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 Abstract 

Introduction: In the context of the globalization of the clinical trials market, the rapid growth in their 
number, the fast development of biomedical research using new technologies, and insufficient control over 
their conduct by state regulatory authorities and independent ethics committees, ethical aspects of 
conducting clinical trials and the issue of protecting patients’ rights remain relevant. The aim of the study: 
To review and compare the legislative frameworks and regulations of ethical aspects of clinical trials in 
Russia and the BRICS countries, which possess significant scientific, industrial, and economic potential – 
China, India, and Brazil. 

Materials and Methods: The search was conducted using PubMed, Medline, and Google Scholar 
databases, with descriptors including ethics in clinical trials, legislative regulation of clinical trials, and ethic 
committee. The selection criteria included publications from 2010 to 2024 and articles focusing on the 
regulation of clinical trials in Russia, China, India, and Brazil, along with their histories and evaluation 
forms.  

Results and Discussion: In Russia, the work of Ethics Committees is based on the European model, 
grounded in modern international ethical norms and regulatory documents of the Russian Federation and the 
Eurasian Economic Union (EAEU). A drawback is the lack of structured interaction between Ethics 
Committees at both national and local levels. The work of Ethics Committees in China and India faces 
several problems, such as weak organizational structure, unjustified membership composition, low training, 
incompetence, weak control and management mechanisms, and flawed systems for obtaining informed 
consent. The Brazil’s ethical and regulatory system meets global requirements and ethical standards, aimed 
at protecting the rights of clinical trials participants. However, in all developing countries, there remains a 
potential danger for clinical trial participants with a low socio-economic standard of living. 

Conclusion: The experience of BRICS countries, which are intensively developing in the field of clinical 
trials, is interesting in terms of developing possible approaches to monitoring activities, ensuring interaction, 
certifying Ethics Committees, and centrally training Ethic Committee members in Russia.  
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Introduction 

Ethical standards for conducting clinical trials (CTs), 
guaranteeing respect for all research subjects and the 
protection of their health and rights, such as the 
Nuremberg Code, the Declaration of Helsinki, and ICH 
GCP guidelines, are based on the tragic history of human 
rights violations in CTs. Precedents of human rights 
violations in human research have laid the foundation for 
modern ethical standards, which must continue to 
improve alongside the development of biomedical 
technologies and science.  

Currently, the best standard for conducting CTs is 
Good Clinical Practice (GCP) – a standard of ethical and 
scientific requirements for planning, organizing, 
conducting, monitoring, auditing, documenting, 
analyzing, and presenting CT results, ensuring the 
reliability and accuracy of the obtained data and 
presented results, as well as protecting the rights, health, 
and confidentiality of clinical trial subjects (Kravchenko 
et al. 2022).  

Independent ethics committees (IECs) play an 
important role in ensuring the protection of the rights, 
health, and safety of CT participants. IECs, both at the 
local and national levels, must evaluate the effectiveness 
of measures to protect the rights of CT participants and 
decide on the feasibility of conducting CT as well as 
monitor ongoing CTs. Although all IECs are guided by 

the same international regulatory documents, the legal 
status, composition, functions, and activities of IECs can 
differ in various countries. Russia has adopted foreign 
experience and chosen the European model of ethics 
committees (ECs), which have a public character and 
have advisory powers. ECs dealing with CT issues 
began to be established at major research centers in 
Moscow in the early 1990s. Sometimes, their creation 
was initiated by international pharmaceutical companies 
interested in creating conditions that complied with GCP 
(Gurylyova and Nezhmetdinova 2020; Komissarova 
2020).  

In the context of the dynamic changes in the political 
and economic situation in the world and the shift in the 
vector of international relations, the experience of 
legislative regulation in the field of clinical research in 
several countries friendly to Russia is of interest. 
Particularly interesting for Russia in the sphere of 
political and economic cooperation are the BRICS 
countries – an interstate association of 9 countries (Brazil, 
Russia, India, China, South Africa, the United Arab 
Emirates, Iran, Egypt, and Ethiopia). The BRICS member 
countries are characterized as the most rapidly developing 
large countries, playing a key political and economic role 
in extensive regions of the world and collectively 
possessing the largest resource potential in the world, 
enormous domestic markets, and labor reserves 
(Nekhoroshih 2016). These factors also make the BRICS 
countries attractive in the competitive global CT market.

 Graphical abstract 
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The pharmaceutical industry has adopted a strategy of 
internationalization, wherein CTs are usually conducted 
simultaneously at several research centers in multiple 
countries. The tendency for the participation of several 
countries in the same study is influenced by the need to 
reduce costs, either by the possibility of using an 
infrastructure and skilled labor of relatively lower cost 
(especially when compared to the values practiced in 
European and North American countries) or by the ease 
and speed to recruit volunteers for the studies (Gouy et al. 
2018). Ethical issues related to the internationalization of 
CTs must be considered, primarily due to the 
vulnerability of populations in developing countries.

The globalization of the market and the rapid growth 
in the number of CTs, including those conducted by 
international pharmaceutical companies, the fast 
development of biomedical research using new 
technologies, insufficient control over the conduct of CT 
by state regulatory authorities and IECs, potential 
conflicts of interest on the part of sponsors and 
Investigators, the planning of international CT protocols 
and informed consent forms without considering the 
ethnic and cultural differences of populations in different 
countries, and restrictions on access for research 
participants from developing countries to high-tech 
treatment after the end of CTs can lead to violations of 
participants’ rights. Thus, the ethical aspects of 
conducting CTs and the issue of protecting patients’ rights 
remain relevant.

The aim of this work is to review and compare the 
legislative frameworks and regulations of ethical aspects 
of conducting CTs in Russia and BRICS countries, which 
have significant scientific, industrial, and economic 
potential – China, India, and Brazil. 

Materials and Methods 
The search was carried out using PubMed, Medline, and 
Google Scholar databases, with descriptors including 
ethics in research, CT, legislative regulation of CT, and 
EC. The selection criteria included publications from 
2010 to 2024 and articles focusing on the regulation of 
CTs in Russia, China, India, and Brazil, along with their 
histories and evaluation forms. 

Results 
The Russian Federation
In Russia, with the aim of integrating into the 
international pharmaceutical market, current legislation in 
the field of CT and research quality has been aligned with 
the rules of the most authoritative international and 
national regulatory agencies, such as European Medicines 
Agency and U.S. Food and Drug Administration. In 1998, 
OST 42-511-99 “Rules for Conducting Quality Clinical 
Trials in the Russian Federation” was adopted, based on 
ICH GCP. In 2005, an adapted version of ICH GCP was 
adopted in Russia as the national standard GOST 
R52379-2005 “Good Clinical Practice”.  To establish 
uniform GCP rules with the countries of the European 
Union, the USA, and Japan for the member states of the 
EAEU (Armenia, Belarus, Kazakhstan, Kyrgyzstan, 
Russia), the EAEU GCP Rules https://docs.eaeunion.org/
docs/en-us/01411924/cncd_21112016_79 were developed 

in 2014-2016, which are maximally harmonized with ICH 
GCP, facilitating the functioning of the common drug 
market within the EAEU, and the recognition of CTs data 
by the authorized bodies of the EAEU member states and 
at the international level (Hasanova and Iskhakov 2016; 
Alikov and Marchenko 2018).

The work of IECs at both the federal and local levels 
in Russia is based on ethical principles outlined in the 
current Russian legislation and the key international and 
domestic regulatory documents governing biomedical 
research involving humans, as well as IEC’s own 
established standard operating procedures (SOPs). The 
federal-level IEC (Ethics Council under the Ministry of 
Health of the Russian Federation) organizes and conducts 
the ethical review of the possibility of conducting CTs of 
drugs for medical use to issue a conclusion on the ethical 
justification for conducting CTs, while local ethics 
committees at medical institutions and research centers 
further monitor the studies approved by the Ministry of 
Health of the Russian Federation in the supervised 
territory. However, to date, there is no legislative 
regulation of the interaction between IECs either 
vertically or horizontally in Russia. Similarly, there is no 
scheme for their interaction with each other. In case of 
detecting research ethics violations, a local ethics 
committee can report this to the Ministry of Health, 
affecting the possibility of registering the investigational 
drug, but such information is not requested, and the 
procedure for its submission has not been developed. 
Similarly, there is no scheme for interaction between ECs: 
if approval is not obtained from one Local ethic 
committee, it is possible to turn to another in the hope of 
lower ethical review standards, lower qualifications, or 
less attentiveness of the experts (Gurylyova and 
Nezhmetdinova 2020; Komissarova 2020).

