation of the elderly population in clinical 
trials and stated that, despite the vulnerability of 
this population and the complexity of certain stud-
ies, the inclusion of these individuals should be 
encouraged in studies in which the existing clinical 
condition is relevant. 

Sklar 38 introduced an ethical debate about jus-
tice in relation to clinical studies of pain. The authors 
investigated differentiated treatment protocols that 
vary in accordance with ethnic characteristics, age 
groups or gender. A line of argument holds that the 
culture of the individual affects the gradation and 
expression of pain. However, according to the au-
thors, the aims and designs of studies should not 
create limits for the classification of pain based on 

individual characteristics.  

Given the diversity of themes that address 
the limitations of the eligibility of participants in re-
search, reflections on equity as an aspect of social 
justice should be initiated upon the confirmation of 
the exclusion or under-representation of a popula-
tion group in clinical trials, since these individuals 
will not benefit directly from the research 39.

Equal distribution of burdens and benefits for 
participating in a study

The equal distribution of burdens and benefits 
has been previously addressed by Ballantyne, 45 Be-
ran 46, Clark 47, Haire 48, Hawkins 49, Mayss 44, Resnik 50 
and Varmus & Satcher 51, who defined it as follows: 
access to prophylactic methods and available diag-
noses; analysis of the indispensability of research 
in relation to the needs of the population, including 
the impact of a determined disease on the popula-
tion to be studied; and the use of a placebo. 

When the results of a study recommend an 
intervention, the subsequent access of the study 
participants to the therapy in question is consid-
ered just, since it represents one of the benefits 
they can receive. Resolution 466/2012 15 defines the 
benefits of the research as direct or indirect advan-
tages, which can be immediate or delayed, earned 
by the participant and / or their community as a re-
sult of participating in the research (II.4). Varmus & 
Satcher 51 argue that the performance of investiga-
tional therapeutic protocols that inevitably involve 
individuals who are unlikely to receive any direct 
benefits from the research represents a violation of 
the principle of justice.

Resolution 466/2012 includes the requirement 
to attempt to ensure that the risks to which individ-
uals will be exposed will be counterbalanced by a 
guarantee of benefits. Thus, for experimental stud-
ies involving humans in the area of biomedicine, the 
sponsor must ensure that all participants will gain 
access, for an indeterminate time period, to the best 
prophylactic, diagnostic and therapeutic methods at 
the end of the study (III.3, paragraph d). 15

The regulatory process of registering drugs 
and/or health products, after the required scientific 
testing (effectiveness and safety) has been complet-
ed, is a critical stage in the context of justice. The 
slowness or speed of this process (delayed access/
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inadequate assessments/insufficient therapy) can 
have negative consequences for the population. In 
Brazil, the process and the deadline for registering 
drugs after testing is generally considered to be 
slow, which could potentially prevent the country 
from participating in international clinical research.

As a result of these issues, in 2013, Anvisa ad-
opted a set of measures to modernize and improve 
the analysis of new product registrations, using an 
electronic drug registering system. The main aim of 
this system is to reduce the final deadline of reg-
istering a new drug/product to a maximum of six 
months for products that are considered import-
ant to the SUS or those that provide technological 
innovations 52.

Furthermore, in order to improve the technical 
assessment process of clinical trials with drugs by 
the competent organ, Anvisa (RDC 9 53) stated that 
they would assess the Dossiê de Desenvolvimento 
Clínico de Medicamento (Dossier of Clinical Drug 
Development) (DDCM) within ninety days of receipt. 
However, if no response is provided within this time 
period, clinical development can begin, provided 
it respects the applicable ethical guidelines. This 
regulation is not valid for clinical development sub-
missions that involve the national production of 
biological products or studies classified as phase I or 
II. In these cases, Anvisa will have 180 days to com-
plete the assessment.

However, a speedy process could mask the 
accuracy of the technological assessment. For a 
number of authors, 54-56 a very fast process can lead 
to a loosening of the safety analysis parameters, 
thereby compromising the results and offering the 
public products with a doubtful risk/benefit pro-
file. This extremely important aspect of the safety 
of technological assessments has been discussed 
in international literature, due to recent changes in 
clinical research regulations. 

The conditions of use of placebos in clinical tri-
als is another significant aspect in the assessment of 
the balance between the risks and benefits of partici-
pating in the research. Usually, the participants in the 
control group are subjected to an intervention for 
which the effectiveness has already been proven, un-
like the experimental intervention. However, in some 
circumstances, the use of an alternative compari-
son, such as a placebo, can be ethically acceptable. 
Ballantyne 45 concluded that, despite the provision 

of mutual benefits (for researchers and subjects), a 
study can be considered abusive if the distribution of 
burdens and benefits is unfair, which is often the case 
in studies that use a placebo erroneously. 

Hawkins 49 discussed the moral problems of 
clinical studies with a placebo, indicating the un-
just treatment of participants that used a placebo 
when the therapy for the condition being studied 
has already been approved. The author discussed 
the viability of the execution of these studies and 
emphatically stressed the moral responsibility of re-
searchers for these subjects. Haire 48 corroborated 
the discussion of the moral obligation of researchers 
to provide adequate treatment for the study partic-
ipants, in an attempt to avoid exploitation and fulfil 
the principle of justice.  

Clark 47 carried out ethical analysis, in light of 
the principle of justice, for studies that addressed 
the treatment of Parkinson’s disease. In general, 
participants in a placebo group should temporarily 
abstain from other forms of therapy. Despite the 
fact that the subjects are submitted to constant 
clinical assessments and examinations, the effects 
of the placebo are difficult to measure and can be 
susceptible to assessment bias, which represents 
a methodological challenge. The author suggested 
that two questions were intertwined with the prin-
ciple of justice. He stated that each person must 
be treated fairly and equally, receiving what they 
require in accordance with 1) the vulnerability of 
participants with advanced Parkinson’s disease, 
and; 2) the equal distribution of resources. Accord-
ing to the author, the potential risks of this type of 
research are too high for vulnerable individuals, and 
better investment could be made to adopt more 
consecrated methodological strategies. 

Final Considerations

The present study analyzed the bioethical 
meanings attributed to the principle of justice 
during the performance of clinical trials with drugs 
in Brazil. The limitations of this research include the 
nature of the search, which was limited to drug tri-
als (due to the greater expected prevalence of this 
type of clinical trial), as well as the fact that only ar-
ticles written in Portuguese, Spanish or English were 
selected, since they would better reflect the scope 
of the data in a Brazilian context. Furthermore, the 
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fluidity of the categories was probably the most sig-
nificant issue with this research. Although different 
thematic categories were used, it was not possible 
to ensure that the content of the articles was com-
pletely limited to those categories. Nevertheless, 
these limitations did not compromise the analysis.

Based on the full reading of the articles select-
ed in the bibliographical survey, there is evidence 
of a split in ethical discussions of the principle of 
justice in different stages of clinical trials, which at 
times focuses on the recruitment phase and at other 
times addresses the study design. There is no global 
discussion of ethics, justice and clinical research. 

According to Beauchamp & Childress, 16 
distributive justice theories should specify the dif-
ferent principles, rules and judgements involved in 
this distribution in a consistent manner. This review 

confirmed the limitations of the discussion, clas-
sifying the application of the principle of justice 
as insubstantial and difficult to measure. Very few 
studies have clearly identified the elements and 
characteristics that are considered morally justi-
fiable for the performance of trials, as well as the 
distribution of their benefits and burdens.

Since the principle of justice was incorporated 
into the first Brazilian regulation concerning human 
research ethics (Resolution 466/2012), as well as its 
predecessor (Resolution 196/1996), both of which 
were drawn up by the National Health Council, em-
pirical studies should be conducted and theoretical 
discussions on the application of these principles 
in the ethical analysis of clinical trials should be 
expanded. The effectiveness of these principles in 
reducing health inequalities should also be assessed. 
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