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SBB recommendation Placebo 01-21Rev22mar21 English 

 

 

Brazilian Society of Bioethics (SBB) recommendation 01/2021 

Clinical trials with vaccine candidates against Covid-19 

Ethical use of placebo: Use, justification and limits 

 

 

It addresses the ethical aspects of the use of placebo in clinical trials with candidate 

vaccines against COVID-19. Emphasizes the indications, justifications and limits of the 

placebo arm in a randomized clinical trial that does not face the pandemic COVID 19 in 

Brazil. 

It uses national and international standards related to research ethics involving human 

beings, mainly those issued by the National Research Ethics Commission-CONEP / 

National Health Council-CNS. It includes some international guidelines from the World 

Health Organization, CIOMS / WHO, the World Medical Association - Declaration of 

Helsinki. 

These standards, especially those guidelines related to the use of placebo and direct 

access to the post-study or that have been shown to be effective in a phase III clinical 

trial. 

Strengthens the fundamentals of SUS, including ANVISA and the National Immunization 

Program, approval, support, distribution, application and long-term support of approved 

vaccines, in an emergency and / or definitive way; 

It reinforces the SBB recommendations (Recommendation 01/2020), especially 

regarding the need to allocate adequate resources for health, protection of the most 

vulnerable, or direct access or treatment for everyone with equal access and use of 

health technologies. the role of science in deciding access and opposes the political use 

of those decisions. 
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SBB Recommendation on Clinical trials with vaccine candidates against Covid-

19 and the ethical use of placebo: Use, justification and limits 

 

The Brazilian Bioethics Society (SBB), following deliberations by the Executive Board, 

considering: 

• SBB Recommendation 01/2020 

• The continuous expansion of the COVID-19 pandemic worldwide and, especially, in 

Brazil; 

• The concern of a large part of the population in general and of professional health 

entities regarding the search for effective methods for the prevention, treatment and 

control of the pandemic; 

• The need to increasingly expand and seek treatment to face a COVID-19 pandemic, 

reinforcing that until now there is no pharmacological treatment that has stood out 

effectively 

• The need to develop and make equitably available to the entire vaccine population 

for the effective control of COVID-19; 

• The need to increase support and financing in all aspects related to this eventual 

control mentioned - among them, the protection of the socially vulnerable; adequate 

financing and investment to the Unified Health System (SUS); and the expansion of 

financial support for Brazilian science; the publication of correct and clear information 

for an entire population; 

• The rapid establishment of phase III trials with several vaccine candidates and the 

recent release (January 17, 2021) by ANVISA of two that there is safety and security, 

Coronavac, developed by Sinovac and AZD1222, developed by the University of 

Oxford/Astra Zeneca, which will be produced in Brazil, by Butantan Institute and 

Osvaldo Cruz Foundation respectively. 

• That Resolution 466/2012 of the Brazilian National Heath Council-CNS/National 

Research Ethics Commission-CONEP marks as all research with human beings in 

Brazil and clearly positions itself on ethics, the limits of its use and the protection of 

participants in clinical trials 

• The existence of international guidelines that specify its position regarding the use of 

placebo in randomized clinical trials. These include CIOMS/WHO 2016 International 

Ethical Guidelines for Health-Related Research involving Human Beings and World 

Medical Association 2013 Declaration of Helsinki, and their items related to the use 

of placebo are noted in the Annex. 

Thus, SBB makes recommendations regarding the use of placebo in phase III 

randomized controlled trials, in particular the justification for its use, the ethical aspects, 

the limits of its use and the participants' rights. 

This positioning is anchored in Brazilian Resolution 466/2012, in item III, On Ethical 

Aspects of Research Involving Human Beings, where it is defined that research involving 

human beings must meet the relevant ethical and scientific foundations. and especially 

in III b) and III.d) copied below, where the limits on the use of placebo and the 

participants' rights to post-study access are established. 

Item III b): “to have fully justified, when applicable, the use of placebo, in terms of non-

maleficence and methodological need, and the benefits, risks, difficulties and 
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effectiveness of a new therapeutic method must be tested, comparing it with the best 

current prophylactic, diagnostic and therapeutic methods. This does not exclude the use 

of placebo or any treatment in studies in which there are no proven methods of 

prophylaxis, diagnosis or treatment”; 

E III.d) and III d.1) 

“d) ensure that all participants at the end of the study, on the part of the sponsor, have 

free and indefinite access to the best prophylactic, diagnostic and therapeutic methods 

that have proven to be effective: 

d.1) access will also be guaranteed in the interval between the end of individual 

participation and the end of the study, in which case this guarantee can be given by 

means of an extension study, according to a duly justified analysis by the participant's 

attending physician. ” 

In summary, SBB considers that the ethical assumptions emanating from Resolution 

466/12 must be met, considering that it has the right to use what it considers most 

protective to the research participant and that: 

1. All participants in the placebo group must have access to products that have shown 

to be safe and efficacious. This is in accordance with CNS Resolution 466/2012 and this 

right must be clearly specified in the Free and Informed Consent Term approved by 