The People's Republic of China

High-profile cases in the ethical aspects of clinical trials, 
such as the “golden rice” study (a study of genetically 
modified rice on children aged 6-8 years without 
obtaining informed parental consent) (Qiu 2012), the 
“HEAVEN” study (transplantation of a donor’s head into 
a recipient’s body) (Suskin and Giordano 2018), a study 
of germline genome editing in human embryos for 
clinical use (Li et al. 2019), and the “cancer treatment 
with malaria microbes” in 2012-2019, revealed 
insufficient protection of CT participants in China (Li et 
al. 2019). With the quick development of human research 
and a large number of international CTs for drugs and 
medical devices in China, the laws and regulations related 
to human participant protection are constantly improving, 
yet the protection of participants during ethics review and 
supervision needs to keep pace with this development. 
Therefore, China is a typical example of a developing 
country that urgently needs to establish a Human 
Research Protection Program, which could serve as a 
model for other developing countries (Zhou and Liu 
2021). Current policies and regulations in China cannot 
keep up with the rapid development of biomedical human 
research and their varied contexts (Lei et al. 2019). The 
use of new technologies has not only provided different 
tools for human research but has also highlighted higher 
requirements and challenges for the protection of human 
participants (Zhou and Liu 2021).  

Legal protection of clinical trial subjects is stated in 

https://docs.eaeunion.org/docs/en-us/01411924/cncd_21112016_79
https://docs.eaeunion.org/docs/en-us/01411924/cncd_21112016_79
https://docs.eaeunion.org/docs/en-us/01411924/cncd_21112016_79
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national laws of China. Article 26 in the Law of the 
People’s Republic of China on Medical Practitioners 
(implemented on January 5, 1999) provides that 
physicians should obtain the approval of hospitals and the 
consent of patients themselves or their family members 
for experimental treatments. Article 29 in the Law of the 
People’s Republic of China on Progress of Science and 
Technology (implemented on January 7, 2008) provides 
that the state should prohibit scientific research and 
technological development that undermine national 
security, harm public interests, endanger human health, or 
violate moral principles and ethics. In China, no specific 
laws on the protection of human subjects have been 
legislated. Enforcement agencies at all levels have laid 
down general or specific rules and regulations, 
establishing a roughly complete legal system dominated 
by administrative rules and normative legal documents 
for the protection of clinical trial subjects in China. Since 
China has not yet enacted independent legislation for the 
legal rights of subjects, ethical review censorship is 
generally believed to safeguard clinical subjects’ rights. 
The ethical committee ensures the safety and interests of 
subjects from an ethical perspective (Ren et al. 2018).  

The effectiveness of ethical review directly impacts 
the scientific, authentic, accurate, and reliable nature of 
CTs, making effective supervision essential. However, 
current supervision is unsatisfactory, with many issues in 
ethics committee review, including loose organizational 
structures, unreasonable personnel compositions, 
inadequate training, incompetence, non-standard member 
recruitment, weak supervision and management 
mechanisms, and unqualified informed consent systems. 
Therefore, an independent supervision system should be 
established to ensure the efficiency of ethics committees, 
along with ethical review project records for tracking and 
management (Ren et al. 2018).

Informed consent is critical in safeguarding the rights 
of clinical trial subjects, and a well-prepared informed 
consent form is essential for ethics committees to 
improve protocol review quality. Clear and accessible 
wording is crucial for potential participants to understand. 
Meanwhile, China has not fully established a damage 
insurance system, leaving CT participants in need of 
strong legal guarantees and social support. Participants 
often face difficulties providing evidence in legal 
proceedings when they suffer physical damage. Legally, 
informed consent does not exempt sponsors and 
researchers from liability. Compensation scope is 
determined by personal damage criteria based on civil 
law and regulations, with appropriate compensation for 
mental damage also considered (Ren et al. 2018). 
According to Ren et al. (2018), legal protection of human 
subjects’ rights in China remains unsatisfactory, 
necessitating the improvement of existing general laws 
and special regulations, and the enactment of specific 
laws to protect human subjects’ rights.  

The Drug Supervising and Regulatory Department of 
China has formally joined the International Council for 
Harmonization (ICH) of Technical Requirements for 
Pharmaceuticals for Human Use, and has become a 
member of the ICH council. ICH-GCP, known as E6 in 
the Efficacy E Series of ICH, is the international standard 
for ethical integrity and scientific quality for conducting 
trials involving the participation of human subjects.  An 
updated framework, GCP-2020 was officially published 
in April 2020 by the Chinese National Medical Products  

Administration (NMPA) and the National Health 
Committee (NHC). https://www.nmpa.gov.cn/xxgk/ggtg/
qtggtg/20200426162401243.html. However, due to rapid 
developments in drug research and a consolidation of 
system reforms in drug examination and approval, a 
disparity between the GCP-2003 framework and more 
recent international codes now exists. Amongst other 
things, disparity in safety report management in drug 
clinical trials is essential to the comprehensive and 
objective evaluation of a trial drug (Yang et al. 2021). 

Recently, the quality of clinical trials conducted in 
China has made considerable progress, partly due to 
major reforms in 2016 by the China Food and Drug 
Administration to modernize its regulatory processes by 
decreasing the review and approval times, encouraging 
innovative medical product development, and promoting 
international standards (Chen and Zhao 2018). However, 
some authors believe that CTs in China still fall below the 
global average standard. A systematic review by Fan et al. 
(2022) analyzed 90 studies published between 2000 and 
2021 in 58 Chinese and foreign journals. Problems were 
identified in the registration process (7 CTs), ethical 
review (14 CTs), conducting clinical trials (54 CTs), and 
submitted reports (19 CTs). Major violations associated 
with the operation of ECs in China included unreasonable 
member composition, incomplete reviews, non-standard 
records, inadequate consideration of ethical issues, and 
neglecting follow-up reviews and ethical acceptance 
checks (Fan et al. 2022).  

The Republic of India

India has become an emerging hub for CTs due to the 
abundance of patients, a heterogeneous genetic 
population, availability of trained human resources, and 
low expenditure, along with various facilities provided by 
the Government of India (Das and Sil 2017; Tanushya 
2022). Since 2004, the number of new trials has increased 
at a 31% compound annual growth rate, and the clinical 
trials market has grown by 30%, almost double the global 
average (Das and Sil 2017). However, concerns have 
been raised about the ethical implications of the 
globalization of clinical research in developing countries, 
exacerbated by incidents of rule and ethical violations in 
international CTs (Glickman et al. 2009; Tanushya 2022). 
Notable cases of ethical violations include the cervical 
cancer screening trial conducted in 1998, which involved 
randomized clinical trials of cervical screening on Indian 
women in Mumbai, Tamil Nadu, and Osmanabad by a 
U.S.-based company and foundation. Among the 138,624 
unscreened women, 254 died as a result of the clinical 
trials. Those women were not adequately informed about 
the experiment or whether they were in the screened or 
unscreened group. It was also found out that women from 
the lower socio-economic strata were not screened, which 
led to the question of whether it was ethical to deprive 
women of screening, which was available, merely based 
on their socio-economic status (Bagcchi 2013; Tanushya 
2022). The clinical trials on 1984 Bhopal Gas Tragedy 
victims, beginning in 2004, also stirred controversies due 
to violations of the international ethical principles, putting 
vulnerable and already ill patients at more risk (Tanushya 
2022). The HPV vaccine trials in 2009-2010 involved 
24,000 girls aged 10-14 in Andhra Pradesh and Gujarat 
receiving vaccines provided by GlaxoSmithKline (United 
Kingdom). The girls experienced side effects, and seven 
died, with many cases lacking informed parental consent 

https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20200426162401243.html
https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20200426162401243.html
https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20200426162401243.html
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(Mudur 2013; Tanushya 2022). The resulting public 
outcry led to a Public Interest Litigation filed at the 
Supreme Court against multiple entities, highlighting that 
over 150,000 people were involved in at least 1,600 
clinical trials from 2006-2011, with at least 2,163 deaths 
reported (Tanushya 2022).

In 2013, the Supreme Court criticized the government, 
the Ministry of Health and Family Welfare, and the 
Central Drugs Standard Control Organization (CDSCO), 
suspending clinical trial approvals and mandating 
videotaped consent from participants. This led to 
prolonged approval timelines and a significant drop in 
clinical trials conducted in India, from 529 approved 
trials in 2010 to 83 in 2016 (Bagcchi 2013; Tanushya 
2022). Major violations detected during site inspections 
included data credibility issues, inadequate records, 
failure to follow the investigational plan, and failure to 
notify the Institutional Ethics Committee of changes or 
submit progress reports. There were also concerns over 
areas of subject protection, namely, consent, Institutional 
Ethics Committee approval, and reporting of adverse drug 
reactions (Das and Sil 2017).  

The work of ECs in India is regulated by various 
documents. The Indian Council of Medical Research 
(ICMR) first released a policy statement on ethical 
considerations in human subject research in 1980, revised 
in 2000 and amended in 2006. The ethical guidelines are 
given legal status by Schedule Y of the Drugs and 
Cosmetics Rules, 1945 (Bhatt 2012).

It was revealed that an approval letter of Institutional 
Ethics Committees has deficiencies in various aspects, 
including composition, quorum, and review of insurance 
and clinical trial agreement. This highlights the gaps in 
education and training of Institutional Ethics Committees 
members. With reports of Institutional Ethics Committee 
malfunction pouring in the media, CDSCO has taken 
stern steps in streamlining the Institutional Ethics 
Committee functioning. The Schedule Y is amended by 
inserting a rule 122DD which specifies the detail 
procedures for the registration of ethics committee. As 
per rule 122DD, all ethics committees have to be 
registered with Drug Controller General of India (DCGI) 
without which they cannot approve of any clinical trial 
protocol and has come into effect from February 25, 
2013. For the purpose of registration, application has to 
be sent by the ethics committee to CDSCO as per the 
requirement specified in Appendix VIII of Schedule Y 
[Annexure I] along with a checklist available from 
CDSCO website. The Institutional Ethics Committee 
must have a minimum of seven members and appoint a 
Chairman (from outside the institution) and a member 
secretary from among its members. Registered 
committees must have at least seven members, including 
diverse representatives such as medical scientists, 
doctors, legal experts, social scientists, philosophers, and 
laypersons. If an institution specializes in certain areas of 
research, it is desirable to include representatives of 
specific patient groups on the EC (eg. HIV-AIDS, genetic 
diseases, etc.). If necessary, experts in the field may be 
invited to provide their opinions without the right to vote. 
The EC must have appropriate gender and age 
representation. As per Indian GCP, ICMR guidelines and 
Annex Y, the work of Institutional Ethics Committee shall 
be conducted through formal meetings and shall not 
resort to decision making by circulating proposals or 
emails. The Institutional Ethics Committee should meet at

regular intervals and the decision period should not be 
>3-6 months, which should be specified in the SOP. 
Proper records of all meetings and decisions taken must 
be kept. The Institutional Ethics Committee is tasked with 
not only reviewing proposals, but also reviewing ongoing 
clinical trials by reviewing periodic progress reports, 
monitoring and writing internal audit reports, and/or 
conducting independent site visits to study sites. In the 
event of trial-related injury or death of a clinical trial 
subject, the Institutional Ethics Committee must also 
consider and recommend compensation to the sponsor 
within a specified period of time. A clinical trial can only 
be started after a written approval has been obtained from 
the Institutional Ethics Committee. Any amendments to 
the approved study documents require new Institutional 
Ethics Committee approval. To comply with the 
regulatory framework in India, the Institutional Ethics 
Committee must have records and access to written SOPs 
on the work of the committee as a whole, on vulnerable 
populations, regarding the training of new and existing 
members, and monitoring and preventing conflicts of 
interest; details of any previous EC audit or inspection. 
The licensing authority (CDSCO) upon satisfaction of the 
requirements grants registration for a period of 3 years 
from the date of issue, after which the Institutional Ethics 
Committee must apply for re-registration within 3 months 
from the date of expiry. For re-registration, it has become 
mandatory for each Institutional Ethics Committee 
member to have a GCP certificate and information about 
the monitoring of the ongoing study. By registering with 
CDSCO, the I Institutional Ethics Committee undertakes 
to protect the rights, safety and welfare of research 
participants by reviewing and approving clinical trials in 
accordance with Appendix Y and GCP, and to conduct an 
ongoing review of clinical trials at appropriate intervals. 
In the event of any serious adverse event, the Institutional 
Ethics Committee is required to review it and provide its 
opinion in accordance with the procedures specified in 
Section XII of Annex Y. The IEC is required to maintain 
adequate and accurate records and retain them for a 
period of at least 5 years from the date of completion or 
termination of the study (both in hard and soft forms). 
Authorized inspectors or CDSCO officials may inspect 
any Institutional Ethics Committee records, data or 
documents relating to the clinical trial and provide 
adequate responses to any inquiry regarding the conduct 
of the clinical trial (Bhatt 2012; Das and Sil 2017; Singh 
et al. 2019).

On March 19, 2019, the New Drugs and Clinical 
Trials Rules 2019 https://cdsco.gov.in/opencms/opencms/
s y s t e m / m o d u l e s / C D S C O . W E B / e l e m e n t s /
download_file_division.jsp?num_id=OTg4OA== were 
passed by the Government of India. These rules regulate 
new drugs, clinical trials, new investigational drugs, 
bioavailability and bioequivalence studies, and ECs. The 
rules mandate timely reviews of ethical aspects, informed 
consent of participants, and the need for permissions from 
the Central Licensing Authority for manufacturing or 
importing new drugs. Applications for conducting clinical 
trials must also be submitted to the Central Licensing 
Authority. The 2019 Rules include provisions for 
compensation to participants for injuries or other harm 
caused during trials. These rules aim to expedite trial 
approvals and the introduction of new drugs, with 
specific timelines for approvals: 30 days for drugs 
manufactured in India and 90 days for drugs developed 

https://cdsco.gov.in/opencms/opencms/system/modules/CDSCO.WEB/elements/download_file_division.jsp?num_id=OTg4OA==
https://cdsco.gov.in/opencms/opencms/system/modules/CDSCO.WEB/elements/download_file_division.jsp?num_id=OTg4OA==
https://cdsco.gov.in/opencms/opencms/system/modules/CDSCO.WEB/elements/download_file_division.jsp?num_id=OTg4OA==
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outside India (Tanushya 2022).
Despite regulatory efforts, India lacks codified laws 

specifically protecting CT participants' rights. Apart from 
the 2013 Supreme Court mandate for videotaped consent, 
there have been no concrete measures to ensure these 
rights (Tanushya 2022). The traditional social structure, 
the hierarchical caste system (Anikeeva 2020), leaves 
lower castes and those with low living standards and 
education particularly vulnerable. These populations 
often participate in trials for monetary rewards without 
understanding the risks or their rights (Tanushya 2022).

Informed consent is crucial for ethical clinical trials, 
involving clear communication of all essential details to 
potential participants. However, consent forms are often 
complex, and a study revealed that even medical students 
struggled to remember the key details from consent forms 
(Kamath et al. 2014; Tanushya 2022). The language 
barrier further complicates comprehension, as various 
dialects are used across India, making it difficult for 
participants to understand the consent forms. Ensuring 
participants understand their right to withdraw, maintain 
privacy, and know how to file complaints is essential 
(Tanushya 2022).  

The Federative Republic of Brazil

Brazil, the largest country in Latin America both in area 
(8.5 million square kilometers) and population (about 200 
million people), has a powerful, rapidly growing 
economy. Brazil has become one of the three most 
dominant emerging countries, along with India and 
Russia, attracting the highest number of international 
biopharmaceutical companies outsourcing CTs. 
Advantages include a large, fast-growing, mainly 
treatment-naïve and diverse patient population, lower 
costs , and geographic proximity to Western 
biopharmaceutical companies. Improved ICH-GCP 
compliance and shortened approval times have also 
contributed to growth in Brazil’s clinical research sector 
(Virk 2010; Ukwu et al. 2011). The ethnic and racial 
diversity of the Brazilian population has increased 
pressures on the CT industry to ensure patient diversity, 
recognizing that therapeutic effectiveness and toxicity 
may vary significantly among racial/ethnic groups 
(Burroughs et al. 2002). Furthermore, due to the fact that 
the Hispanic population, currently the largest ethnic 
minority in the US, is significantly under-represented in 
US clinical trials, the US FDA has encouraged growth of 
clinical research in Latin American countries such as 
Brazil (Virk 2010). 

Brazil's ethical and regulatory system complies with 
global and national requirements, following modern 
ethical standards and technologies. The Federal 
Regulatory Agency ANVISA (Agência Nacional de 
Vigilância Sanitária – National Health Surveillance 
Agency) is included in the list of members of the ICH, 
indicating international recognition of the agency's and 
the country's technical capacity. ANVISA, created by 
Law No. 9,782 of January 26, 1999, evaluates the 
technical and medical aspects of CTs, issues permits for 
the import of materials and medicinal products for trials, 
and operates with administrative and financial autonomy 
(Gouy et al. 2018). 

The assessment of ethical aspects of clinical research 
in Brazil is the responsibility of the Comitês de Ética em 
Pesquisa (CEP) (Research Ethics Committees) and the 
Comissão Nacional de Ética em Pesquisa (CONEP) 

(National Commission for Research Ethics), collectively 
known as the CEP/CONEP System. Regulation began 
with Resolution 1 of June 13, 1988, creating ECs to issue 
opinions on research ethics. This was replaced by 
Resolution CNS 196 of October 10, 1996, which 
standardized an ethical assessment system, including 
regional CEPs and the federal body CONEP. This 
resolution was further updated by Resolution CNS 466 of 
December 12, 2012, aimed at consolidating the CEP/
CONEP System through decentralized cooperation to 
protect research participants in Brazil. CONEP, 
responsible for ethical and normative aspects, coordinates 
and supervises the CEPs, accredits and registers these 
committees, and requires semi-annual reports from CEPs 
on approved projects. The entire communication process 
and document submission for ethical appraisal is done via 
”Plataforma Brasil”, an online platform ensuring agility 
and transparency. Some projects, after CEP approval, 
must also be appraised by CONEP, depending on the 
thematic area, such as genetic material sent abroad, 
changes in the genetic structure of human cells for in vivo 
use, research on human reproduction genetics, 
irreversible dissociation of data, manipulation of gametes, 
pre-embryos, embryos, and fetuses, fetal medicine with 
invasive procedures, new therapeutic equipment, new 
invasive therapeutic procedures, studies with indigenous 
populations, and research involving genetically modified 
organisms or high collective risk (Gouy et al. 2018). 

The RDC 219/2004 required an approval document, 
known as a “comunicado especial” (special communiqué 
- CE) for each participating center in multicenter clinical 
trials. This format allowed for thorough assessments but 
increased the period for obtaining CE. This was repealed 
by RDC 39 of June 5, 2008, which established a single 
CE for each study, allowing evaluations by ANVISA 
based on the ethical approval from the coordinating 
center’s CEP (Gouy et al. 2018).  

The RDC 36 of June 27, 2012 was published 
complementarily to the RDC Anvisa 39/2008. In general, 
this resolution allowed the simplified analysis of studies 
that had already begun to include patients in another 
country or been analysed and approved by another 
regulatory agency, including FDA, EMA, the PMDA of 
Japan, or the Health Canada. In addition, the submission 
of clinical trials to databases of the Registro Brasileiro de 
Ensaios Clínicos (Brazilian Registry of Clinical Trials - 
ReBEC) was started. Studies that had been registered 
prior to the validity of the resolution on the primary 
registries of the International Clinical Trials Registry 
Platform (ICTRP) of the World Health Organisation 
(WHO)   https://www.who.int/clinical-trials-registry-
platform/network/primary-registries would also be 
accepted. ReBEC is publicly owned and managed by the 
Fundação Oswaldo Cruz - Fiocruz (Oswaldo Cruz 
Foundation), the leading Brazilian governmental research 
organization operating on a non-profit basis and 
composing the ICTRP/WHO network as primary registry. 
For this reason, registration with ReBEC meets the 
requirements of the International Committee of Medical 
Journal Editors (ICMJE) (Gouy et al. 2018). 

RDC 9, published on February 20, 2015, revoked 
RDC 39/2008 and RDC 36/2012, significantly altering 
ANVISA’s analysis of CTs in Brazil. The Dossiê de 
Desenvolvimento Clínico do Medicamento (DDCM) 
(Clinical Drug Development Dossier) includes all CTs 
carried out in the country for the registration of a 

https://www.who.int/clinical-trials-registry-platform/network/primary-registries
https://www.who.int/clinical-trials-registry-platform/network/primary-registries
https://www.who.int/clinical-trials-registry-platform/network/primary-registries
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pharmaceutical drug, except bioequivalence and 
bioavailability studies. This framework reduced the 
regulatory deadline for evaluation by approximately five 
months, without compromising the quality of the 
technical evaluation. Any documentation for analysis in 
Brazilian ethics and regulatory proceedings must be 
submitted in Portuguese and, in the case of studies with a 
country of origin outside Brazil, the time for a quality 
translation should be taken into account at the time of the 
planning study in the national territory (Gouy et al. 2018). 

Brazil’s stringent regulations restrict placebo-
controlled trials, prohibiting trials where placebo is the 
sole treatment if an approved treatment exists as a 
comparator, unless justified by usual care standards 
(Ukwu et al. 2011). 

Access to experimental drugs is a possible benefit; 
however, in some cases, sponsors do not ensure access to 
treatment at the end of the study for participants who 
benefited. Resolution 466/2012 ensures all participants 
have free access to effective prophylactic, diagnostic, and 
therapeutic methods indefinitely after a study (da Silva et 
al. 2016). The Brazilian government has also 
implemented programs, one of which involves increased 
reimbursement and free drug coverage for patients in the 
public healthcare sector. Brazil was the first developing 
country to provide free and universal treatment to HIV-
infected people, when the Brazilian Ministry of Health 
guaranteed free access to anti-retroviral drugs for people 
infected with HIV. In 1999, the Brazilian government 
established a legal basis for generic drugs in Brazil. This 
has led to an increase in the number of bioequivalence 
studies, or clinical studies used to demonstrate the 
therapeutic equivalence of generic drugs (Virk 2010). 

Despite these efforts, the globalization of CTs poses 
threats to participants’ safety and rights due to Brazil’s 
significant social inequalities. According to 2004 
statistics, Brazil has a 63.4% degree of income inequality, 
with vast differences in lifestyle and education among 
populations, and many have limited access to medical 
care. Brazil’s illiteracy rate means that about 10% of the 
population aged 15 and older are still illiterate, with 
higher rates in certain regions and racial/ethnic groups. 
Many lower-income patients participate in trials primarily 
for access to treatment, posing ethical challenges (Virk 
2010). 

Discussion
Over ten years (2001-2011), the number of CTs conducted 
in the BRICS countries increased almost 20 times from 53 
to 1,044, with the CTs market in Russia characterized by  

the highest compound annual growth rate among the 
countries considered (Table 1) (Gomes et al. 2012).  

The advantages of globalization are to bring resources 
to developing countries to standardize conduction of 
clinical research, the training of researchers in the 
requirements necessary to conduct research in accordance 
with GCP, which is consistent with good professional 
ethics. Governments of many developing countries have 
recognized the interest in global CTs and have taken steps 
to attract investment, reduce bureaucracy, and improve 
their regulatory systems (da Silva al. 2016). In China, for 
example, the centralization of the regulatory authority has 
helped reduce conflicting regulations between central and 
local authorities and has led to shorter approval times for 
CTs (Chen and Zhao 2018). However, the economic 
benefits resulting from globalization have been overly 
emphasized to the detriment of the ethical aspects of 
conducting CTs. Thus, several serious violations of 
ethical principles in conducting CTs have occurred in 
India and China, as mentioned above.  

All CTs should consider the epidemiology of diseases, 
access to medical resources, the health status of the 
country’s population, and bring benefits to the 
community. Access to experimental drugs is a potential 
advantage; however, sometimes patients were not 
provided with access to treatment after the end of the CT. 
This is a serious problem, as providing treatment at the 
end of the study to those participants who benefited from 
the drug should be standard practice. In Brazil, 
Resolution 466/2012 ensures that all participants, at the 
end of the study, shall have free access, for an indefinite 
period, to the best prophylactic, diagnostic and 
therapeutic methods shown to be efficacious (da Silva et 
al. 2016). 

Conclusion
In the regulatory frameworks for ethical aspects of 
clinical trials in the BRICS countries described above, 
similar problems were observed: underqualified and 
incompetent work of IECs, data concealment, and 
violations of the rights of study participants. Currently, 
Russia and Brazil have developed the most progressive 
and organized requirements for ethical review, respecting 
the rights of trial participants and the work of IECs. The 
development of biomedical technologies and the presence 
of socially vulnerable populations with low living 
standards require a more careful legislative approach to 
regulating the rights of study participants. The experience 
of the BRICS countries, which are intensively developing 
in this area, is valuable for developing possible 

Table 1. Number of clinical studies in the BRICS countries (Gomes et al. 2012)  

Country
Number of studies, n Number of studies, % Compound annual 

growth rate, %2001 2011 2001 2011

China 14 354 26 34 38
India 9 158 17 15 33
Russia 5 263 9 25 49
RIC† 28 775 53 74 39
Brazil 25 269 47 26 27
BRICS‡ 53 1044 100 100 35

Note: † RIC – Russia, India, China; ‡ BRICS – Brazil, Russia, India, China
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