CONEP; 

2. All persons who supply one of the vaccines approved in an emergency manner must 

be accompanied for an adequate time in a study equivalent to phase IV, also called 

Pharmacovigilance. This is essential to detect and define effects determined previously 

or incompletely generated, as well as to evaluate the levels of protection that may be 

related to the specificities of the vaccinees; 

3. Still based on Resolution 466/12, an SBB recommends that trials with new vaccine 

candidates should not have any control arms, not a placebo, but one of the vaccines that 

have already been authorized for emergency use. This measure is correct with the 

current efficacy and safety data of these two vaccines that have already been tested 

(1/23/21) and that have already been applied to more than 64 million people worldwide 

and that so far have if you need safety and with adequate staff. 

4. Emphasizes also that the right to access by SUS for all and all and the equal use of 

vaccines against a COVID-19 approved by the Brazilian Regulatory Agency - ANVISA 

and the essential role of science in the decision on access and is opposed to political 

use based on decisions. 

Brasilia, January 25, 2021. 

 

Dirceu Bartolomeu Greco, Chair 

ANNEX 

1 - Brazilian Bioethics Society - <http://www.sbbioetica.org.br/> 

2 - SBB Recommendation 01/2020 accessed at http://www.sbbioetica.org.br/Noticia /754/ 

RECOMENDACAO-SBB-N-012020-aspectos-eticos-no-enfrentamento-da-COVID-19 

http://www.sbbioetica.org.br/Noticia%20/754/
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3. CNS Resolution 466/2012 - https://bvsms.saude.gov.br/bvs/saudelegis/ cns/2013/ res0466 _12_12_2012.html 

III – ETHICAL ASPECTS OF RESEARCHES INVOLVING HUMAN BEINGS 
III.3 – The researches using experimental methodologies in the biomedical area, involving 
human beings, besides that recommended in item III.2, shall: 
a) be founded on previous experimentation carried out in labs using animals or other 
experimental models and scientific evidence, when appropriate;  

b) when using placebo, such use shall be fully justified as to its non maleficence and 
methodology requirements, where the benefits, risks, difficulties and effectiveness of a new 
therapeutic method shall be tested, comparing it to the best current prophylactic, diagnostic 
and therapeutic methods. It is not included the use of placebo or any other treatment to studies 
where there are no proven methods of prophylaxis, diagnosis or treatment;  

c) use the biological material and data obtained from the study solely to that intended purpose 
in the protocol, or according to the consent granted by the research participant; and  

d) guarantee to all participants, at the end of the study and for unlimited time, free access to 
the best prophylactic, diagnostic and therapeutic methods that have proven their efficiency;  
d.1) the access will also be guaranteed in the interval between the end of the individual’s 
participation and the end of the study, in which case this guarantee could be granted by means 
of an extension study, according to a duly justified analysis from the doctor assisting the 
research participant. 

4. 2016 CIOMS International Ethical Guidelines for Health-related Research Involving 

Humans accessed at https://cioms.ch/wp-content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines .pdf 

GUIDELINE 5: CHOICE OF CONTROL IN CLINICAL TRIALS 
As a general rule, the research ethics committee must ensure that research participants in the 
control group of a trial of a diagnostic, therapeutic, or preventive intervention receive an 
established effective intervention. Placebo may be used as a comparator when there is no 
established effective intervention for the condition under study, or when placebo is added on to 
an established effective intervention. When there is an established effective intervention, 
placebo may be used as a comparator without providing the established effective intervention 
to participants only if: f there are compelling scientific reasons for using placebo; and f delaying 
or withholding the established effective intervention will result in no more than a minor increase 
above minimal risk to the participant and risks are minimized, including through the use of 
effective mitigation procedures. 
 Risks and benefits of other study interventions and procedures should be evaluated according 
to the criteria set out in Guideline 4 – Potential individual benefits and risks of research. 

5. WMA 2013 – Declaration of Helsinki accessed at https://www.wma.net/policies-post/wma-

declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/ 

Declaration of Helsinki – Article 33 - Use of Placebo 
33.       The benefits, risks, burdens and effectiveness of a new intervention must be tested 
against those of the best proven intervention(s), except in the following circumstances:Where 
no proven intervention exists, the use of placebo, or no intervention, is acceptable; orWhere for 
compelling and scientifically sound methodological reasons the use of any intervention less 
effective than the best proven one, the use of placebo, or no intervention is necessary to 
determine the efficacy or safety of an intervention and the patients who receive any 
intervention less effective than the best proven one, placebo, or no intervention will not be 
subject to additional risks of serious or irreversible harm as a result of not receiving the best 
proven intervention. Extreme care must be taken to avoid abuse of this option. 

Education does not transform the World. Education changes People. People change 
the World." -Paulo Freire 

https://bvsms.saude.gov.br/bvs/saudelegis/%20cns/2013/%20res0466%20_12_12_2012.html
https://cioms.ch/wp-content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines

